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V.H. Accornero, J.C. Anthony, C.E. Morrow, L. Xue and E.S. Bandstra,
University of Miami School of Medicine, Miami, FL and Michigan State
University, East Lansing, MI

EFFECT OF PRENATAL COCAINE EXPOSURE ON EXAMINER-RATED
BEHAVIOR AT AGE 7:  PATHWAYS INVOLVING CAREGIVER BEHAVIORAL
HEALTH

Objective:  To examine whether caregiver drug use and psychological problems
mediate the suspected relationship between prenatal cocaine exposure and
aspects of child behavior as rated in a clinic setting when the children were 7
years of age. Design/Methods: Data were collected as part of the ongoing
longitudinal Miami Prenatal Cocaine Study (MPCS). 476 African-American
full-term infants (253 cocaine-exposed, 223 non-exposed) were enrolled
prospectively at birth and assessed serially through age 7. Here, initial analyses
are based on 407 children (212 cocaine-exposed, 195 non-exposed)
participating in the 7-year neuropsychological assessment. Trained
psychometricians completed a behavior rating form that assessed two primary
dimensions of child behavior as observed during the structured testing session:
behavioral regulation (BR) and sociability (SOC). Caregiver drug use and
psychological problems were assessed using a modified version of the
Addiction Severity Index (ASI). Results: When BR and SOC were regressed
simultaneously on a covariate term for prenatal cocaine exposure while holding
constant child sex and prenatal exposure to alcohol, tobacco, and marijuana, the
estimates indicated that cocaine-exposed children were an estimated 0.2 to 0.3
SD lower on BR (estimated slope B = -0.3; p = 0.04), with no SOC difference
(p>0.4). Contrary to our expectations, neither postnatal drug use by caregivers
nor the severity of their psychological problems were related to levels of child
BR or SOC (p>0.10), although caregiver drug use level (but not caregiver
psychological problems) was predicted by mother's use of cocaine during
pregnancy under this model (B = 0.6; p<0.05). Conclusions: There is a direct
path linking prenatal cocaine exposure to examiner-rated behavioral regulation
(but not sociability). This relationship does not appear to be mediated by levels
of caregiver behavioral health, as conceptualized and measured for this study.
Acknowledgments:  K01 DA 16720-02; R01 DA 06556-13; M01 RR 16587-03
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M.D. Aceto, E.R. Bowman, L.S.  Harris and B.R. Martin, Virginia
Commonwealth University, Richmond, VA

RIMONABANT (SR141716), A CANNABINOID CB 1 RECEPTOR
ANTAGONIST, WAS WITHOUT EFFECT IN RHESUS MONKEYS PHYSICALLY
DEPENDENT ON MORPHINE

Evidence suggests that cannabinoid antagonists might be useful in the treatment
of certain determinants of compulsive abuse of delta-9-tetrahydrocannabinol,
nicotine, psychostimulants, alcohol and opiates (Reviewed by Le Foll and
Goldberg, J. Pharmacol. Exp. Ther., 2004). However, the effects of rimonabant
on an important determinant of opiate abuse namely, physical dependence, have
not been studied. Our objective was to provide preclinical support for the use of
rimonabant in the treatment of this aspect of opiate abuse.  We used an animal
model that most closely mimics the withdrawal syndrome observed in humans.
Male and female rhesus monkeys (M. mulata) weighing 2.5 to 7.5 kg served as
subjects.  All the monkeys received 3 mg/kg, s.c. of morphine sulfate every 6 hr
for at least 3 months. Dependent monkeys that had not received morphine for
14 - 15 h and showed definite signs of withdrawal were randomly assigned one
of the following treatments: (a) a s.c. dose of rimonabant (0.5 or 2.5 or 10
mg/kg); (b) morphine control, 3.0 mg/kg s.c.; or (c) vehicle control, 1 ml/kg.
The withdrawal signs designated slowing, drowsiness, fighting (aggressor),
vocalizes, rigid abdominal muscles, vocalizes on palpation of abdomen,
restlessness (pacing), tremors, coughing, retching, vomiting, wet-dog shakes,
and masturbation were scored once, during each of five 30-min observation
periods by a trained and blind observer.  At the end of the study, the data were
analyzed using Kruskal-Wallis one-way analysis of variance. The results
showed that rimonabant was without effect. Apparently, rimonabant’s
purported benefits do not apply as regards opiate-induced physical dependence.
Supported by NIDA  (DA 3-8833 and Center Grant DA –05274).
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S. Acharyya and H. Zhang, Brown University, Providence, RI and Yale
University, New Haven, CT

ASSESSING SEX DIFFERENCES ON TREATMENT EFFECTIVENESS FROM THE
DRUG ABUSE TREATMENT OUTCOME STUDY

Men and women entering drug treatment programs are known to differ in
demographic characteristics and psychosocial behavioral patterns. To be
effective, any such program that caters to individuals from both sexes, should
be able to identify and address these gender-based variations. Studies have also
reported clinical differences in the effect of drugs on men and women addicts.
Here, we try to examine if the treatment is equally effective on men and
women, when several demographic covariates are controlled. We construct a
“problem severity index (PSI)” to categorize individuals based on how acute
their problem was at the start of the program. We also examine how the choice
of treatment modality affects treatment success. Exploratory analysis is carried
out through the use of odds ratios, followed by more formal testing, carried out
in the framework of cumulative logit models.  Sex does not appear to be a
significant factor (p-value=.18) when other explanatory variables are controlled
for, but the choice of treatment modality certainly does (p-value < .0001). The
analysis is based on a total of 10010 participants (66% male, 47% African
American, 13% Hispanic) with a mean age of 33 years. Four waves of
interviews were conducted. The number of participants at baseline was 10,010
(spread over 96 sites in 11 mid-size and large US cities). Several analyses were
done. The most conservative of these analyses had 2996 cases with complete
follow-up.
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C. Achat-Mendes, S.F. Ali and Y. Itzhak, University of Miami School of
Medicine, FL and NCTR, FDA, Jefferson, AR

CONSEQUENCES OF EXPOSURE TO NEUROTOXIC REGIMENS OF
METHAMPHETAMINE AND MDMA (ECSTASY) ON COGNITIVE PARADIGMS
IN MICE

The abuse of substituted amphetamines such as methamphetamine (METH) and
3,4-methylenedioxymethamphetamine (MDMA; Ecstasy) can result in
neurotoxicity, that is, depletion of dopamine (DA) and 5-hydroxytriptamine (5-
HT; serotonin) axon terminal markers in humans and animal models. Human
METH and MDMA users exhibit impairments in memory and executive
functions, which may be a consequence of the neurotoxic potential of
amphetamines. In this study the influence of METH-induced selective DA
neurotoxicity, MDMA-induced dual DA/5-HT neurotoxicity and fenfluramine
(FEN)-induced selective 5-HT neurotoxicity on appetitive and aversive
conditioning were investigated in male Swiss Webster mice. DA neurotoxicity
significantly impaired appetitive conditioning by drug (METH and cocaine)
reward         (conditioned place preference; CPP), but had no effect on aversive
conditioning by LiCl  (conditioned place aversion; CPA). Dual DA/5-HT
neurotoxicity had no apparent effect on CPP, however CPA was significantly
attenuated. 5-HT neurotoxicity significantly enhanced CPP, and had no effect
on CPA. Analysis of the levels of DA and 5-HT markers in striatum, frontal
cortex, hippocampus and amygdala following the completion of behavioral
testing revealed a significant decrease of these markers in the drug pre-exposed
mice compared to controls. These findings suggest that 1) amphetamine-
induced DA and 5-HT neurotoxicity exert opposing influences on appetitive
conditioning similar to the effects of known DA and 5-HT neurotoxins on drug-
seeking behavior, 2) dual DA/5-HT neurotoxicity impairs associative learning
of aversive conditioning, 3) modulation of cognition by amphetamines-induced
neurotoxicity may be relevant to compulsive drug-seeking behavior in METH
and MDMA abusers. Supported by NIDA RO1 DA12867.
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A. Acheson, B. Reynolds, J.B. Richards and H. de Wit, University of Chicago,
Chicago, IL and Research Institute on Addictions, Buffalo, NY

DIAZEPAM DECREASES BEHAVIORAL INHIBITION BUT NOT IMPULSIVE
DECISION-MAKING IN ADULTS

There are reports that diazepam can increase, decrease, or have no effect on
measures of impulsive behavior.  These mixed findings may be related in part
to differences among the tasks used to measure impulsivity.  Several lines of
evidence suggest that cognitive decision-making forms of impulsivity, such as
delay discounting and risk-taking, and measures of behavioral inhibition assess
fundamentally different underlying processes.  This study examined the effects
of a relatively high dose of diazepam (20 mg) on four measures of impulsive
behavior in healthy adult men and women.  Volunteers (N=18) participated in a
two-session double-blind randomized design in which they received 20 mg
diazepam or placebo. One hour after ingesting the capsule, participants
completed mood questionnaires and several impulsivity tasks thought to
measure separate subtypes of impulsive behavior including behavioral
inhibition, delay and probability discounting and risk taking. Diazepam
produced its prototypic sedative-like mood effects.  Diazepam impaired
behavioral inhibition but had no effect on measures of discounting or risk-
taking.  These results are discussed in the context of other recent findings
suggesting that different behavioral indices of impulsivity are dissociable and
governed by separate underlying mechanisms.  Supported by DA09133.
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E.H. Adams, Y. Ace-Wagoner, B. Mangefrida, M. Duerden and M. Witt, Harris
Interactive, Princeton, NJ and Rehabilitation Associates of Indiana,
Indianapolis, MN

PATTERNS OF ANALGESIC USE IN CHRONIC PAIN PATIENTS TREATED WITH
AVINZA: A MODIFIED-RELEASE MORPHINE FORMULATION

AVINZA® is an oral modified-release morphine sulfate formulation approved
for once-a-day chronic administration in patients with moderate to severe pain.
The once-daily regimen should theoretically lead to increased adherence and
thus improved efficacy on a number of measures including pain control and
improved sleep.  In this ongoing study, 500 subjects with chronic pain are being
interviewed by phone 4 times over a period of 3 months using questionnaires
assessing pain, sleep, functional status, and rescue medication use. Data for the
first 200 patients are available.  More than half the patients are female (52%)
and 87% of patients are white.  The median age is 48 years.  More than half
(56%) are being treated for back pain and another 18% are being treated for
osteoarthritis (8%) or other arthropathies (10%). Overall, 60% of subjects were
prescribed a medication for breakthrough pain with the remaining patients
either not given a prescription for breakthrough pain or told to take an OTC
pain reliever.  Of those given a prescription for breakthrough pain, 80% were
given an opioid. The median starting dose of AVINZA was 30 mg.  After a
period of titration to optimize pain relief the median dose stabilized at 60 mg
and remained at 60 mg at 3 months.  Over the 3- month period, 90 to 97% of
patients report taking their AVINZA as prescribed (once-daily).  Self-rated
effectiveness (0= Not Effective, 10 = Extremely Effective) improved from a
mean of 6.1 to 7.1 on the 0 to 10 scale (p<0.05).  The composite pain score
improved from 5.7 at baseline to 5.3 at Month 3 and the average daily pain
score (0= No Pain, 10 = Worst Possible Pain) improved from 6.4 to 5.3
(p<0.01).  Furthermore the proportion of patients reporting that their pain was
not well-controlled decreased from 22% to 10% (p<0.05).  The number of
hours of sleep per night increased from 5.6 to 6.0 hours and the composite sleep
score (0= Never, 10 = Always) improved from 5.6 to 4.7 (p<0.05).  This paper
will present data on a larger number of patients and discuss adherence, the use
of breakthrough medications, and the various measures of efficacy.
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A.S. Adewale and R.D. Spealman, Harvard Medical School, NERPRC,
Southborough, MA

THE ROLE OF GROUP II METABOTROPIC GLUTAMATE RECEPTORS IN
COCAINE SELF-ADMINISTRATION AND COCAINE-PRIMING-INDUCED DRUG-
SEEKING BEHAVIOR

Group II metabotropic glutamate receptors (mGluRs) have been implicated in
the abuse -related behavioral effects of cocaine.  This study investigated the
effects of the Group II mGluR agonist LY379268 and antagonist LY341495 in
modulating the behavioral effects of cocaine in squirrel monkeys. Monkeys
were trained to self-administer cocaine on a second-order schedule of
reinforcement in which intravenous drug injections were paired with a distinct
visual stimulus. In subsequent extinction experiments, saline was substituted for
cocaine and the cocaine-paired stimulus omitted. Extinction sessions were
followed by reinstatement tests in which cocaine priming was conducted either
in the presence or absence of a cocaine-paired stimulus. LY379268 (0.1 - 1.0
mg/kg) attenuated cocaine self-administration in a dose-dependent manner. The
effects of LY379268 were observed for up to three days after drug treatment.
Pretreatment with LY341495 prevented the LY379268-induced attenuation of
cocaine self-administration. LY341495 on its own either had no effect on or
slightly increased lever pressing during cocaine self-administration. In
reinstatement studies, LY379268 attenuated cocaine-induced reinstatement of
drug seeking in a dose dependent manner. The degree to which LY379268
attenuated cocaine-induced reinstatement was similar in the presence and
absence of the cocaine-paired stimulus. Pretreatment with LY341495
completely blocked the effects of 0.56 mg/kg LY379268 and partially blocked
effects of 1.0 mg/kg of LY379268, indicating that the antagonistic effects of
LY341495 could be surmounted by increasing the dose of LY379268.
LY341495 on its own slightly increased the lever pressing induced by cocaine
priming. The results suggest that activation of Group II mGluRs attenuates the
reinforcing and relapse-inducing effects of cocaine in squirrel monkeys. These
data imply that long-acting Group II mGluR agonists such as LY379268 may
be useful prototypes for medication development targeting cocaine abuse and
relapse. (Supported by DA11054, DA17700 and RR00168)
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S.E. Afful, J.R. Kleinheider, L.B. Cottler and L.J. Bierut, Washington
University School of Medicine, St. Louis, MO

CHILDHOOD PHYSICAL AND SEXUAL ABUSE AS RISK FACTORS FOR
SUBSTANCE DEPENDENCE

Childhood abuse and trauma are linked to substance dependence later in life.
Physical abuse, sexual abuse, and placement in foster care during childhood
were examined as risk factors for substance dependence as part of the Family
Study of Cocaine Dependence. Individuals were recruited through substance
treatment centers, the driver’s license registry, and as siblings of index cases.
The total sample consisted of 1623 participants (58.8% African-American,
40.9% male). All subjects were examined using a semi-structured assessment of
substance dependence and other psychiatric disorders. Women were more
likely than men to be sexually abused (20% vs. 5%, p<.001) and placed in
foster care (4% vs. 2%, p<.05) while men were more likely to be physically
abused (39% vs. 32%, p<.01). There were no significant ethnicity differences in
the rates of abuse.  Participants who experienced any type of abuse in childhood
were more likely than those not abused to be dependent on tobacco (57% vs.
38%, p<.001), alcohol (47% vs. 33%, p<.001), marijuana (35% vs. 21%,
p<.001), cocaine (53% vs. 38%, p<.001), and other substances (28% vs. 16%,
p<.001). Physical abuse, sexual abuse, and foster care were entered separately
for men and women into multiple logistic regression analyses for dependence.
Men who were physically abused were 1.68 times more likely to be alcohol
dependent (p<.001), 1.98 times more likely to be cocaine dependent (p<.001),
and 1.65 times more likely to be dependent on other illicit drugs (p<.01)
compared to men who were not abused. Sexual abuse and foster care were not
significant predictors for men. Physical abuse, sexual abuse, and foster care all
significantly increased the risk for women to be dependent upon alcohol (ORs:
1.71, 2.01, 2.03, respectively, p<.05) and cocaine (ORs: 1.84, 2.28, 2.13,
respectively, p<.05). Consistent with previous literature, childhood trauma
increases the risk for drug dependencies for both men and women and it
appears that women who experience childhood abuse may be at an even greater
risk for the development of dependence.  Supported by NIDA grant DA13423
-05.

8

2



CPDD 2005 Annual Meeting, Wyndham Palace, Orlando, FL

E. Aharonovich, A. Brooks, A. Bisaga, D.S. Hasin and E.V. Nunes, Columbia
University and New York State Psychiatric Institute, New York, NY

A WITHIN-SESSION MEASURE OF COGNITIVE ABILITIES: RELATION TO
RELAPSE PREVENTION OUTCOME

Deficits in cognitive functioning at treatment entry predict dropout among drug
abuse patients. However, up to now, no information has been available on (a)
the relationship between results of neuropsychological assessment at treatment
entry and apparent patient cognitive functioning during psychosocial treatment
sessions, or (b) on the relationship of such functioning to retention in treatment.
To investigate these questions, we developed a measure of patients’ cognitive
capabilities during their treatment sessions, the Cognitive Performance
Checklist (CPC), available in patient self-rating and therapist versions to be
completed immediately after a therapy session. The patient version provides
perceived information, while the therapist version provides information from
direct observation of the patient during the session. CPC items are designed to
correspond to domains of cognitive functioning (i.e., attention, memory) and
their effects on the treatment process. The CPC items in each version are in
Likert form covering patient’s cognitive abilities during the session. Here, we
present preliminary findings from use of the two versions of the CPC in an
outpatient treatment study for cocaine dependence. Method: Cocaine dependent
patients (N=25) received weekly, manual-guided relapse prevention therapy
sessions for 15 weeks. A neuropsychological battery was administered at
baseline, and the both versions of the CPC were completed after each therapy
session. Pearson correlation were used to investigate the relationship of baseline
neuropsychological measures to averaged CPC ratings, and logistic regression
was used to investigate the relationship of CPC scores to treatment dropout
(yes/no). Results: Several measures at baseline correlated with therapist CPC
ratings e.g., baseline impaired mental flexibility was correlated to ratings of
impaired memory (r=.58, p=.002) and executive functioning (r=.46, p=.023).
Patient self-reports of in-session impaired ability to organize thoughts (B =
3.42, p= 0.017) and plan ahead (B=1.72, p=0.034) predicted dropout from
treatment. The data suggest that CPC measures may serve as good indicators of
treatment outcome and further work is warranted.
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E. Akerele, H. Kleber, A. Bisaga and M. Chicurel, Columbia University/New
York State Psychiatric Institute, New York, NY

COMPARISON OF DEXTROMETHORPHAN/QUINIDINE WITH SUPPORTIVE
PHARMACOLOGICAL TREATMENT FOR HEROIN WITHDRAWAL SYMPTOMS

Current treatment strategies that aim to alleviate the heroin abstinence
syndrome have several limitations. In particular, the relief of symptoms is
inadequate and craving for heroin persists or even increases. The result is a high
rate of patients leaving treatment prematurely to resume use of heroin.  The aim
of this study is to evaluate the efficacy of dextromethorphan hydrobromide
(DM) (30 mg), a noncompetitive NMDAR antagonist, as a medication for the
alleviation of withdrawal symptoms in heroin-dependent individuals
undergoing detoxification. Since DM is rapidly metabolized by the majority of
the population (90%), blood levels of DM remain low or undetectable. The
addition of quinidine sulfate (Q) results in higher and more sustained blood
levels of DM. Twenty-four subjects were recruited for this study conducted on
an inpatient research unit. Utilizing a double-blind placebo-controlled design,
subjects were randomized 2:1 to receive either DMQ or placebo plus supportive
treatment. They were stabilized on morphine 100 mg/day (given subcutaneous
in four divided doses) for 3 days. They received the study medication from days
2 to 7 and were discharged on day 8. A rater-administered objective opiate
withdrawal scale, the Modified Himmelsbach Opiate Withdrawal Scale
(MHOWS), was administered each day of inpatient stay. Twenty-one subjects
had evaluable data. These data were analyzed using ANOVA and revealed no
significant group difference in mean MHOWS scores for participants who
remained in the study protocol through study day 4 (effect size d = .12).  When
2 influential outliers were removed from the day 4 observations, a difference in
group means was evident (effect size d=. 9) significant at the 0.1 level. This
study is ongoing. These interim data suggest that the treatment for heroin
withdrawal syndrome is effective in one group of patients.  We intend to run ten
more patients over the next three months. The blind will then be broken and a
final analysis will confirm whether or not the group with clinically significant
improvement was treated with DMQ.
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W.M. Aklin, C.W. Lejuez, A. Lazerow, F. Tyler, M.J. Zvolensky and C.W.
Kahler, University of Maryland, College Park, MD, University of Vermont,
Burlington, VT and Brown University, Providence, RI

USING THE BALLOON ANALOGUE RISK TASK TO IDENTIFY SUBSTANCE-
USE, RISKY SEXUAL BEHAVIOR, AND DELINQUENCY WITHIN A SAMPLE OF
INNER-CITY ADOLESCENTS

Risk behaviors (e.g., polysubstance use, unsafe sex, delinquency) often are
established in adolescence and contribute to problems in adulthood including
substance use and dependence, psychopathology, and physical illness (e.g.,
HIV infection). Given the potential negative consequences of adolescent risk
behaviors, it is of utmost importance to develop technologies that can be useful
for identifying adolescents who have a propensity to engage in risk behaviors.
Although traditional self-report measures of risk-related constructs including
personality (e.g., sensation seeking, impulsivity) and environmental variables
(e.g., trauma, support) have been well established, there is evidence to suggest
that these constructs may not be sufficient alone given the multidimensional
nature of risk taking. Thus, researchers have begun to develop and utilize
behavioral tools that allow for a controlled assessment of actual risk-taking
behaviors. The Balloon Analogue Risk Task (BART) is one measure that has
shown to correlate with risk behaviors in young adults, yet compelling evidence
with adolescents has yet to be provided. Accordingly, the current study
evaluated the relationship between risk taking propensity on the BART with
self-reported real-world risk taking behavior among 95 predominantly African-
American high school aged inner-city adolescents. Results indicated that
performance on the BART was related to engagement in risk behavior across
several domains including substance use (r = .30, p < .01), risky sexual
behavior (r = .27, p < .01) and delinquency (r = .35, p < .01), with these
significant associations persisting even after controlling for demographics and
self-reported risk related constructs including self-esteem, sensation seeking,
and impulsivity. These results are discussed in relation to the potential utility of
using a multi-method assessment approach for better understanding risk-taking
vulnerability among adolescents, as well as potential consequences of risk
behavior including HIV infection.
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D.P. Alford, M.A. Amodeo, J. Ashba and J.H. Samet, Boston University School
of Medicine and Boston Medical Center, Boston University School of Social
Work and Boston University, Boston, MA

INCREASING SUBSTANCE ABUSE EDUCATION AMONG GENERALISTS: THE
CHIEF RESIDENT IMMERSION TRAINING PROGRAM

BACKGROUND: As medical education inadequately addresses substance
abuse (SA), innovative strategies are needed to develop a physician workforce
capable of integrating the SA knowledge base into medical practice. Since
Chief Residents (CR) play a key role in educating residents and medical
students, we trained them to facilitate teaching trainees about addressing
patients’ SA. METHODS: We developed an annual 4-day, intensive Chief
Resident Immersion Training (CRIT) program to increase CR awareness,
knowledge, and skills about teaching SA to their trainees.  Course content
includes state-of-the-art clinical knowledge in screening, diagnosis and
management of SA disorders using case-based presentations, small group
workshops, skills practice, and experiential learning.  CR, with CRIT faculty
mentoring, designed an Action Plan (AP) – a SA education project to be
implemented in their upcoming role as CR, based on selected course content
and institutional needs. By means of pre- and post-program assessments, we
evaluated CRIT’s impact on CR knowledge by a written test at course
conclusion, and SA-related teaching and AP implementation by CR self-report
(6-months post-CRIT). RESULTS:  CR (n=63) from 44 residency programs
were trained over 3 years.  Overall SA knowledge improved– (68% vs. 79%
post-CRIT [p<0.0001]. At the 6-month assessment, for which 94% follow-up
was obtained (n=59/63), statistically significant increases were observed in
outcomes concerning teaching about SA. At 6-month follow-up, 91% reported
being “more” or “much more” likely to incorporate SA content into their
teaching. By 6 months into the Chief Resident year, 50% had completed at least
40% of their AP; resulting in a new SA-dedicated education event (59%) and
new or expanded SA curriculum (38%).  CONCLUSIONS: The Chief Resident
Immersion Training (CRIT) program in Addiction Medicine for incoming Chief
Residents increased knowledge and teaching related to SA. The CRIT model is
an effective educational approach for disseminating SA to medical trainees.
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R. Ali, W. Ling, M. Auracombe, E. Lavie, J. Duber and M. Fatseas, University
of Adelaide, Australia, University of California, Los Angeles, CA, and
Universite Victor Segalen Bordeaux, France

PAIN MANAGEMENT IN BUPRENORPHINE PATIENTS

Until its recent introduction for opiate dependence treatment, analgesic use of
buprenorphine in the U.S. was limited to treating postoperative pain, with
virtually no use in managing pain in buprenorphine-maintained patients.  In
France however, where buprenorphine was approved for opiate dependence in
1996, considerable experience exists.  Using a semi-structured face-to-face or
telephone interview supplemented by focus group discussion, we surveyed 29
French physicians all experienced in treating pain in buprenorphine-maintained
patients, about their clinical experience treating pain in these patients. Included
were addiction specialists, anesthesiologists, dentists, emergency room
physicians, infectious disease and pain specialists.  All told, these physicians
had treated about 350 buprenorphine-maintained patients for acute pain
(trauma, cancer, tooth extractions), chronic pain (neuropathic pain, HIV/AIDS,
progressive cancer, low back pain, fibromyalgia) and pre- and post surgical
pain.  These physicians reported that buprenorphine-maintained patients had
pain problems at similar rates as non-opioid maintained patients. Mild to
moderate acute and chronic pain were similarly and successfully treated with
NSAIDS, acetaminophen, or a combination of both, and supplemented with
antispasmodics, anticholinergics, and occasional benzodiazepines.  For severe
pain, an increased dose or additional doses of buprenorphine sufficed.
Physicians generally discontinued buprenorphine or switched to morphine or
methadone several hours prior to surgery.  Regional analgesia was preferred
with use of a high affinity mu agonist, such as sulfentanil. If regional anesthesia
was not feasible, general anesthesia was used with higher doses of opiates
generally required.  Postoperatively, a short period of patient controlled
analgesia was often used with patients being switched back to buprenorphine
within 48 hours and titrated with additional buprenorphine, NSAIDS or
acetaminophen for break-through pain.  We concluded that pain in
buprenorphine-maintained patients can be effectively managed without
extraordinary measures.
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A.M. Allen and S.S. Allen, University of Minnesota, Minneapolis, MN
MENSTRUAL PHASE EFFECTS ON PSYCHOLOGICAL MOTIVES FOR SMOKING

Studies have shown that there are gender differences in smoking cessation;
women have a more difficult time quitting smoking than men, they are less
confident in their ability to quit and are less successful in maintaining an initial
quit.  These differences may be attributed to the hormone fluctuations women
experience across their menstrual cycles.   This study hypothesized that women
in the late luteal (LL) phase of their menstrual cycle would have higher
psychological motives for smoking than women in the follicular (F) phase. Data
was collected from an ongoing study looking at the effects of the menstrual
cycle on smoking relapse.  Subjects (N=111) completed the Wisconsin
Inventory of Smoking Dependence Motives (WISDM-68) at two clinic visits
prior to their quit date and their current menstrual cycle phase was recorded.
Subjects had an average age of 29.8 (S.D.± 6.3) years old, smoked a mean of
16.7 (S.D. ± 6.1) cigarettes per day, and had an average Fagerstrom score of 3.9
(S.D. ± 2.0). Analysis of variance (ANOVA) tests were performed to compare
the differences in the 13 sub scales of motives for drug use and total WISDM
-68 scores by menstrual cycle phase at the time they filled out the
questionnaire. No significant differences were found in sub scale or total scores.
However, differences between subjects in the F phase and subjects in the LL
phase approached significance for the following: Craving sub scale (4.5 v. 5.1
respectively, p=0.070), Positive Reinforcement sub scale(4.0 v. 4.6
respectively, p=0.077), Automaticity sub scale (3.7 v. 4.5 respectively,
p=0.086) and total WISDM-68 score (4.1 v. 4.5 respectively, p=0.088).These
data suggests that women in the LL phase may experience more intense urges
to smoke, an enhanced positive feeling from smoking, and may have higher
automatic smoking processes.  More research is need to investigate the
relationship between smoking and the menstrual cycle.   NIDA 5R01DA08075
-10
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A.H. Alvanzo, L. Keyser-Marcus and D.S. Svikis, Virginia Commonwealth
University, Richmond, VA

HISTORY OF PHYSICAL ABUSE AND PROBLEM DRINKING AND DRUG USE IN
PREGNANT WOMEN

Background: A history of abuse has been associated with a number of physical
and mental health consequences including substance use and dependence.  The
primary aim of this study was to examine the relationship between physical
abuse and substance use in pregnant women.  It was hypothesized that women
with a history of physical abuse would report higher rates of alcohol and drug
use.  Methods: Self report data was collected from 308 pregnant women
presenting to an urban hospital-based OB/GYN clinic on their first prenatal
visit.  Women completed a battery of questionnaires that included the Abuse
Assessment Screen, the Drug CAGE, the PAL substance use questionnaire and
several measures of alcohol use, including the TWEAK.  All women provided
informed consent as part of a larger research study.  Demographically, women
were in their mid 20’s (mean age 25.6, SD 5.70), single (67.4%), and
predominantly Black (69.0%).  Women were classified as Abuse + (N = 77)
and Abuse - (N = 231), and the groups were compared using chi square
analyses for categorical variables and student’s t- test for continuous variables.
Results: Using a cut point of ≥ 3 on the TWEAK, Abuse + women were more
than twice as likely to report harmful drinking (42.1% vs. 19.4%, p = 0.001)
than Abuse - women. There was a similar trend when using the lower cut point
(≥ 2), but the difference was no longer statistically significant (59.6% vs.
44.4%, p =0.056).   Abuse + women were more likely to have tried marijuana
(75.7% vs. 41.8%), speed (9.9% vs. 2.7%), cocaine (31.9% vs. 6.8%), and
opiates (18.1% vs. 4.1%) than Abuse – women (0.001 < p < 0.012).
Additionally, women with a history of physical abuse were more likely to have
a + Drug CAGE score (≥ 2) than nonabused women (35.6 vs. 11.3%, p <
0.001). Implications: A history of physical abuse is associated with problem
drinking and drug use.  Study findings support the importance of screening for
a history of abuse as a risk factor for prenatal alcohol and drug use.

This research was supported by NIDA DA 11476 and NIAAA AA 11802
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G.F. Alvarado and J.C. Anthony, Universidad Peruana Cayetano Heredia,
Lima, Peru and Michigan State University, East Lansing, MI

MORE EPIDEMIOLOGICAL EVIDENCE ON COCAINE USE AND OCCURRENCE
OF PANIC IN YOUNG ADULTS

BACKGROUND: We continue to look for epidemiological evidence for or
against the idea that panic attack is a hazard of cocaine exposure in young
adulthood. AIM: To estimate a suspected causal association between cocaine
use and risk of newly incident panic attack in young adults. METHODS: This
research is based on a community probability  sample drawn for the U.S.
National Epidemiologic Survey on Alcohol and Related Conditions
(NESARC), 2001-2, with a focus on 8,214 18-29 year old young adults. Data
are from standardized interview assessments of the age at first panic attack, first
cocaine use, and other suspected influences . Discrete-time survival analysis
(DTSA) methods were used to estimate the strength of association linking prior
cocaine use with subsequent risk of panic attack. RESULTS: Before
introducing covariates, cocaine use signals a 9-fold excess risk of first panic
attack, relative to the risk of panic attack among never-users of cocaine,
matched for elapsed time since birth. There is an estimated 3.7-fold excess risk
of panic attack in association with cocaine use, even with statistical adjustment
for multiple important covariates (i.e., cannabis use, alcohol problems, tobacco
smoking, and history of depression), as well as male-female differences in risk
of panic attack. DISCUSSION: The main finding of this study strengthens and
confirms prior evidence on the suspected causal association linking cocaine use
with subsequent panic experiences, with relative risk estimates slightly stronger
than have been observed in prior research. Supported by grant awards from
NIH NIDA and FIC: D43TW05819 & K05DA015799.
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C. Alvarez-Gonzalez, O. Campollo, H. Sanchez and J. Toro-Guerrero,
University of Guadalajara and Antiguo Hospital Civil de Guadalajara, México

PREVALENCE AND PATTERN OF DRUG USE IN HIGH SCHOOL STUDENTS IN
JALISCO STATE, MEXICO

The National addiction survey (ENA) in México has reported an overall
prevalence of drug use of 5.5 %  for the population bewteen 15-65 years old
and  11.5 % and 2.8 % for young (18 - 34 years) men and women respectively.
Previous studies in the state of Jalisco reported a prevalence rate between 7.5 %
and 15 %. The aim of this study was to investigate the prevalence and pattern of
drug use among high school students in the state. We conducted a survey  with
a random, multistage,  stratified and by conglomerates, sample using the Drug
use screening inventory  (DUSI-R). The results were subsequently re-codified
in the sections of type of substance used in order to identify the specific
patterns of  drug use for each substance. The sample was obtained by randomly
selecting 25 public High schools representative of 10 geopolitical regions of the
state of Jalisco; students were randomly selected and were representative the
three High school grades. RESULTS.- A total of 2842 students (51.8 % female
and 48.2 % male) participated voluntarily. The majority (81.3%) were in the 16
-20 years age group, and 16.2 % were under 15 years. Most of them were from
middle-low economic status and 31 % had a part-time job. The overall drug use
prevalence (previous year) was 11.6 % of which marihuana accounted for 4.5
%, cocaine 4.3% and amphetamines 1.6 %. Alcohol was used by 67 % of the
students while tobacco was used by 20 %.  Most of the students involved in
drug use first started using susbtances between  age 12 and 18 ;  69 % of the
students started the use of substances using alcohol, 28 % tobacco, 1 %
marihuana and 1.2 % tranquilizers. CONCLUSIONS.- Our results show a
higher prevalence of drug use among  high school students than that reported by
the ENA but similar to that reported for México city. These results and
differences should be considered for public policy and prevention programs
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L. Amass, J.B. Kamien, T.S. Samiy, C. Reiber, C.E. Noe, S.A. Gelacio, A. J.
Cohen and U. Barkai, Friends Research Institute, Inc., Los Angeles, CA and
Aegis Medical Systems, Agoura Hills, CA

CONTINGENT FEE REBATES: A PRACTICAL, AFFORDABLE, REVENUE-
GENERATING AND EFFECTIVE WAY TO REDUCE DRUG USE DURING
OUTPATIENT TREATMENT OF OPIOID DEPENDENCE

Making contingency management (CM) incentives affordable is critical for
transferring CM to community-based organizations and may result from using
revenue generated by client fees as cash incentives (i.e., fee rebates). Two
randomized, 3-arm, parallel groups controlled trials of contingent fee rebates
for reducing polysubstance use in 108 adult, cash-paying opioid-dependent
outpatients receiving methadone maintenance therapy were conducted at two
licensed opioid treatment programs. Fee rebates contingent on weekly random
urine samples negative for illicit drugs were provided for 12 weeks. Rebates
were based on a fixed percentage of individual fees and available only  when
fee payments were current. Control groups received no rebates. Fixed ratio 1
(FR1) groups in each study received rebates of 15% of their weekly fees for
each negative urine sample and up to 3 bonuses of 40% for 4 consecutive
negative samples. One study’s third group received rebates of 67% of their
weekly fee according to a variable ratio 2 (VR2) schedule after submitting 1-4
negative samples. The other study’s third group received the same rebate
amounts as the FR1 groups, but according to a gradual schedule requiring urine
samples negative for opioids during weeks 1-3, for opioids and stimulants
during weeks 4-6 and for all illicit drugs during weeks 7-12. Data were
analyzed for 93 participants for whom the 12 week active phase has elapsed.
Participants averaged 40 years old, were mostly male and used heroin IV for
about 13 years. Contingent fee rebates reduced drug use by 38-79% and drop
out by 3-fold relative to controls (p<.05). Simple FR1 schedules produced
similar drug abstinence to the more complicated VR2 and gradual schedules.
Actual rebates delivered averaged $3.20-$8.50/week/participant. Net clinic
revenue averaged 47-104% higher for the groups receiving rebates than for the
control groups (p<.05). Contingent fee rebates markedly reduced drug use and
drop out by IV heroin users while increasing clinic revenue. Using a simple
FR1 schedule and client fees as the source of incentives may improve treatment
outcomes and ease CM’s transfer to community-based organizations. Supported
by NIDA grant RO1 DA13638.
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M.R. Amin, C.P. France and L.R. McMahon, University of Texas Health
Science Center, San Antonio, TX

BEHAVIORAL AND PHYSIOLOGIC INTERACTIONS BETWEEN Δ9-
TETRAHYDROCANNABINOL AND DOPAMINE D2-LIKE RECEPTOR LIGANDS
IN RHESUS MONKEYS

Modification of dopamine neurotransmission by the cannabinoid agonist Δ9-
tetrahydrocannabinol (Δ9-THC) might be important not only for the abuse of
cannabis, but also could indicate a therapeutic potential of cannabinoids for
disorders of dopamine neurotransmission (e.g. Parkinson’s).  This study
examined the interaction between Δ9-THC and dopamine D2-like receptor
ligands on schedule-controlled responding and colonic temperature.
Temperature was recorded while rhesus monkeys       (n=4) responded under a
multiple fixed ratio (FR10:FR10) schedule of food presentation and stimulus-
shock termination.  D2-like receptor agonists (quinpirole and 7-OH DPAT), a
D2-like receptor antagonist (haloperidol), and a non-dopaminergic control (the
benzodiazepine midazolam) were administered alone and in combination with
Δ9-THC.  All drugs dose-dependently decreased responding under both
schedule components and, with the exception of haloperidol up to 0.032 mg/kg,
all drugs significantly decreased temperature (p<0.05).  Isobolographic analyses
revealed a greater than additive interaction between Δ9-THC (0.1 and 0.32
mg/kg) and 7-OH DPAT (0.01-0.32 mg/kg) and  Δ9-THC and quinpirole (0.01
-0.32 mg/kg) to decrease responding, whereas Δ9-THC acted additively with
haloperidol (0.001-0.1 mg/kg) and midazolam (0.01-0.32 mg/kg).  The
combined hypothermic effects of Δ9-THC with either quinpirole or midazolam
were additive, whereas Δ9-THC-induced hypothermia was antagonized by 7-
OH DPAT.  These results demonstrate that Δ9-THC interacts with D2-like
receptor ligands and that the nature of the interaction is qualitatively different
across behavioral and physiologic measures.  Greater than additive effects of
cannabinoid and dopamine agonists on schedule-controlled responding are
consistent with a role for dopamine in the behavioral effects of cannabinoids
and also with a role for cannabinoids in the treatment of disorders of dopamine
neurotransmission.  Supported by USPHS DA15468 and DA19222.
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M. Amodeo, M.L. Griffin, I. Fassler, C. Clay and M.A. Ellis, Boston University
School of Social Work, Boston, MA

COPING WITH STRESSFUL EVENTS: INFLUENCE OF PARENTAL
ALCOHOLISM AND RACE IN A COMMUNITY SAMPLE OF  WOMEN

Background: This study of a community sample of 290 white women and black
women compared those with and without alcoholic parents to determine
whether (a) coping methods varied by parental alcoholism status and race, and
(b) coping was affected by childhood stresses and resources and adult
resources. Methods: 1,124 screening interviews were conducted to derive a
sample of 46% black women and 54% white women, 43% (126) of whom had
alcoholic parents. The sample represented a range of ages, years of education,
household income, and childhood socioeconomic status. Subjects blind to the
study purpose completed standardized self-administered questionnaires and a
face-to-face interview. Siblings served as collateral informants by completing
questionnaires on parental drinking and other childhood stresses. Results:
Women with negative childhood family environments including alcoholic
parents and a lack of adolescent social support more often reported avoidant
coping. Black women also more often reported avoidant coping although they
used one approach coping method, prayer, more often than did white women.
However, all childhood stresses and resources combined were only moderately
successful in predicting adult coping responses. Strong self-esteem, considered
a coping resource, was associated with a higher score on active cognitive
coping, a lower score on avoidant coping, higher scores on logical analysis and
problem solving, and lower scores on emotional discharge. Conclusion: Future
research should examine whether women who use avoidant coping to address
life stresses are actually less functional than women who use approach coping
or whether avoidant coping is adaptive under some circumstances.
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P.C. Amrhein, E. Aharonovich, A. Brooks and E.V. Nunes, Montclair State
University, Montclair, NJ, New York State Psychiatric Institute, and Columbia
University, New York, NY

THE RELATIONSHIP OF NEUROCOGNITIVE DEFICITS IN DRUG-ADDICTED
CLIENTS TO CHANGE TALK DURING BEHAVIORAL THERAPY AND
SUBSEQUENT BEHAVIORAL OUTCOMES

Recent evidence (Amrhein, Miller, Yahne, Palmer, & Fulcher, 2003) suggests
that change talk indicating client commitment emergent during behavioral
therapy is prognostic of later drug abuse. However, client marshaling of
necessary cognitive skills for the generation of change talk may be constrained
by demonstrable deficits in client neurocognitive function. A
neuropsychological test battery and a novel, brief, meta-cognitive self-report
questionnaire were administered to assess the functional cognitive status of
three chronic cocaine abusers: L.M., B.D. and E.K.  The behavioral
intervention, administered over 14 sessions by the same therapist (A.B.),
consisted of an integrated motivational interview/contingency management
protocol.  Data (1st session) for language analysis consisted of frequency and
strength of client utterances concerning client commitment and underlying
factors motivating change: desire, ability (self-efficacy), need, readiness, and
reasons.  Utterances were coded following Amrhein et al. (2003).  To
standardize length of audio taped sessions across cases, utterance codes were
partitioned into session decile epochs.  In terms of drug use outcomes, E.K.
exhibited fewer positive UAs over the study period than L.M. or B.D..  Relative
to L.M. and B.D. (averaged), E.K. scored more poorly on neuropsychological
tests (e.g., DSST: 10.0 vs. 5.0, Digit Span: 11.5 vs. 8 (forward); 10 vs. 6
(reverse), Trail Making B: 42s vs. 75s) indicating deficits in attention, memory
and reasoning.  However, on self-report, E.K. indicated no difficulty
comprehending session events though L.M. and B.D. indicated mild to
moderate difficulty on 50% of the questionnaire items.  Language analyses
revealed client differences across session deciles in commitment strength to
cease cocaine use: Commitment strength increased more for E.K. (r=.57) than
for L.M. and B.D. (average r=.29).  Results indicate that certain cognitive
deficits may be circumvented through behavioral interventions that increase
client motivation to change illicit drug use.
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K.G. Anderson and W.L. Woolverton, University of Mississippi Medical
Center, Jackson, MS and West Virginia University, Morgantown, WV

DELAY AS A DETERMINANT OF CHOICE BETWEEN A HIGH DOSE AND A
LOW DOSE OF COCAINE BY MONKEYS

For non-drug reinforcers, it is well known that the introduction of a delay
between a behavior and reinforcer delivery can weaken behavior.  A similar
effect has not been well established for drugs as reinforcers.  The purpose of the
present study was to explore effects of delay between response and reinforcer
presentation on the choice between two different doses of a drug.  Six rhesus
monkeys were allowed to choose 32 times per day between two different doses
of cocaine.  Doses were between 0.025 and 0.2 mg/kg/injection, delivered i.v.,
and the choice was always between doses separated by 1/3 log unit (e.g., 0.05
vs. 0.1 mg/kg/injection).  When there was no delay between response and
injection of either the high or the low dose, the high dose was generally chosen
on more than 90% of the trials.  When the delay to the high dose was increased
(30 – 360 seconds between response and injection), high dose preference
decreased systematically and the immediate, low dose was selected more often.
Low-dose choice could be attenuated by then increasing the delay to the low
dose (n=3).  The results suggest that, as is the case with other positive
reinforcers, cocaine preference can be systematically manipulated by increasing
the delay between the self-administration response and the delivery of the
injection.  [Supported by DA 08731 and DA 15343 to W.L.W.]
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C.M. Anderson, T. Spencer, P.F. Renshaw, M.J. Kaufman and B.K. Madras,
McLean Hospital, Belmont, Massachusetts General Hospital, Boston, Harvard
Medical School, New England Regional Primate Research Center,
Southborough, MA

[11C]ALTROPANE, A HIGHLY SELECTIVE LIGAND FOR THE DOPAMINE
TRANSPORTER, ACCUMULATES IN THE HUMAN POSTERIOR-INFERIOR
CEREBELLAR VERMIS IN VIVO

Dopamine transporter immunoreactivity (DAT-IR) has been identified in
nonhuman primate cerebellar midline (anterior- & posterior-inferior vermis,
AV & PIV, respectively), implying the presence of a functional DAT in vermis.
We used positron emission tomography (PET) to determine whether [11C]
Altropane, a selective imaging agent for the DAT in vivo, accumulated at a
different rate in AV and PIV, compared with other cerebellar regions or frontal
cortex. Scans were acquired from 7 healthy adults (2 women). A blood flow
map created from the first 5 minutes of the scan was used to define regions of
interest (ROIs). [11C]Altropane accumulation was determined in AV, PIV, and
in posterior-superior vermis (PSV), a region devoid of DAT-IR and used as a
reference ROI. ROIs also were drawn bilaterally in cerebellar hemispheric gray
matter and frontal lobes, to determine ligand activity levels in areas known to
express low DAT levels.  Relative ligand activity levels were defined as
quotients of summed activity within each ROI over summed activity in the
PSV, during the first 6 minutes of each scan. ROI ratio data indicated that
activity levels differed among regions (ANOVA, P<0.001). [11C]Altropane
accumulation in PIV was higher than all other regions tested (P<0.005, post-hoc
testing with Bonferroni correction for multiple comparisons). We conclude that
peak levels of the DAT-selective [11C]Altropane were significantly higher in
PIV than in other cerebellar areas or in frontal cortex in the first few minutes
after ligand infusion.  Although it is possible that excess [11C]Altropane
accumulation represented increased blood flow to or labeling of other sites in
PIV, a parsimonious conclusion is that the DAT may be present in the DAT-IR-
enriched PIV and that this region might be a site of action of cocaine,
methylphenidate, and other drugs that interact with the dopamine transporter.

Supported by grants DA017324, DA014674, DA009448, DA15305, DA11558,
and RR00168.
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S.M. Anderson and R.C. Pierce, Boston University School of Medicine, Boston,
MA

SYSTEMIC ADMINISTRATION OF THE L-TYPE CALCIUM CHANNEL
ANTAGONIST DILTIAZEM ATTENUATES COCAINE PRIMING-INDUCED
REINSTATEMENT

Calcium transmission via voltgate-gated L-type calcium channels has been
implicated in mediating various psychostimulant-regulated behaviors.
However, a role for L-type calcium channels in cocaine- primed reinstatement
of drug-seeking behavior has not previously been investigated. In the present
experiments, rats were trained to lever press for cocaine using a fixed ratio 5
(FR 5) schedule of reinforcement. After 21 days of cocaine self-administration,
the animals underwent an extinction phase during which saline was substituted
for cocaine. Following the extinction period, a range of doses (0, 0.5, 15.0, 30.0
mg/kg, i.p.) of the L-type calcium channels blocker diltiazem was administered
prior to a subsequent priming injection of cocaine (10.0 mg/kg, i.p.), and
reinstatement of drug-seeking behavior was assessed. Administration of
diltiazem dose-dependently attenuated cocaine prime-induced reinstatement of
drug-seeking, suggesting that L-type calcium channels modulate responding
renewed by a priming injection of cocaine. Furthermore, microinjection of
diltiazem (1nmol/0.5µl) into the core of the nucleus accumbens fails to
influence cocaine-seeking behavior, while diltiazem (1 or 10 nmol/0.5µl)
administered directly into the shell subregion dose-dependently inhibits cocaine
prime-induced reinstatement. We hypothesize that L-type calcium channels are
an important downstream target of dopamine receptor signaling in the nucleus
accumbens shell, and thus critically regulate reinstatement behavior.
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S.M. Apelt and H.U. Wittchen, Technical University of Dresden, Dresden,
Germany

CORRELATES OF HIGH-RISK BEHAVIOR AMONG METHADONE AND
BUPRENORPHINE PATIENTS WITH HIV (COBRA)

Background: High-risk sexual behavior and needle sharing are the core factors
in transmitting HIV among intravenous drug users. Aim: HIV-relevant high-
risk behaviors among heroine addicted patients in routine care, substituted by
methadone or buprenorphine. Method: Baseline data from COBRA*, a
naturalistic study of original 2,694 substitution patients were used. Diagnostic
variables, behavioral and other risk factors and predictors were assessed with a
standardized, clinical appraisal by the treating physician as well as self-report
measures as part of a standardized patient questionnaire. Patients were grouped
into HIV-positive versus -negative patients and were stratified by age, gender
and previous drug use history variables. Results: Although HIV-positive
patients use significantly more condoms, almost 40 percent of the HIV-positive
patients indicated that they have never or only occasionally used condoms
during the past 6 months. HIV-positive patients also reported higher use of
other illegal drugs during the last 30 days and had in general a considerable less
favorable behavior or profile as compared to the HIV-negative patients (lower
motivation to become drug-free, less motivation to change considerably illegal
drug use in general, etc.). Conclusion: The study highlights, that HIV-positive
substitution patients reveal an unexpectedly high degree of high-risk behavior
coupled with a lack of awareness and motivation for change. These findings
might signal that substitution doctors do need explicit risk reduction elements in
their therapeutic programs.
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C.L. Arfken, S.P. Kubiak, A. Koch and J. Roddy, Wayne State University,
Detroit, MI

WHO PROVIDES SPECIALIZED PROGRAMS FOR CRIMINAL JUSTICE
POPULATIONS?

As policymakers are challenged by expanding criminal justice (CJ) and driving
under the influence (DUI) populations, they may chose to expand treatment
capacity. Theory would suggest that in a free market the organizational factors
of for-profit ownership, larger size and locations with lower costs (nonurban)
would predict the addition of these specialized programs, especially for DUI
programs which predominately rely upon self-pay. The reality of separate
funding streams, in contrast, would suggest CJ programs would be positively
associated with earmarked funds (i.e. public funds) and conversely DUI
programs would be negatively associated. To test these hypotheses, we used the
2003 SAMHSA listing of all substance abuse treatment facilities certified by
the single-state agencies. After excluding facilities reporting DUI only services,
no substance abuse treatment, hospital only or multimodality (where it would
be impossible to know location of services), there were 8,528 facilities.
Nationwide 51.1% of those facilities provide at least one of the two specialized
programs: 19.7% offer DUI, 16.7% offer CJ, and 14.8% offer DUI & CJ
programs. For-profit ownership was positively associated with DUI programs,
alone or with CJ programs, as predicted. Although for-profit ownership was
negatively associated with CJ only programs in bivariate analysis, there was no
independent association in multivariate analysis controlling for receiving
earmarked funds. Receipt of earmarked funds was positively associated with CJ
only programs and negatively associated with DUI programs. Total admission
as a proxy for size was positively associated with DUI programs. In addition,
DUI programs (only or with CJ programs) were positively associated with
location in a nonurban county. CJ only programs, however, were negatively
associated with nonurban location. These findings confirm that facilities are
adding DUI programs under free market assumptions and adding CJ programs
under regulated market constraints. As policy changes merge these populations,
it may impact facilities offering these programs. Efforts to expand treatment
capacity must consider these assumptions and future impacts.
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J.M. Astone-Twerell, S.M. Strauss, C. Munoz-Plaza, H. Hagan and D.C.
DesJarlais, National Development and Research Institutes, Inc., New York, and
Beth Israel Medical Center, New York, NY

COMPARING HIV AND HCV-RELATED STIGMA AMONG CLIENTS IN DRUG
TREATMENT PROGRAMS

Drug treatment programs have given significant attention to the HIV/AIDS
epidemic because drug users are at high risk for contracting and transmitting
this virus. Similar to HIV, people with an injection drug use history are at risk
for acquiring hepatitis C (HCV), which has reached epidemic proportions in the
US. In fact, nearly two thirds of new cases of HCV are among drug injectors.
Like HIV, HCV is a highly stigmatized disease, and this stigma has the
potential to limit the use of available prevention and testing services in drug
treatment programs. Using qualitative data collected in 11 drug treatment
programs throughout the US, we examined staff and clients’ perceptions of
HIV and HCV-related stigma. Interviews and focus groups were transcribed
and later analyzed for emerging themes. The vast majority of clients and staff
agreed that HIV carries more stigma than HCV among clients. Many clients
believe that getting HIV is a death sentence. Clients revealed that the stigma
associated with HCV often results from ignorance of the routes of transmission
and available treatment for the virus. Many clients believed that there is much
less awareness about HCV. The perception that HIV is a more deadly disease
functions to minimize concern about HCV among staff and clients, making it
seem less urgent to use HCV services. Clients need to become educated about
HCV in order to decrease HCV-related stigma and increase use of available
HCV services in drug treatment programs. Funded by Grant # R01DA13409.
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P. Athanasos, C.S. Smith, W. Ling, F. Bochner, A.A. Somogyi and J.M. White,
University of Adelaide, Royal Adelaide Hospital, Australia and University of
California, Los Angeles, CA

HIGH-DOSE MORPHINE PLUS S(+) KETAMINE OR TRAMADOL ELICITS
ANTINOCICEPTIONIN IN BUPRENORPHINE-MAINTAINED PATIENTS

Providing effective analgesia for patients maintained on methadone and
buprenorphine is difficult because of their hyperalgesia and marked tolerance to
opioids such as morphine. Previously we have found that methadone
maintained patients did not show a significant antinociceptive response to S(+)
ketamine or tramadol alone or in combination with high dose morphine. Using
a double blind, placebo controlled design, we examined the antinociceptive
responses in buprenorphine maintained patients (n=6) and controls (n=6) to S
(+) ketamine (14.5 mg) or tramadol (229 mg), each given IV over a 3 hour
period, with morphine (buprenorphine maintained patients 55 mg, controls 12
mg) given over the last hour of the ketamine/tramadol infusion. Testing
commenced approximately 20 hours after the last buprenorphine dose for
patients and the next dose was given one hour after cessation of infusions. Cold
pressor and electrical stimulation tests were used to measure pain tolerance.
Buprenorphine maintained patients were hyperalgesic in the cold pressor test (S
(+) ketamine day baseline: controls 39±7 vs. buprenorphine maintained patients
16±1 seconds. Tramadol day baseline: controls 31±7 vs. buprenorphine
maintained patients 14±2 seconds). The combination of high dose morphine
plus S(+) ketamine produced a significant (P<0.01) increase in cold pressor
tolerance of 23%, while high dose morphine plus tramadol produced a
significant (P<0.05) increase of 41%. S(+) ketamine or tramadol alone were
ineffective in buprenorphine maintained participants. There was little effect on
respiration with either drug combination. High dose morphine in combination
with tramadol or S(+) ketamine, ineffective in methadone maintained patients,
produced antinociception in  buprenorphine maintained patients.
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A.L. Atkins and J.K. Belknap, Boston University, Boston, MA and Oregon
Health Sciences University, Portland, OR

DEGREE OF METHAMPHETAMINE (MA)-INDUCED STEREOTYPY DOES NOT
PREDICT MA REWARD

Following a high dose of methamphetamine (MA), both humans and rodents
exhibit stereotypic behaviors, which are purposeless, repetitive, and occur at the
exclusion of other behaviors. Based on studies showing inverse relationships
between cocaine-induced stereotypy and cocaine preference (Morse et al.,
1993) and between amphetamine-induced stereotypy and ethanol preference
(D’Aquila et al., 2002), we hypothesized that mice with high MA-induced
stereotypy would experience this drug as aversive and show low preference,
and mice with low MA-induced stereotypy would experience MA as rewarding
and show high preference. Mice heterozygous for a congenic segment from 15
-71 cM on chromosome 9 and their B6 litter mates were tested on MA
preference drinking. All mice had previously been tested on MA-induced
stereotypy. Mice were given 3 days each of 5, 10, and 20 mg/L MA vs. water.
MA preference was calculated as percent of total liquid consumed from the MA
bottle averaged over the second and third days of each concentration. Amount
of MA consumed per day was calculated based on body weight, concentration,
and average volume consumed on the second and third days of that
concentration. Data were analyzed by one-way ANOVAs for preference for
MA and for amount of MA consumed per day as a function of genotype. Data
were also analyzed by Pearson correlation between number of chewing
episodes and preference score and between number of chewing episodes and
amount of MA consumed per day. Congenic mice did not differ significantly
from B6 mice, and number of chewing episodes was not significantly correlated
with either measure. This indicates that MA reward measured as preference
drinking has no relationship to MA-induced stereotypy, which suggests that
these behaviors occur by different mechanisms. We hypothesize that stereotypy
is more closely related to MA-induced neurotoxicity than to MA reward. It is
also possible that preference drinking is not the appropriate measure of MA
reward.  Other measures such as conditioned place preference or i.v. self-
administration may yield different results.
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M. Auriacombe, R. Poutet, E. Lavie, C. Denis, M. Fatséas and J. Daulouède,
Université Victor Segalen Bordeaux, and BIZIA,  Bayonne, France

CHANGE IN I.V. SHARING BEHAVIOR AND CONDOM USE AMONG
ADMISSIONS TO OPIATE DEPENDENCE TREATMENT OVER A 10-YEAR
PERIOD (1994-2003)

Sharing of needles and paraphernalia and unprotected sexual contacts are the
most important contributors for HIV and HCV contamination among
intravenous drug users (IVDU). To address this issue many countries have
introduced programs facilitating access to clean needles, condoms and oral
opiate agonist treatments. Such programs were introduced in France in the late
mid-90’s. The objective of this study was to describe needle and paraphernalia
sharing practice and unprotected sex among individuals requesting access to
treatment for opiate dependence over a 10-year period (1994-2003). Methods:
Participants were recruited from Opiate Addiction Treatment Centers and
Networks of Office Based Practice General Practitioners in the north and south
of the Aquitaine region, France, and had to meet DSM-IV criteria for Opiate
Dependence. The Risk Assessment Behavior (RAB), a self-administered
questionnaire that assesses both needle-sharing and unprotected sexual activity
in the past 6 months was administered to all participants. Results: 626
individuals were included, mean age was 31.2 (SD 5.9), 78% were males,
70.6% used the IV route and 91% had sexual contacts at least once over the
past 6 months. 28.9% of IVDU reported sharing and 34.6% of those who had
sexual contacts reported never using condoms over the past 6 months. There
was a reduction over time for use of the IV route (77% to 51%), and for needle
sharing (75% to 10%) and for number of needle sharing partners (1.7 to 1).
However, number of paraphernalia sharing partners was stable. Use of the
condom remained stable over time. Conclusion: from 1994 to 2003, IV related
needle-sharing practices have declined, however, unprotected sex was stable
within this study.
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S.E. Back, K.T. Brady, J.L. Jackson, S. Salstrom and H. Zinzow, Medical
University of South Carolina, Charleston, SC and University of Georgia,
Athens, GA

COCAINE AND STRESS REACTIVITY: SUBJECTIVE AND PHYSIOLOGICAL
GENDER DIFFERENCES

Recent investigations suggest that stress reactivity may play an important role
in the relationship between stress and substance use. Important gender
differences, such as reasons for using substances, have been well documented,
and it is likely that men and   women also differ in their stress response. In this
study, gender differences in stress reactivity to two laboratory stress
manipulations were examined among 18 men and 21  women with current
cocaine dependence. Participants completed a psychological stress task, the
Mental Arithmetic Task (MAT), and a physical stress task, the Cold Pressor
Task (CPT). Subjective stress responses (i.e., feelings of stress, anxiety,
nervousness, pain, mood), physiological stress responses (i.e., heart rate, skin
conductance), and          cocaine craving were assessed. In response to both the
MAT and the CPT, significant increases in subjective and physiological stress
were observed among participants. Women, however, demonstrated greater
subjective reactivity, as evidenced by significantly higher ratings of stress,
nervousness, and pain as compared to men. Women also immersed their hand
in the cold water bath for a significantly shorter period of time as compared to
men. The current findings are among the first to report on gender differences in
stress reactivity among cocaine dependent individuals. The findings suggest
that the mechanisms linking stress and substance use may be gender-specific,
and that stress reactivity may play a different role for women than for men.
Future research and implications for clinical interventions are discussed.
Acknowledgment: This work was supported by Grant DA006077 awarded to
Sudie Back.
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S.J. Bae, I.K. Lyoo, J.S. Oh, S.J. Kim, Y.H. Sung, J. Hwang, J. Kim, A. Chung,
I.C. Song and P.F. Renshaw, Seoul National University College of Medicine
and Hospital, Seoul, Korea and McLean Hospital Brain Imaging Center,
Belmont, MA

MEDIAL MODEL-BASED AND BOUNDARY MODEL-BASED SHAPE ANALYSIS
OF THE CORPUS CALLOSUM IN ABSTINENT METHAMPHETAMINE USERS

Objective: The objective of the current study was to evaluate structural changes
of the corpus callosum (CC) in abstinence methamphetamine (MA) users.
Methods: Shape and size of the CC in 31 MA users were compared to those of
22 healthy comparison subjects. To define the local curvature and width of the
CC, medial model-based shape analysis was performed using CC skeletons
extracted from a distance map. To define the local displacement of the CC,
boundary model-based shape analysis was performed. In addition, the size of
regional areas of the CC was measured, as defined by the Witelson’s definition
of the CC. Results: In the medial model-based shape analysis, increased
curvature in the genu (mean curvature angle =1.5 AU, p<.05) and decreased
width in posterior midbody (mean width=1.5+0.21mm, p<.05) and isthmus area
(mean width=1.4+0.23 mm, p<.05) of the CC were observed in MA users. In
the boundary model-based shape analysis, significant displacements were
observed in MA users at the areas with differences in shape/width patterns in
the medial model-based shape analysis. There were no differences in the size of
regional areas of the CC between groups. Conclusion: Findings suggest that
MA use is associated with changes in interhemispheric white matter tracts,
which are connected to frontal and parietal cortices. In addition, the current
study suggest that shape analysis can potentially provide more sensitive way to
detect structural changes of the CC between groups, compared to conventional
regional area analysis.
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S.C. Bae, I.K. Lyoo, Y.H. Sung, S.J. Bae, A. Chung, J. Hwang, M.Y. Sim,  J.
Kim and P.F. Renshaw, Seoul National University College of Medicine and
Hospital, Seoul, Korea and McLean Hospital Brain Imaging Center, Belmont,
MA

GENDER DIFFERENCE IN THE PREVALENCE AND THE SEVERITY OF WHITE
MATTER HYPERINTENSITIES IN METHAMPHETAMINE USERS

Background: Despite the absence of prior report, increased white matter
hyperintensities (WMH) may exist in methamphetamine (MA) users, as MA
has been reported to be related to cerebral perfusion defects and other
neurotoxicity. Gender difference in neurotoxic and vascular effects of MA has
also been reported. Authors hypothesized that MA users would have increased
prevalence and severity of WMH and that this finding would be more
prominent in male MA users than female MA users. Method: Thirty-three MA
user and 32 age- and sex- matched healthy comparison subjects were scanned
with using a 3.0 Tesla GE whole body imaging system. Axial T-2 weighted
images were obtained as well as Fluid Attenuated Inversion Recovery (FLAIR)
axial. The severity of WMH was assessed separately for deep (and insular) and
periventricular WMH, using a composite version of the Fazekas’ and Coffey’s
rating scales. Ordinal logistic regression models were used to assess the odds
ratio for WMH by diagnosis, age and sex. Result: The MA group had greater
severity of WMH than the healthy comparison group (odds ratio: 7.06, 8.46,
and 4.56, for all, deep, and periventricular WMH, respectively, P’s<0.05). The
frontal brain region was the predominant location (85.7%) of WMH in MA
users. Male MA users (n=22) had significantly greater severity of WMH (odds
ratio=18.86, P<0.001) than male comparison subjects (n=21). In contrast, there
was no significant difference in WMH severity (odds ratio=1.18, P=0.883)
between female MA users (n=11) and female comparison subjects (n=11).
Conclusion: We report an increased prevalence and severity of WMH in male,
but not female, MA users. Our finding suggests that male MA users frequently
have cerebral microvascular changes. This gender difference may potentially be
due to estrogen, which has a protective effect against neurotoxic effect of MA
and cerebral vascular changes.
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J.S. Baer, P.L. Peterson, E.A. Wells, S.B. Garrett, D.M. Rhule and S.W. Bowen,
University of Washington, Seattle, WA

BRIEF INTERVENTION FOR DRUG USE WITH HOMELESS ADOLESCENTS: A
PRELIMINARY REPORT

Preliminary outcomes for a brief feedback and motivational intervention for
substance use among homeless adolescents are presented.  Homeless
adolescents use substances at extremely high rates compared to other youth,
and experience considerable negative consequences as a result. Yet homeless
adolescents are not reached by, or are not responsive to, traditional prevention
and treatment programs for substance use and abuse.  The intervention is
conducted within an agency offering drop in services, and is modified from
typical brief feedback-based interventions based on homeless youths’ life
circumstances, availability, and motivation. The content of feedback is tailored
to street life.  Several brief sessions are used, as are vouchers to promote
attendance.  The structure of sessions is flexible and provides clinicians many
options to use motivational interviewing strategies. Preliminary results have
been completed comparing 25 youth randomly assigned to the program to 17
youth in an assessment only control condition (a larger data set will be available
at the time of the conference).  Data analyses to date suggest initial reductions
in days of drug use per month for all participants one-month post baseline.
When assessed three months post baseline, sustained and greater reductions in
days of drug use were observed for youth provided the intervention program
compared to youth in the control group.  Hypothesized increases in help
seeking were not observed.  Results are discussed with respect to the needs and
special circumstances of homeless adolescents.   The effects of the brief
intervention with this high risk population appear, at this early stage of analysis,
to sustain positive lifestyle changes with respect to drug use.
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A. Baewert, N. Ebner, K. Thau and G. Fischer, Medical University of
Vienna, Austria

TREATMENT OF HEPATITIS C/SUBTYPE 2 OR 3 WITH PEGYLATED
INTERFERON IN COMBINATION WITH RIBAVIRIN IN A POPULATION OF
OPIOID-DEPENDENT PATIENTS

Hepatitis C is an increasing, global health problem. 57% of opioid dependent
patients are infected with hepatitis C, and it is estimated that about 20% of this
patient population will develop cirrhosis, 2% liver carcinoma. In the current
study, the Addiction Clinic, Medical University Vienna, started an open labeled
randomized, controlled prospective study to compare the efficacy of pegylated
interferon alfa (PEG-IFN) in combination with two different doses of ribavirin
in opioid dependent patients with chronic hepatitis C (subtype 2 or 3). The
duration of this study is 48 months. In addition to their established opioid
maintenance therapy, patients take antiviral medication for 24 weeks with a
continuous 24 week observation period. All patients have to undergo frequent
supervised urinalysis to verify concomitant consumption of illicit substances.
Until now, within a time period of 18 months, 194 patients have been screened,
and 11 patients met inclusion criteria. The mean age of the study participants is
27,09 years (range 18-39), 81,92% (n=9) are women and the mean duration of
their opioid dependence is 8 years (range 4-13). Five of the study participants
are maintained on buprenorphine (mean maintenance duration: 2,4 years, range
1-4; mean dose: 6,4 mg), 4 on oral slow release morphine (mean maintenance
duration: 1,75 years, range: 1-2; mean dose: 375 mg) and 2 patients are
successfully treated with methadone (mean maintenance duration: 1,5 years,
range 1-2; mean dose: 35 mg). Mostly reported adverse events are decreases in
white blood count, a depressive mood status and fever as well as limb pain.
Until now, 7 patients finished treatment phase, and all of them turned HCV-
RNA negative. Based on our experience, opioid dependent subjects show a high
retention  in undergoing this combined interferon/ribavirin study.
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K.S. Bagot, F.H. Franken, S.J. Heishman and E.T. Moolchan, NIH/NIDA
Intramural Research Program, Baltimore, MD

DEPRESSIVE SYMPTOMATOLOGY AND CRAVING IN ADOLESCENTS
UNDERGOING SMOKING-CESSATION TREATMENT

Adult studies indicate a positive association between negative affect and
cigarette craving among addicted smokers.  We examined the effect of
depressive symptomatology on tobacco craving among nicotine-dependent,
treatment-seeking adolescent smokers.  One hundred and twenty-one
participants (mean age 15.2 ± 1.3, Fagerström Test for Nicotine Dependence
7.0 ± 1.3 and 70% female) were studied over a combined total of 616 visits.
Depressive symptomatology was assessed using the Center for Epidemiologic
Studies Depression Scale (CES-D), and data on tobacco craving were also
obtained using the Questionnaire of Smoking Urges (QSU).  Linear regression
analysis revealed a positive association between CES-D and QSU scores (p
< .001), such that adolescents who exhibited higher depressive symptom scores
experienced greater cigarette craving.  To explore this relationship further, the
analysis was repeated without the QSU item associated with depressive
symptoms, “smoking would make me less depressed;” results remained
unchanged.  Given the relationship between craving and cessation outcome in
some adult studies, investigating the association between depressive
symptomatology and tobacco craving in a larger group of adolescent smokers is
warranted.
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A. Bailey, S.D. Schlussman, A. Ho and M.J. Kreek, The Rockefeller University,
New York, NY

STEADY VS. ESCALATING DOSE CHRONIC "BINGE" COCAINE
ADMINISTRATION: A PREPROENKEPHALIN AND PREPRODYNORPHIN GENE
EXPRESSION STUDY IN THE FRONTAL CORTEX AND HIPPOCAMPUS

A large body of evidence shows that opioid systems play an important role in
cocaine addiction. This study examined the effects of chronic steady dose and
escalating dose "binge" pattern cocaine administration on preprodynorphin
(ppdyn) and preproenkephalin (ppenk) mRNA levels in the hippocampus and
frontal cortex of rats. Male Fischer rats were injected with saline or cocaine
three times daily at 1 h intervals for 14 days.  The dose of cocaine in the "steady
dose" group was 15x3 mg/kg/day and remained constant for the duration of the
study.  The dose of cocaine in the "escalating dose" group was 15x3 mg/kg/day
for 4 days, 20x3 mg/kg/day for 4 days, 25x3 mg/kg/day for 4 days and 30x3
mg/kg/day for 2 days. Levels of ppdyn and ppenk mRNA were determined by
solution hybridization. There was no change in the levels of ppdyn and ppenk
mRNA in either the hippocampus or the frontal cortex of neither "steady dose"
or "escalating" dose groups compared to saline controls. These data suggest that
neither ppdyn or ppenk mRNA levels in the hippocampus and the frontal cortex
are affected by either "steady dose" or "escalating dose" cocaine administration.
Acknowledgements: NIH/NIDA DA-P60-05130, DA-00049 and "Smart"
foundation
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U.O. Bailey, R.J. Harrison, A.L. English, R. Cox, D. Farr and B. Vayhinger,
Howard University, Washington, DC, Prince George’s Hospital Center, Healthy
Babies and Center for Addiction and Pregnancy, Cheverly, MD

COMPARING PREGNANCY OUTCOMES AND COST EFFICACIES OF AN
AGGRESSIVE OUTREACH AND REFERRAL PROGRAMS FOR SUBSTANCE-
ABUSING WOMEN

Substance abuse during pregnancy can contribute to serious complications and
health risks for both mothers and infants before and after delivery.   This study
compares the clinical outcomes and cost efficacies of two alternative prenatal
and postnatal comprehensive drug abuse treatment and intervention programs in
the Washington, DC metropolitan area for mothers who delivered between
January, 1996 and December, 2000.  Once center (n=465) engages in
aggressive outreach to high-risk pregnant women.  The second serves women
referred by hospitals, clinics, social workers and physicians for treatment and
intervention.  The results show (all p < .05) that despite serving younger (34%
under 20, vs. 8%) and less educated (51% <HS vs. 28%) women, those in the
aggressive outreach program were more likely to have their first prenatal visit
in the first trimester (59% vs. 24%), and were less likely to deliver premature
(14% vs. 24%) or low birth-weight (13% vs. 19%) babies than those in the
referral program.   Regressions confirm that these more favorable outcomes do
not reflect differences in the social or demographic characteristics of the
women at the two centers, the nature of their dependencies, or differences in
prenatal care or medical problems prior to entering the programs.  Instead,
decomposition analysis show the differences would be even larger if the referral
program served the higher risk population in of the aggressive outreach
program.  The paper will also use regressions of treatment codes on outcomes
for patients at PG county hospital, decomposition analysis techniques and the
cost structures for  the two programs to estimate the size of the savings the
aggressive outreach program achieves through these improved outcomes.
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J.R. Baker, P. Pade, P. Jatlow, S. Lin and E.F. McCance-Katz, Virginia
Commonwealth University, Richmond, VA, Yale University, New Haven, CT
and University of Utah, Salt Lake City, UT

DISULFIRAM EFFECTS ON INTRAVENOUS COCAINE ADMINISTRATION

Disulfiram is being used in clinical trials to determine its efficacy as a treatment
for cocaine dependence. Administration of intranasal cocaine while maintained
on standard clinical doses of disulfiram (250-500 mg/day) has been associated
with significantly increased plasma cocaine concentrations and cardiovascular
responses. We now report results of a randomized, double-blind, placebo-
controlled, within-subject study to determine the interaction of disulfiram with
cocaine administered by the intravenous route. Method: Non-treatment-seeking,
cocaine-dependent, volunteers (n=10) receiving disulfiram 62.5 or 250 mg/day
for 5 days were administered intravenous cocaine 0.25 mg/kg or placebo over 1
minute. Blood was sampled prior to and for 8 hours following cocaine
administration to determine cocaine pharmacokinetics. Subjective and
physiological measures were also collected at pre-determined timepoints.
Results:  The administration of disulfiram 62.5 and 250 mg/day significantly
increased area under the curve (AUC0-8) for cocaine (p = 0.03 and 0.001), with
no significant change in Cmax. The increased cocaine AUC0-8 did not differ
between the two disulfiram doses. Disulfiram 62.5 and 250 mg/day in
combination with cocaine did not significantly alter systolic or diastolic blood
pressure responses relative to cocaine alone. Disulfiram treatment did not alter
cocaine craving. A trend for reduced “rush” was observed when cocaine was
administered to subjects receiving disulfiram 62.5 (p=0.084) or 250 mg/d
(p=0.05). Disulfiram 250 mg/day significantly reduced cocaine high (p=0.019).
Conclusions: Disulfiram, even in subtherapeutic doses, is associated with
increased cocaine plasma concentrations following intravenous cocaine
administration. In contrast to findings when cocaine is administered
intranasally, disulfiram administered intravenously did not further increase
cardiovascular responses. Disulfiram diminished subjective effects of cocaine
and could be a promising pharmacotherapy for selected cocaine-dependent
patients.
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X.L. Balducci, C.A. Naranjo, N. Herrmann and U.E. Busto, Sunnybrook &
Women’s College, Toronto, Canada

PROBING THE BRAIN REWARD SYSTEM IN COMORBID MAJOR DEPRESSIVE
DISORDER AND ALCOHOL DEPENDENCE

Background: Major Depressive Disorder (MDD) is most notably characterized
by depressed mood and anhedonia. This loss of pleasure and/or interest also
appears as a major symptom in Alcohol Dependence (AD). We recently have
demonstrated that MDD subjects show evidence of dopamine (DA) dysfunction
in the Brain Reward System (BRS) when challenged with 30 mg d-
amphetamine (d-amph) p.o. Since the most common psychiatric disorder of
those with MDD is AD, studying the neurobiological mechanisms of comorbid
MDD/AD is important. Hypothesis: A dysfunctional BRS, which seems to
underlie the anhedonic symptoms in MDD, may be the cause of similar
anhedonic symptoms in AD. Therefore, d-amph, which releases DA
particularly in the BRS, may elicit a similar response in AD and MDD/AD
patients. Participants: met DSM-IV criteria for AD only or for MDD and AD.
They were recruited through collaborating psychiatrists and newspaper
advertisements. Females or males (19-65 years old) with moderate to severe
MDD (i.e. HAM-D ≥ 17) and/or with low to “substantial” AD were included.
Design: Randomized, double-blind, placebo-controlled, between-subjects study.
8 AD and 11 MDD/AD participants were administered a single 30 mg dose of
d-amph p.o. Drug-induced pleasurable effects were measured with a battery of
validated drug-effect self-report tools (e.g. A.R.C.I.) at baseline and repeated at
30, 60, 120, 180, and 240 min. post-drug as well as physiological effects (e.g.
BP). Results: There is an increase in rewarding effects (ARCI composite
rewarding effects) in the AD and MDD/AD groups, following d-amph
administration, with a higher response in the comorbid group. Measures of
rewarding effects were significantly different between the comorbid and the
control group (p= 0.025). Conclusion: These results suggest the presence of a
hypersensitive response in the BRS of MDD/AD patients, which may reflect a
hypofunctional state. It may provide a novel pathophysiologic and therapeutic
target for future studies of AD and comorbid MDD/AD.
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G.C. Baldwin, K.M. Whittaker, D.P. Tashkin and M.D. Roth, University of
California, Los Angeles, CA

SIGMA-1 RECEPTORS ARE INVOLVED IN THE CAPACITY FOR COCAINE TO
ENHANCE HIV REPLICATION AND MODULATE CHEMOKINE RECEPTORS
AND CYTOKINE PRODUCTION IN THE HUPBL-SCID MOUSE

Cocaine is associated with an increased risk for, and progression of, clinical
disease associated with HIV infection. In order to evaluate this in vivo
interaction, we have used a huPBL-SCID model in which human peripheral
blood leukocytes are implanted into severe-combined immune deficiency mice
and then infected with HIV in the presence or absence of systemic delivery of
cocaine. As we previously reported, cocaine significantly enhanced HIV
replication and loss of CD4 cells in huPBL-SCID mice. Recent studies have
focused on the mechanisms underlying this effect. Cocaine up-regulated
expression of CCR5, an HIV co-receptor that mediates viral entry (54.1+9.4%
increase over control), but not CXCR4.  Increases in CCR5 preceded the boost
in viral infection induced by cocaine and then waned as HIV infection
progressed, likely as a result of post-infection down-modulation. Cocaine can
also act through sigma-1 receptors to stimulate the production of IL-10 and
suppress host immunity in vivo. IL-10 can also enhance HIV replication,
suggesting a potential role for this pathway in our model. Using an ELISPOT
assay we found that administration of cocaine, in the absence of HIV infection,
increased the numbers of IL-10-producing human cells recovered from huPBL-
SCID animals. A modest increase in IL-10 producing cells was also observed
following HIV infection in the absence of cocaine, and the effects from HIV
infection and cocaine administration were additive, resulting in a large increase
in IL-10-producing cells. Consistent with our prior studies examining the role
of sigma-1 receptor activation on host immunity, we found that administration
of a selective sigma-1 antagonist, BD1047, in combination with cocaine,
reduced the effect of cocaine on HIV replication (35+8.1% decrease when
compared to either cocaine or BD1047 alone). Our results indicate that specific
stimulatory effects of cocaine on HIV replication may be mediated in part by
interactions with sigma-1 receptors and related effects on the production of IL
-10 and expression of HIV co-receptors. Supported by NIH/NIDA grant
DA08254.
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K.T. Ball, D. Budreau and G.V. Rebec, Indiana University, Bloomington, IN

3,4-METHYLENEDIOXYMETHAMPHETAMINE (MDMA; ECSTASY) ELICITS
CONTEXT-DEPENDENT LOCOMOTOR AND ELECTROPHYSIOLOGICAL
SENSITIZATION IN FREELY MOVING RATS

To investigate the neuronal mechanisms underlying the behavioral alterations
that accompany repeated exposure to MDMA, we recorded the activity of >100
striatal units in response to multiple, intermittent, locomotor-activating doses (5
mg/kg) of MDMA.  In Experiment 1, 14 male, Sprague–Dawley rats were
treated with once daily injections of either saline or MDMA for five days in
their home cage, followed by a challenge injection 3-5 days later in a recording
chamber.  To test the hypothesis that contextual drug associations are important
to the expression of behavioral sensitization to chronic MDMA, a separate
group of seven rats received repeated injections of MDMA alternately in the
recording chamber or home cage (Experiment 2), according to the above
timeline.  Behavior and neuronal activity were compared between groups using
an independent measures t-test and univariate ANOVA for Experiment 1 and
Experiment 2, respectively.  A sensitized locomotor response was observed
only in rats that had previously experienced MDMA in the context of the
recording chamber, and only on the challenge day.  These sensitized animals
also showed a decreased basal firing rate in neurons that were subsequently
excited by MDMA when compared to the same category of neurons earlier in
the treatment regimen.  This resulted in a greater percent increase from baseline
firing rate on the challenge day compared to the first and fifth days of
treatment, even though this trend was not evident with an analysis of absolute
firing rate.  These results strongly support a role for context in the expression of
MDMA-induced locomotor sensitization, and suggest some important neuronal
adaptations that may contribute to this behavioral change.  Because of the
connection between sensitization and drug-seeking behavior, our
electrophysiological results have implications for understanding striatal
involvement in the neurobehavioral changes associated with drug addiction.
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E.S. Bandstra, V.H. Accornero, L. Xue, C.E. Morrow, V. Moodley and J.C.
Anthony, University of Miami School of Medicine, Miami, FL and Michigan
State University, East Lansing, MI

ASSESSMENT OF RECENT MATERNAL COCAINE USE IN A LONGITUDINAL
STUDY OF PRENATAL COCAINE EXPOSURE

Background:  This presentation focuses on maternal self-report and  toxicology
assays performed at the 12-year visit of the Miami Prenatal Cocaine Study
(CPS), a longitudinal study of the effects of in utero cocaine exposure on child
outcomes.  Chronic drug use by the mother when she is in a primary caregiving
role may influence child outcomes.  Objective: To determine the prevalence of
recent maternal cocaine use by self-report, urine assay, and hair assay in a high-
risk, inner-city sample of mother-child dyads participating in the 12-year visit
of a longitudinal follow-up of prenatal cocaine exposure.  Methods: The
originating Miami PCS sample had 476 mother-infant dyads (253 were
prenatally cocaine-exposed and 223 were non-cocaine-exposed, as determined
by postpartum maternal interview, maternal urine, and infant urine and
meconium).  Serial neurodevelopmental assessments have been completed in
87% of the sample through age 7.  To date, 163 biological mother primary
caregivers have been assessed with a modified Addiction Severity Index and
urine and hair assays at the 12-year child development follow-up visit.  Positive
cocaine and/or metabolites were confirmed by GC/MS (US Drug Testing
Laboratory, Des Plaines, IL).  Results:  Of the 70 mothers who used cocaine
during pregnancy, positive cocaine results were found at the 12-year visit by
self-report in 27%, urine in 50%, hair in 60%, and at least one method in 69%.
Of the 93 mothers who did not use cocaine prenatally, positive cocaine results
were found at the 12-year visit by self-report in 8%, urine in 15%, hair in 31%,
and at least one method in 34%. Conclusion:  These preliminary results support
the need to include combined self-report and biological markers in the
assessment of recent maternal drug use in longitudinal follow-up studies of in
utero cocaine exposure.
Acknowledgement: R01 DA 06556-13; K01 DA 16720-02; R01 DA 15906-03
S1; M01 RR 16587-03
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M.L. Banks, P.W. Czoty and M.A. Nader, Wake Forest University Health
Sciences, Winston-Salem, NC

EFFECTS OF ELEVATED AMBIENT TEMPERATURE ON SUBSTITUTED
AMPHETAMINE-INDUCED HYPERTHERMIA IN MONKEYS

Illicit club drugs, including methamphetamine (METH) and 3,4-
methylenedioxymethamphetamine (MDMA), are commonly abused at
raves and can increase body temperature to dangerous levels.  The
crowded, hot environment of raves may potentiate the hyperthermia and
neurotoxicity induced by these drugs.  METH has been shown in
previous studies to induce a hyperthermic response in rodents that is
sensitive to environmental manipulations such as ambient temperature.
However, the dose of METH administered in previous studies was
typically in excess of doses abused by humans.  Thus, the present study
was designed to extend the work on METH-induced hyperthermia to
nonhuman primates and to dose ranges typically used by humans.  The
hyperthermic effects of METH were compared at standard (22 degrees
C) or elevated (28 degrees C) ambient temperatures in male
cynomolgus monkeys (n=3).  Thermocouple analysis of core
temperature was assessed at 15 minute intervals starting 30 minutes
before and for 3 hours post injection (non-contingent METH 0.1 – 0.56
mg/kg or saline, IV).  At standard ambient temperature, METH did not
affect body temperature.  At an elevated ambient temperature, METH
produced increases in core temperature.  These findings indicate that
elevating the ambient temperature can potentiate the hyperthermic
effect induced by METH in monkeys.  Future studies will examine the
interaction of ambient temperature with the hyperthermic effects of
self-administered METH and MDMA in monkeys. [DA 16455 and DA
10584]
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A.C. Barrett, S.S. Negus and S.B. Caine, McLean Hospital/Harvard Medical
School, Belmont, MA

EFFECTS OF DOPAMINE D2/D3 LIGANDS ON COCAINE SELF-
ADMINISTRATION AND FOOD-MAINTAINED RESPONDING UNDER A
CONCURRENT CHOICE SCHEDULE OF REINFORCEMENT IN RATS

The ability of dopamine D2/D3 ligands to alter cocaine self-administration has
been documented in assays employing response rate as the dependent measure.
One goal of this study was to compare effects of D2/D3 ligands in a concurrent
choice assay, in which lever selection is the primary dependent measure, to
those previous results with rate-based assays. A second goal was to compare the
effects of an indirect DA agonist (amphetamine), two direct dopamine agonists
differing in D2/D3 selectivity (R-NPA, PD 128,907) and dopamine antagonists
differing in D2/D3 selectivity (L-741,626, novel compounds) for their effects
on cocaine choice. During sessions comprised of five 20-min components,
Sprague-Dawley rats (n=6-9) chose between i.v. cocaine (0, 0.032, 0.1, 0.32,
1.0 mg/kg) and liquid food (0.075 ml of 56% Ensure protein drink). Each
component began with a noncontingent delivery of the two reinforcers. Under
baseline conditions, rats chose primarily food when low cocaine doses (0,
0.032, 0.1 mg/kg) were available, and primarily cocaine when higher cocaine
doses (0.32, 1.0 mg/kg) were available. Pretreatment with amphetamine
produced a dose-dependent leftward and upward shift in the cocaine choice
dose-effect function. At the highest pretreatment dose (1.0 mg/kg), the majority
of rats chose cocaine doses as low as 0.032 mg/kg over food. Similarly, the
D2/D3 agonist R-NPA (0.01-0.3 mg/kg) and the D3-preferring agonist PD
128,907 (0.3-5.6 mg/kg) produced dose-dependent leftward and upward shifts
in the dose-effect function. Conversely, the D2-preferring antagonist L-741,626
(0.3-3.2 mg/kg) produced a small, but dose-dependent rightward shift. These
results suggest that acute pretreatment with D2/D3 agonists enhanced the
relative reinforcing effects of cocaine in a rate-independent choice assay. The
similar profiles of a nonselective D2/D3 and a D3-preferring agonist are not
suggestive of different roles for the D2 and D3 receptor, nor do they confirm an
exclusive role for one or the other receptor. That a D2-preferring antagonist
attenuated the effects of cocaine are suggestive of a role for the D2 receptor..
Ongoing studies with D3-preferring antagonists should help clarify the extent to
which D3 receptors are involved in cocaine choice.
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D.T. Barry, D.A. Fiellin, B.A. Moore and R.S. Schottenfeld, Yale University
School of Medicine, New Haven, CT

PATIENT SATISFACTION WITH PRIMARY CARE OFFICE-BASED
BUPRENORPHINE TREATMENT

Patient satisfaction with office-based buprenorphine treatment of opioid
dependence   will likely determine retention and efficacy, but factors affecting
patient satisfaction have not been well-characterized.  The purpose of the
current study was to identify the correlates of patient satisfaction with three
models of counseling and attendance. We examined patient satisfaction at 12
(of 24) weeks in 142 opioid dependent individuals. Patients were randomly
assigned to one of three treatments: Enhanced Medical Management and thrice
weekly attendance and medication pick-up (EMM3); Standard Medical
Management and thrice weekly attendance and medication pick-up (SMM3); or
SMM and weekly attendance and medication pick-up (SMM1). SMM was a
brief (15-minute) manual-guided, medically focused counseling treatment
provided weekly by trained nurses. EMM was an extended (45 minute) manual-
guided advice and counseling provided weekly by the same nurses.  Patients
were seen monthly by a physician. Patient satisfaction was assessed using 9
individual items and the overall score from a patient satisfaction questionnaire.
Patients who received SMM1 reported significantly greater satisfaction and a
greater likelihood to refer a substance abusing friend to the program than those
who received SMM3 (p <.05).  Patients who received EMM3 reported more
satisfaction than those in SMM3 and less satisfaction than those in the SMM1.
Patient satisfaction was not significantly associated with age, employment,
years of opioid use, frequency of alcohol at baseline, frequency of cocaine at
baseline, prior methadone maintenance history, or prior history of drug
detoxification, but was significantly associated with percent opiate free urines
during treatment (p<.05).  Women reported significantly greater satisfaction
than men. Group differences in patient satisfaction based on treatment condition
persisted even after controlling for percent opiate free urines, (p<.05).  We
conclude that patients receiving office-based buprenorphine treatment of opioid
dependence are more satisfied with less frequent clinic attendance and possibly
with enhanced counseling.  NIDA grants: 2RO1DA09803 (RS); K24DA00445
(RS).
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G. Bart, L. Borg, C. Lilly, A. Ho and M.J. Kreek, The Rockefeller University,
New York, NY

A GENE-GENDER INTERACTION IN BASAL CORTISOL LEVELS IN NORMAL
HUMAN VOLUNTEERS: ROLE OF THE A118G SNP OF THE MU OPIOID
GENE (OPRM1)

The mu opioid receptor is critical to the development of the addictive diseases.
We have shown that the frequently occurring A118G polymorphism in exon 1
of OPRM1 is associated with both heroin addiction and alcoholism. We
previously showed that the amino acid substitution encoded by the variant,
118G, allele alters receptor function. Because the mu opioid receptor modulates
the stress responsive hypothalamic-pituitary-adrenal axis, we hypothesize that
the A118G SNP will influence stress responsivity. We analyzed morning levels
of plasma ACTH and cortisol over 90-minutes following iv saline placebo
infusion in normal volunteer subjects (33 male; 25 female) with no DSM-IV
diagnoses of substance dependence or other axis 1 disorders with respect to the
A118G SNP (A118A n=38, 20 male, 18 female; A118G n=20, 13 male, 7
female). A 2-way ANOVA of the area under the curve for each hormone,
gender x genotype was used, followed by a Newman-Keuls post hoc test. There
was no significant difference in levels of ACTH or cortisol between male and
female subjects across genotypes. However, subjects with a 118G allele had
greater levels of cortisol than did the A118A subjects (p<0.01). There was a
significant gender by genotype interaction (p<0.05), with female 118G subjects
having greater cortisol levels than any other group (p<0.02). Two studies have
found an increased response in stimulated cortisol following naloxone
challenge in subjects with a 118G allele, but neither found genotype to
influence basal cortisol levels; neither studied genotype-gender interactions
(one studied only males). There have been no reports of differences in A118G
allele frequency between genders. Some investigators have observed gender
differences in vulnerability to specific addictions. Our exciting preliminary
finding of a potential gene-gender effect of the A118G variant of the mu opioid
receptor may have important implications in the study of the addictive diseases,
pain, and neuroendocrinology.
Supported in part by grants DA-P60-05130, DA00049 and M01-RR00102
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J.C. Batis, J.H. Hannigan and S.E. Bowen, Wayne State University, Detroit, MI

CRITICAL PERIODS FOR THE EFFECTS OF TOLUENE EXPOSURE ON
DEVELOPMENTAL DELAYS IN RATS

The increase in women of childbearing years that report abusing inhalants has
led to concern about the possible deleterious effects of prenatal binge exposure
to the developing fetus.  Little is known about differences in offspring outcome
following binge exposure to high doses of abused inhalants as a function of the
relative gestational stage at time of exposure.  This research evaluated the
effects of prenatal or neonatal binge exposure to toluene, one of the most
commonly abused inhalants.  Utilizing a rat model of inhalant abuse (repeated,
brief, high-dose exposures), timed-pregnant Sprague Dawley rats were exposed
to toluene from gestation day 8 (GD8) to GD20 (2nd trimester equivalent in
humans).  Other whole litters of rat pups were exposed from postnatal day 4
(PD4) to PD10 (3rd trimester equivalent).  Dams or litters were exposed twice
daily to air or toluene (8000, 12,000, or 16,000 ppm).  Offspring were tested
before weaning (on PN21) using a developmental test battery that included
body weight, negative geotaxis, surface righting and grip strength assays.  For
animals exposed to toluene neonatally, testing occurred before the first
exposure on a given day.  Offspring exposed prenatally to toluene exhibited
greater behavioral deficits than pups exposed neonatally.  Pups from both
exposure groups exhibited decreased growth during their respective periods of
toluene exposure, with the differences becoming non-significant by weaning
(PN21).  This research suggests that toluene exposure during the 2nd trimester
produces greater impairment of offspring development than when similar
exposures occur during the 3rd gestational trimester equivalent.  Further
research will examine the effects of binge toluene exposure during the 1st
trimester, as well as across multiple trimesters.  (Supported in part by grants
DA15095 and DA015951to SEB).
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S.L. Batki, K. Canfield, R. Levine, S. Lundell, L. Donohue and K. Amodio,
SUNY Upstate Medical University and VA Center for Integrated Healthcare -
VA Healthcare Network Upstate New York, Syracuse, NY

CHARACTERISTICS OF OPIOID-DEPENDENT PATIENTS SEEKING HEPATITIS
C TREATMENT

Objective:  To describe psychiatric and substance use characteristics of
methadone treatment (MMT) patients seeking  hepatitis C (HCV) medical care
through a NIDA-funded project studying on-site versus off-site HCV treatment.
Methods:  Psychiatric, substance use, and HCV measures were collected.
Results: Of the first 20 participants, 14 (70.0%) were male, 12 (60.0%) were
white, and mean age was 44.7 (range 26-56).  All patients had chronic HCV
infection; 9 (45.0%) had HCV RNA > 2.0 million copies.  Twelve (60.0%) had
Genotype 1 HCV infection.  Mean  Addiction Severity Index (ASI) subscale
scores were: Medical: 0.53; Psychiatric: 0.31; Drug: 0.12; Alcohol: 0.03.  Non-
substance use psychiatric disorders were determined by the MINI and were
present in 17 (85.0%).  The most common primary disorders were depression in
11 (55.0%), bipolar disorder in 2 (10.0%), schizophrenia/schizoaffective
disorder in 2 (10.0%) and panic disorder in 2 (10.0%).  Mean Beck Depression
score was 15.9.   Twelve, (60.0%) were receiving psychiatric medications,
including 11 (55.0%) receiving antidepressants and 7 (35.0%) receiving
antipsychotics.  Urine drug testing during screening was positive for opioids or
cocaine in 5 (25.0%), while breath alcohol testing was negative in all 20
(100%).  Conclusions:  ASI subscale severity was highest for medical and
psychiatric problems, and low for drug and alcohol severity in this initial cohort
of opioid-dependent patients seeking HCV medical care in MMT.  Patients had
high rates of psychiatric disorders and consequent psychiatric medication use,
including antipsychotics.
Acknowledgment:  NIDA Grant R01 DA 016764
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S. Bauer, R. Loipl, D. Gruber, R. Jagsch, D. Risser and G. Fischer, Medical
University of Vienna, Vienna, Austria

MORTALITY IN A COHORT OF OPIATE USERS AT THE VIENNA ADDICTION
CLINIC

Rising numbers and rates of fatal heroin associated overdose mortality have
been reported within the last twenty years. We investigated the mortality rate in
a cohort of 269 opioid dependent patients (DSM-IV) who were treated and
discharged during a time frame (1998-1999) from the Addiction Clinic,
Medical University Vienna to General Practitioners on long-term prescription
for synthetic opioids. Participants were followed-up after a mean of 71 months
(SD=12). Structured Interviews and urinalysis at time of interview were
investigated as well as autopsy findings from deceased patients. We received
information from 147(55%) patients. Thirty three (12%) patients could not be
interviewed (left area), 122(45%) could not be located (but alive according to
death register) and 29(11%) patients  died. Finally 85 patients (32%), 46 males,
39 females were interviewed, 77% (n=65) have still been enrolled in ongoing
maintenance therapy, �Forty patients have taken oral slow release morphine
(mean dose: 690mg), 17 methadone (mean dose: 70mg) and 8 buprenorphine
(mean dose: 4mg)�, 19% (n=16) have been drug free and 5% (n=4) sledded
back to drug dependence Gender differences concerning professional training,
health problems, drug misuse and in psychiatric status were revealed. Women
scored significant lower in all categories except professional training resulting
in a better outcome (p<0.001). From the 29 fatalities (21 male, 8 females), 38%
(n=11) died due to overdosing with illicit substances, 35% (n=10) related to
AIDS and 28% (n=8) on somatic reasons. The Standardized Mortality Ratio
was 27.20 (95%CI=17.73-41.73). Being male, having a higher lifetime
frequency on hospitalization, less working days and a lack in social
relationships were associated with significant high mortality. Four of the
deceased patients were enrolled in opioid maintenance therapy when dying. Our
study confirmed the high mortality rate and data support the importance of
maintenance. However it needs to be emphasized that we were unable to locate
45% of the target groups, although six times invitation letters were posted
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M.H. Baumann, F.H. Franken, J.J. Rutter, R.D. Clark and R.B. Rothman,
NIH/NIDA Intramural Research Program, Baltimore, MD

TOLERANCE TO BEHAVIORAL AND NEUROENDOCRINE EFFECTS OF
ECSTASY (MDMA) IN RATS

Background. 3,4-Methylenedioxymethamphetamine (MDMA, Ecstasy) is a
drug that evokes transporter-mediated release of 5-HT from neurons. In
animals, high-dose MDMA administration causes long-term depletion of brain
5-HT that is viewed as evidence for neurotoxicity. Hypothesis. We surmised
that MDMA-induced 5-HT depletion in rat brain will be associated with
impairments in 5-HT neuronal function in vivo. Methods. In the present study,
male rats received 3 i.p. injections of saline or MDMA, one injection every 2 h.
MDMA was given at a threshold behavioral dose (1.5 mg/kg, low dose) or at a
5-fold greater dose (7.5 mg/kg, high dose). A week later, indwelling jugular
catheters were implanted under pentobarbital anesthesia. Two weeks after the
repeated i.p. treatments, rats received acute i.v. injections of MDMA at 1 & 3
mg/kg; MDMA-induced behavioral effects (e.g. 5-HT syndrome) and
neuroendocrine effects (e.g. prolactin secretion) were used as indicators of
central 5-HT function. Results. The repeated MDMA injection regimen caused
hyperthermia in the high-dose group, but not the low-dose group. Rats that
displayed hyperthermia after MDMA had significant depletions of brain 5-HT
when examined 2 weeks later. Pretreatment with MDMA did not alter baseline
behaviors or hormone levels, and MDMA-induced effects were similar in saline
and low-dose MDMA pretreatment groups.  In contrast, rats pretreated with
high-dose MDMA exhibited blunted behavioral and neuroendocrine responses
to acute MDMA challenge. Conclusions. Tolerance to the effects of MDMA
develops only in rats exposed to high-dose MDMA pretreatment, and this
phenomenon seems related to acute hyperthermia and long-term 5-HT
depletions. The relevance of the present data to the effects of MDMA in
humans remains to be determined.
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A. Ben Abdallah, L.M. Scheier, J.A. Inciardi, J. Copeland and L.B. Cottler,
Washington University, St. Louis, MO, LARS Research Institute, Las Vegas,
NV, University of Delaware, Coral Gables, FL and National Drug and Alcohol
Research Center, Sydney, Australia

ECONOMIC PREDICTORS OF ECSTASY CONSUMPTION AND RELATED
PROBLEMS IN A GENERAL COMMUNITY SAMPLE

Becker’s 1988 theory of rational behavior proposes that economic factors
decisively regulate behavior. Extensions of this framework suggest that drug
consumption is influenced by economic factors as well. Coupled with an
economic model, psychological explanations, in particular, value discrepancy
and utility theories articulate that certain factors reflecting perceived difficulty
or ease of obtaining a product (opportunity costs) influence activities leading to
drug procurement. The confluence of both economic and psychological models
suggests that drug consumption and behavioral sequalae need to incorporate
purchase factors (e.g., price and availability), which serve as motivational cues
fueling consumption. The present study used latent-variable structural equation
modeling with data obtained from three independent community samples of
ecstasy (“MDMA”) users (St. Louis N=297, Miami N=186, Sydney, Australia
N=129) to examine the influence of indicators of social anomie (e.g., poverty
level), time spent acquiring drugs (opportunity cost), and unit price (monetary
cost) along with known measures of psychosocial risk on self-reported ecstasy
use. Findings indicated that unit price (β=-.21, p ≤ .001) and time spent
acquiring drugs (β=.19, p ≤ .001), but not income, were optimal predictors of
consumption. A model controlling for psychosocial risk also indicated
significant roles for depression, drug motivation, and sexual risk-taking.
Multiple group comparison procedures contrasted models for male and female
participants as well as by age. Findings from this study highlight the important
regulatory function of economic predictors and point toward possible
intervention and treatment foci that have been previously ignored as
components of our national public health agenda in the War against Drugs.

(Grant number DA14854, Cottler, PI)
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K. Benamar, M. Yondorf, E.B. Geller and M.W. Adler, Temple University
School of Medicine, Philadelphia, PA

CANNABINOID AND LPS-INDUCED FEVER

By using mu opioid receptor knockout mice, we have recently confirmed that
the opioid system is involved in lipopolysaccharide (LPS)-induced fever.
Because opioids and cannabinoids share a number of actions, including
hypothermia, in the present study we investigated the role of the cannabinoid
receptor agonist, (+)-WIN 55,212-2 [(4,5-dihydro-2-methyl-4(4-
morpholinylmethyl)-1-(1-naphthalenyl-carbonyl)-6H-pyrrolo[3,2,1ij]quinolin
-6-one], in LPS-induced fever. Radio transmitters (Minimitter), implanted
under anesthesia 5-7 days before testing, were used to measure body
temperature (Tb). Intraperitoneal (i.p.) injection of adult male Sprague-Dawley
rats with 50 µg/kg of LPS (E. coli, 0111:B4) induced a biphasic fever, with the
first peak at 180 min and the second at 300 min post-injection.  Pretreatment
with WIN 55,212-2 (0.5-2 mg/kg, i.p.) reduced LPS-induced fever in a dose-
dependent manner. However, pretreatment with the inactive enantiomer
WIN,55212-3 (1 mg/kg, i.p.) did not affect the LPS-induced fever. The present
data provide evidence for an inhibitory effect of a cannabinoid on LPS-induced
fever and extend the anti-inflammatory role of cannabinoids previously
reported. Whether the cannabinoid effect on the LPS-induced fever is mediated
through the opioid system, as we found in a prior study with cannabinoid
hypothermia and the kappa receptor, is being explored.
 Supported by  DA 06650, DA 13429
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L.E. Bence, S.D. Schlussman, Y. Zhang, A. Ho, P. Svenningsson, P. Greengard
and M.J. Kreek, The Rockefeller University, New York, NY

DELETION OF THE DARPP-32 THR34 PHOSPHORYLATION SITE
ATTENUATES COCAINE-INDUCED ELEVATION OF PREPRODYNORPHIN IN
THE CAUDATE PUTAMEN OF MICE

DARPP-32 is a critical mediator of dopamanergic signal transduction
pathways. DARPP-32 activity is influenced by dopamanergic, opioidergic, and
glutamatergic receptors, among others.  The function of DARPP-32 is
modulated by phosphorylation at four distinct sites (in mice Thr34, Thr75,
Ser97, Ser130).  Cocaine affects the dopaminergic, opioidergic and
glutamatergic systems.  Cocaine administration in mice, rats and humans
elevates levels of mRNA for the endogenous opioid, preprodynorphin (ppDyn)
in the caudate putamen (CPu).  In order to ascertain the role of each DARPP-32
phosphorylation site in mediating cocaine-induced elevation of ppDYN, we
determined ppDYN mRNA levels in the CPu of mice genetically modified to
specifically inactivate one of the four sites of DARPP-32 phosphorylation,
following cocaine self-administration.  Methods: Mice were trained to self-
administer cocaine. Thirty minutes after their last self-administration session (6
-9 sessions, 2h/session, 1.0 mg/kg/infusion) mice were sacrificed, brains rapidly
dissected and homogenized.  Levels of ppDyn mRNA  were determined by
solution hybridization-TCA precipitation. Results: Cocaine-induced elevation
of ppDYN mRNA in the CPu was not affected by deletion of the Thr75, Ser97
or Ser130 DARPP-32 phosphorylation sites. However, deletion of the Thr34
phosphorylation site of DARPP-32 reduced cocaine stimulation of ppDYN
mRNA in the CPu compared to wild type controls (p=0.051, one tailed t-test).
These data suggest that inhibition of the serine/threonine protein phosphatase,
PP-1, is required for cocaine induced elevation of ppDyn mRNA in the
striatum, acting through PKA in the dopamanergic signal transduction pathway.
Supported by NIH-P60-DA-05130 and K05-DA-00049 to M.J.K and NIH-
NIDA DA10044 to Paul Greengard.
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J. Bergman, McLean Hospital, Harvard Medical School, Belmont, MA

DISCRIMINATIVE-STIMULUS EFFECTS OF PSYCHOSTIMULANTS DURING
CHRONIC D2 AGONIST TREATMENT IN METHAMPHETAMINE-TRAINED
MONKEYS

Well-documented overlap in the discriminative-stimulus (Sd)effects of
dopaminergic (DA) D2-family agonists and both cocaine (COC) and
methamphetamine (MA) supports the view that D2 mechanisms may partly
mediate abuse-related actions of monoaminergic psychostimulant drugs.  In the
present experiments, the role of D2 mechanisms in psychostimulant action was
further studied by examining the development of tolerance and cross-tolerance
to the MA-like Sd effects of DA drugs in squirrel monkeys during chronic
treatment with the D2-family agonist (+)-PHNO.  Subjects (n=5) initially were
trained under a 10-response fixed-ratio schedule to press one of two levers after
i.m. injection of 0.32 mg/kg MA and the second lever after i.m. injection of
vehicle.  Next, the effects of the D2 agonists (+)-PHNO and quinelorane and of
the indirect monoaminergic agonists MA, COC, and GBR 12909 were
determined prior to and during chronic treatment with 0.01 mg/kg/hr of (+)-
PHNO delivered by osmotic minipump during a 2-3 month treatment regimen.
Prior to chronic treatment, optimum doses of COC (1.0 mg/kg), MA (0.32
mg/kg), and GBR 12909 (3-10 mg/kg) led to full substitution for the training
dose of MA, whereas optimum doses of the D2 agonists (+)-PHNO (0.003
mg/kg) or quinelorane (0.01 mg/kg) led to a maximum of 70-80% MA-lever
responding.  During the chronic regimen, the position and slope of the dose-
effect relationships for the D2 agonists were shifted rightward and downward,
indicative of tolerance.  Responding on the MA-lever plateaued at
approximately 40% at doses of 0.003-0.01 mg/kg (+)-PHNO and 0.03-0.1
mg/kg of quinelorane.  In contrast, the dose-effect relationship for each of the
indirect agonists was relatively unchanged, consistent with a lack of cross-
tolerance.  Taken together, these findings support the view that non-D2
neurochemical mechanisms may play a pivotal role in the Sd effects of
monoaminergic psychostimulants.    (Supported by DA03774).
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I. Berlin, L.S. Covey, H. Jiang and D. Hamer, Groupe Hospitalier Universitaire
Pitié-Salpêtrière, Paris, France, New York State Psychiatric Institute-Columbia
University, New York, NY and National Cancer Institute, NIH, Bethesda, MD

DOPAMINE D2 RECEPTOR TAQI  A POLYMORPHISM AND SMOKING
CESSATION

Background: The presence of the A1 allele of the dopamine D2 receptor
(DRD2) is associated with increased likelihood of substance abuse and
smoking. One previous report (Cinciripini et al. Nicotine & Tobacco Research
2004, 6, 229-239) found that carriers of the A1 allele were less likely to quit
smoking than non-carriers of the A1 allele of the DRD2.   If confirmed, this
finding would suggest the utility of pre-cessation genotyping to predict the
likelihood of successful quitting.  Methods: 600 smokers of   ≥15 cigarettes/d
participated in a randomized, double-blind, placebo-controlled smoking
cessation study assessing the efficacy of befloxatone (a reversible MAO-A
inhibitor) administered for 3 months. All subjects had signed an informed
consent form for genotyping. Previous analyses showed that befloxatone had no
effect on smoking cessation. Results: Treatment-adjusted analysis of the main
outcome measure (4 weeks end-of-treatment sustained abstinence) showed no
significant difference between A1 carriers and Non-A1 carriers (p=0.207, OR=
0.74, 95% CI: 0.46-1.18). A1 carriers had similar changes in withdrawal
symptoms, desire to smoke and Beck Depression Inventory (BDI) scores
compared to than Non-A1 carriers. The point prevalence abstinence rate was
modeled as a function of genotype. Based on this model, the three-way
interaction effect and two-way interaction effect between genotype, time and
treatment on the overall point prevalence abstinence rates were not significant.
Time (since quit day) had a significant effect on smoking cessation but there
was no significant effect of the genotype. Among the covariates, the BDI score
(<10 or  ≥10) significantly affected smoking cessation rate but this was
independent of DRD2 genotype. Smokers with BDI ≥10 quit significantly less
often than did those with Beck Depression Inventory score <10 (OR = 2.49,
95% CI = 1.23-5.07). Conclusions: This study fails to show an effect of DRD2
polymorphism on smoking cessation but confirms an adverse effect of elevated
depressed mood at baseline. The study was funded by Sanofi-Synthelabo.  Dr
Covey was supported by DA RO1#13490 and Dr Berlin by a NIDA
International Program Distinguished International Scientist Collaboration
Award.
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S.B. Berns and D.A. Calsyn, University of Washington, Seattle, WA

IMPROVING ALCOHOLISM COUNSELORS KNOWLEDGE ABOUT THE SEXUAL
RISK BEHAVIOR OF THEIR CLIENTS

Substance abuse treatment is associated with reducing HIV/AIDS related drug
use behavior such as drug injection and injection equipment sharing.  However,
in most studies, reductions in sexual risk behavior have not been associated
with treatment.  Although the substance abuse counselor is in a key position to
deliver HIV prevention messages it is unclear how often sexual risk behaviors
are assessed and addressed in routine counseling sessions. This present study
assessed the awareness of substance abuse counselors of the sexual behavior of
the clients on their caseload. Counselors (n=13) providing substance abuse
counseling and case management services within the outpatient programs of the
Addiction Treatment Center, VA Puget Sound Health Care System completed
surveys regarding their knowledge of the sexual risk behaviors of each of  10
clients (n=132 clients) on their caseload.  The survey asked counselors their
knowledge about specific sexual behaviors of these clients (e.g. condom use,
multiple partners, combining sex with drugs) and their confidence in their
answers on a 0-4 scale (0=do not know; 4= very sure).  Counselors indicated
they were somewhat confident when it came to their knowledge of whether
their clients’ were sexually active (mean = 2.44), yet reported mean confidence
of less than 2 (“I think this is probably correct”) for more specific risky sex
behaviors such as condom use (mean = 1.43), presence of multiple partners
(mean = 1.9), and combining sex with drugs (mean = 1.71).  With 91 of the
clients these issues were not discussed at all, or were only discussed one time in
the past 90 days.  Counselors expressed greater confidence in their knowledge
of clients’ drug use (mean = 3.42) as compared to each of the sexual risk
behaviors.  These results suggest the need for exploration of the barriers
preventing counselor-client communication about sexual risk behaviors and
development of interventions to increase such discussions.
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T.R. Berry and S. Schnoll, Purdue Pharma L.P., Stamford, CT

A QUALITATIVE ANALYSIS OF RADARS SYSTEM KEY INFORMANT
INTERVIEWS

The Key Informant Study, coordinated by Washington University, is 1 of 4
signal detection studies under contract with Purdue Pharma in support of its
RADARS(R) System.  This study provides information on the nature and extent
of prescription opioid abuse in the United States as observed by physicians in
pain management and drug treatment, NIDA grantees, and others.  As of
January 3, 2005, 21 interviews were completed among 23 Key Informants
contacted.  Content from the interviews was analyzed and responses grouped
based on the population centers where they live.  There were differences among
those reporting from major metropolitan areas (>250,000) vs. large cities (100
-250,000) and small cities (10-100,000).  In particular, OxyContin(R), though
widely prevalent, appears to be the principal prescription opioid abused in non-
major metropolitan areas.   Hydromorphone abuse is reported more frequently
and morphine less frequently in major metropolitan areas.  The prescription
drugs abused appear to vary based on population characteristics.  In major
metropolitan areas, prescription mills, diversion of legitimate prescriptions, and
street trade are most implicated.  In large cities, however, there is more
variation including ER visits and the elderly selling their prescriptions to
supplement their income.  In small cities, street trade, diversion of legitimate
prescriptions, and doctor shoppers predominate as the sources of abused opioid
prescription drugs.  Other comparisons including abuser characteristics,
patterns of usage including prior history and drug screening practices among
Key Informants will be described.
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W. Better, R.I. Herning, K. Tate and J.L. Cadet, NIH/NIDA Intramural
Research Program, Baltimore, MD

PSYCHOLOGICAL CHARACTERISTICS OF HEAVY MARIJUANA ABUSERS

Illicit marijuana abuse continues to be a major public health problem.  We have
attempted to characterize  the effects of prolonged marijuana use on
psychological measures in three groups of young marijuana abusers who
differed in their intensity of recent use (light {9.0 [4.7] joints/week }, n=13,
moderate {42.7 [16.2] joints/week}, n=23, heavy {139.5 [74.3] joints/week},
n=27).  These data were compared to those of control subjects (n=38; age 23 .4
[4.6] years).  The psychological measures included: Symptom Checklist 90R
(SCL-90R), Buss-Durke Hostility Inventory (BDHI), Ellison Wellness
Questionnaire and Beck Hopelessness Questionnaire.   While the control group
and the three marijuana group did not differ significantly on SCL90R measures
such as depression, the moderate and heavy marijuana use groups had
significantly elevated scores on BDHI scales include BD-total and BD-guilt.
These latter groups also had significantly elevated hopeless and decreased
wellness scores.  These observations suggest that the chronic abuse of larger
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T.J.R. Beveridge, H.R. Smith, M.A. Nader and L.J. Porrino, Wake Forest
University School of Medicine, Winston-Salem, NC

ALTERATIONS IN ALPHA2 NORADRENERGIC RECEPTOR DENSITY IN
RESPONSE TO INITIAL AND CHRONIC COCAINE SELF-ADMINISTRATION IN
NON-HUMAN PRIMATE BRAIN

Although research into the effects associated with cocaine exposure has largely
focused on the dopaminergic system, there has been increased interest in the
role of the noradrenergic system in these neuroadaptations.  Within the
noradrenergic system, alpha2 receptors (α2 receptors) are thought to be
primarily located presynaptically and act as autoreceptors.  In addition, a role
for these receptors in both stress- and cocaine-induced reinstatement of cocaine
seeking in rats has been demonstrated.  In this study we compared the
concentration of α2 receptors, assessed via [3H]RX821002 binding, in monkeys
self-administering cocaine (0.3 mg/kg/infusion) under a fixed-interval schedule,
with control monkeys responding under an identical schedule of food
reinforcement.  Monkeys self-administered cocaine for 5 (“initial”) or 100 days.
In control tissue, high concentrations of α2 receptors were found within the
hypothalamus, bed nucleus of stria terminalis and hippocampus, whereas more
moderate concentrations were located in many areas of the cortex and ventral
striatum.  Significant decreases were found in the dorsomedial and
paraventricular hypothalamic nuclei, bed nucleus of stria terminalis and
portions of the hippocampal formation as a consequence of cocaine exposure.
The effects in the hypothalamus were present even following only 5 days of
cocaine self-administration.  These brain regions closely paralleled those
previously reported showing significant increases in norepinephrine transporter
in the same animals.  In contrast, however, an elevated density of α2 receptors
were found in the caudate and putamen.  These changes too were evident at
initial stages of cocaine self-administration.  These changes in the density of α2
receptors suggest alterations in the regulation of noradrenergic transmission in
response to cocaine self-administration.  Furthermore, they suggest that
compensatory changes within the noradrenergic system occur in response to the
prolonged elevation of norepinephrine within the synapse even at the earliest
stages of cocaine exposure.  Supported by NIDA Grant D09085.
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R. Bilangi and T. Kosten, Connecticut Counseling Centers, Inc.,
Middlebury, CT

CO-OCCURRING SERVICES IN A METHADONE-MAINTAINED POPULATION

Since Connecticut Counseling Centers, Inc.’s inception in 1984, we have
addressed the co-occurring needs of our patients.  We have accomplished this
by employing Psychiatrists and other credentialed clinicians who are an integral
part of our treatment teams.  In 1998, we received dedicated funding from
DMHAS to hire Master’s Level Counselors trained in Co-Occurring Disorders
in our 2 offices and to increase our Psychiatrist’s hours to more specifically
target co-occurring issues in our methadone maintained patients.  All non-acute
care is performed at Connecticut Counseling Centers, Inc., a JCAHO accredited
Behavioral Healthcare Corporation. We provide the Beck Depression Inventory
and the Beck Anxiety Inventory to all of our admissions.  We set a cut off score
of 20 for the BAI and BDI to determine whether a patient will be referred to our
co-occurring treatment track.  Patients with a score above 20 are referred for a
comprehensive evaluation to our Psychiatrists who are well versed in treating
dually diagnosed patients. Norwalk BDI scores at admission average 27 and
after 30 days are reduced to 19.  The admission BAI scores have been 25 and
after 30 days they reduce to 18.  Waterbury BDI scores at admission average 30
and after 30 days are reduced to 17.  The admission BAI scores have been 24
and after 30 days they reduce to 10. Connecticut Counseling Centers, Inc. has
demonstrated that with dedicated funding and a firm commitment to treating the
co-occurring population, a comprehensive NTP can successfully diagnose,
treat, and reduce depressive, anxiety, and other disorders in a Methadone
Maintained population.
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A. Bisaga, M. Padilla, F. Garawi and M. Haney, New York State Psychiatric
Institute and Columbia University, New York, NY

THE EFFECT OF CIGARETTE PRIME IN THE LABORATORY MODEL OF
RELAPSE IN CIGARETTE SMOKERS

Exposure to a cigarette or a small amount of the drug (priming) may precipitate
relapse in newly abstinent individuals. Similarly, findings from animal models
of relapse show that drug priming precipitates reinstatement to drug self-
administration. The goal of the present study was to assess whether a cigarette
prime would affect the choice to smoke cigarettes in the human laboratory
model of relapse. In this ongoing study, eight nicotine-dependent volunteers
spent two five-day long periods in a residential laboratory, separated by at least
two weeks. During each period, either an active or neutral cue was presented.
The active cue consisted of a one cigarette puff smoked by the volunteer, and
the neutral cue involved consumption of a glass of water. During the first three
days of each period, participants were not permitted to smoke, and they
completed a series of computer tasks for which they earned money. On the
fourth day, participants were exposed to either a cigarette prime or a neutral cue
and subsequently were given sixteen opportunities to purchase cigarette (three
measured puffs) using their prior study earnings. The “price” of the cigarette
decreased with each choice opportunity if no cigarette was purchased. After the
first cigarette was purchased  (relapse), the price of all subsequent cigarettes
dropped to the lowest amount. Dichotomous outcome indicating whether a
participant “relapsed” (chose a cigarette or not) was compared between the two
cue conditions. On the day that the cue was presented, 50% (4/8) of participants
relapsed following exposure to the cigarette prime, compared to 88% (7/8) of
participants who relapsed following exposure to the neutral cue (p=.11). These
preliminary results demonstrate that, contrary to expectations, exposing
nicotine-dependent volunteers to a cigarette prime after three days of abstinence
decreased the likelihood of cigarette self administration over the subsequent
two study days. ACKNOWLEDGMENT: Supported by NIDA grant DA
017572
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M.B. Blank, D.S. Metzger, A.B. Rothbard and W.S. Thompson, University of
Pennsylvania, Philadelphia, PA and Center for Disease Control and Prevention,
Atlanta, GA

OPPORTUNISTIC INFECTIONS AMONG PERSONS WITH HIV, SUBSTANCE
ABUSE, AND SERIOUS MENTAL ILLNESS: A MEDICAID COHORT STUDY

Objective:  To establish estimates of the relative risk among persons with
mental illness and/or substance abuse problems of receiving treatment for an
opportunistic infection in a Medicaid population over an eleven-year period.
Methods: Subjects were all adult Medicaid recipients in Philadelphia between
July, 1986, and June, 1997 (N = 611,725).  Medicaid claims records were used
both to identify diagnostic groups and individuals who received treatment for
one or more of the target conditions during the study period. Groups were
designated based on those who received a diagnosis of severe mental illness,
substance abuse, or HIV/AIDS. Those with none of the three conditions were
used as controls. Results:  Logistic regression showed that for most
opportunistic infections, persons with all three conditions, (co-morbid SMI, SA,
and HIV/AIDS had the highest relative risk, followed by persons who were
HIV positive and substance using. Rates of sexually transmitted opportunistic
infections were especially high among persons with co-occurring illnesses.
Persons with only SMI or SA only were at greater risk than the general
Medicaid population. Conclusions: Health care providers should be aware of
the increased risk for adverse health outcomes for persons with co-occurring
HIV/AIDS, SMI, and SA.  Additionally, preventive efforts should target those
who are at increased risk, especially for STD’s.  Logical foci for these
interventions will be discussed.
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L.M. Bohn and K.M. Raehal, The Ohio State University College of Medicine
and Public Health, Columbus, OH

MORPHINE-INDUCED SIDE-EFFECTS IN MICE LACKING BETA-ARRESTIN2

Morphine is a powerful analgesic but also produces unwanted side effects such
as constipation and respiratory suppression.  Morphine produces it effects
through the activation of the mu opioid receptor, a G protein-coupled receptor
(GPCR).  We have previously demonstrated that the GPCR regulatory element,
βarrestin2, plays an important role in regulating morphine-mediated effects in
mice.  βarrestin2 knockout (βarr2-KO) mice have greater morphine-induced
analgesia and develop considerably less tolerance compared to their wild type
(WT) littermates.  We have gone on to ask whether the side effects of morphine
are also enhanced in the βarr2-KO mice.  Therefore, in a dose-responsive
manner, we have tested morphine in paradigms to measure gastrointestinal
transit rates and respiratory suppression in these animals.  We assessed
gastrointestinal transit by measuring fecal boli production over time, small
intestinal movement of a charcoal meal, and colonic propulsion of a glass bead.
Respiratory measures were performed using noninvasive whole body
plethysmography chambers in conscience, unrestrained mice.   In the absence
of βarr2, we anticipated, like antinociception, that the degree of both
constipation and respiratory suppression would be elevated in mice lacking
βarrestin2.  Surprisingly, the βarr2-KO mice were less adversely affected
following morphine treatment.  These results suggest that the deletion of
βarrestin2 may be somewhat protective in regard to morphine-induced side-
effects while promoting enhanced morphine analgesic effects.  This work is
supported by NIDA grants DA14600 and DA18860 (LMB).
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K.M. Bohnert and J.C. Anthony, Michigan State University, East Lansing, MI

EPIDEMIOLOGICAL SURVEILLANCE: HOW WELL DOES YRBS PREDICT
MTF?

BACKGROUND: Epidemiological survey operations never are ‘best in show.’
Surveillance data must be timely, relatively low cost, practical, and reasonably
accurate. Accuracy, practicality, and cost must be balanced; otherwise,
protocols are too costly for cross-jurisdiction comparisons; health research
budgets become compromised with respect to etiological studies, randomized
trials, and other basic research.  AIM: The CDC’s Youth Risk Behavior Survey
(YRBS) is biennial at relatively low cost; NIDA’s Monitoring the Future
surveys (MTF) are annual and more costly. Both estimate illegal drug use by
school-attending 10th & 12th graders. We ask “How well do YRBS values
predict MTF values?” METHODS: We used exploratory scatterplot and
regression analyses to express published MTF estimates as a function of YRBS
estimates, both time-lagged & concurrent – e.g., expressing MTF 12th grade
values in Year T as a function of time-lagged YRBS 10th grade values for Year
T-2. RESULTS: Results cover an array of illegal drugs, alcohol, tobacco. To
illustrate, strong predictive and concurrent relationships link YRBS and MFT
estimates for cannabis use (concurrent YRBS-MFT slope B = 0.9; estimated R-
squared, Rsq = 0.9; p<0.001); time-lagged YRBS-MFT B = 0.6; Rsq = 0.8;
p=0.012). Cocaine estimates are somewhat smaller; those for alcohol & tobacco
are less robust. DISCUSSION:  Evidence supports the idea that YRBS values
bear a strong relationship with MTF values, for illegal drugs. Though
intriguing, the evidence carries no inherent implication to dismantle NIDA’s
MTF project. MTF is a gem of an epidemiological surveillance project, widely
respected by policy-makers, and viewed with envy by drug epidemiologists in
other countries, where the MTF’s annual cost is larger than the total public
health research budgets. However, for within- and between-country
comparisons timely enough for illegal drug policies and programs, the biennial
YRBS protocol has advantages: much lower cost; greater practicality.
SUPPORT: NIDA K05DA015799; MSU research funds.
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R.E. Booth, N.L. Asdigian and K.F. Corsi, University of Colorado School of
Medicine, Denver, CO

METHADONE MAINTENANCE AS HIV PREVENTION

Substance abuse treatment, in particular methadone maintenance, has been
found to be an effective intervention in reducing injection frequency and HIV-
related risk behaviors among injection drug users (IDUs).  The majority of the
work in this area, however, has been with individuals already in treatment.  For
the past nine years, we have implemented and tested various approaches
designed to facilitate treatment entry and retention with out-of-treatment IDUs.
In this paper, we present the findings from our most recent work.  Using
targeted sampling methods, 719 street-recruited IDUs were randomly assigned
to one of three conditions:  a risk reduction intervention focusing on reducing-
injection related risk behaviors; motivational interviewing, addressing more
sweeping lifestyle changes; and strengths-based case management, designed to
meet the service needs of the target population.  Primary outcomes were
reduced injection-related risk behaviors comparing those who entered and
remained in treatment for 90 days or more with those who did not.  Participants
averaged 39 years of age, 71% were male and 47% white, 18% African
American and 23% Hispanic.  They had been injecting for an average of 19
years, 51% injected cocaine, 98% heroin, 54% speedballs and 14%
methamphetamines in the 30 days before their baseline interview.  Overall,
41% entered treatment and 35% remained for at least 90 days.  At six-months,
those who had been in treatment for 90 days or more significantly reduced their
injection drug use as well as their injection-related risk behaviors (e.g., sharing
used works) compared to those who left treatment early or did not enter.
Participants receiving case management were significantly more likely to have
entered treatment.  These findings offer support for methadone maintenance as
HIV prevention. Supported by NIDA RO1 DA09832
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M.A. Bornovalova, S.B. Daughters, A. Delany-Brumsey, B.A. Kohrt and C.W.
Lejuez, University of Maryland, College Park, MD

DIFFERENCES IN IMPULSIVITY AND RISK-TAKING PROPENSITY BETWEEN
PRIMARY USERS OF CRACK/COCAINE AND PRIMARY USERS OF HEROIN IN
A RESIDENTIAL SUBSTANCE-USE PROGRAM

Crack/cocaine use has been shown to be more associated with impulsivity and a
propensity to take risks than heroin use, yet no studies have examined this
relationship in the absence of acute drug effects. The current study examined
impulsivity using the Delay Discounting Task and risk-taking propensity using
the Balloon Analogue Risk Task across independent groups of primary
crack/cocaine users (n = 16) and primary heroin users (n = 11) in residential
treatment, with all participants drug abstinent during participation.
Crack/cocaine users evidenced greater levels of impulsivity [F (1, 25), 5.37; p
< .05, eta2 = .177] and risk-taking propensity [F(1, 25) = 4.6, p <.05; eta2
= .154], with the difference in impulsivity persisting after controlling for age
and gender. The current data suggest that differences in impulsivity and risk-
taking propensity across heroin and crack/cocaine users are not specific to acute
drug effects.
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A. Borsodi, O. Gunduz, F. Sipos, L. Kocsis, A. Magyar, A.Z. Ronai, F. Hudecz
and S. Benyhe, Hungarian Academy of Science, Szeged, Hungary, Research
Group for Peptide Chemistry, Budapest, and Semmelweis University, Budapest,
Hungary

HEXAPEPTIDE ANTAGONIST LIGANDS FOR THE NOCICEPTIN RECEPTOR

Following the discovery of nociceptin/orphanin FQ (N/OFQ) peptide receptor
(NOP receptor) and its endogenous ligand, extensive search has been started to
find selective agonist and antagonist compounds for further characterization of
this receptor-ligand system.  Particularly, nociceptin antagonists are very
important in pharmacological research due to their effects on pain modulation.
A hexapeptide core sequence Ac-Arg-Tyr-Tyr-Arg-Ile-Lys (Ac-RYYRIK) was
identified with combinatorial chemistry (Dooley et al., J. Pharm. Exp. Ther.
1997;283:735-41.).  We have modified this core structure on the C-terminal end
(by reduction), on the N-terminal (by substitution) and in the amino acid
sequence (by Arg-Cit exchange).  Thirteen novel hexapeptides were
synthesized and studied in radioligand binding assays, [35S]GTPgammaS
functional tests and in mouse vas deferens bioassays.  Among these
hexapeptides Ac-Arg-Tyr-Tyr-Arg-Ile-lysinol (Ac-RYYRIK-ol) displayed the
highest affinity (Ki = 5.3 nM) in radioligand binding studies.  An equilibrium
inhibitory constant value (Ke) of 2.44 nM with no agonist effect at 10 microM
ligand concentration was obtained in the mouse vas deferens tests.  This
hexapeptide moderately stimulated the G-protein activation and fully inhibited
the agonist-induced G-protein activation on native rat brain tissue preparations
and membranes from cultured CHO cells expressing recombinant human
nociceptin receptors (CHO-NOPh).  Ac-RYYRIK-ol can be suggested as a high
affinity nociceptin antagonist peptide.Supported by the following grants:
OTKA T-025711 and T-046834, NKFP 027/2001, OMFB-00656/2003,
NKTH-RET-DNT-2004.
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S.E. Bowen and E. Muhammad, Wayne State University, Detroit, MI

AMPHETAMINE-LIKE DISCRIMINATIVE STIMULUS EFFECTS OF THE ABUSED
INHALANT TOLUENE IN MICE

We previously reported that abused solvents have behavioral and
pharmacological effects that are similar to those of abused depressant drugs
such as barbiturates and ethanol.  However, there is emerging evidence that
some abused inhalants may also share stimulus effects with other drugs of
abuse, namely, those having stimulatory effects.  As such, drug discrimination
procedures are valuable tools for studying the mechanisms of action for several
of these inhalants in laboratory animals.  The present experiment was designed
to evaluate the amphetamine-like discriminative stimulus effects of toluene, a
commonly abused inhalant.  Male Swiss Webster mice were trained to
discriminate between i.p. injections of amphetamine (1.0 g/kg) and saline in a
two-lever drug discrimination procedure in which responding was under the
control of a fixed-ratio 15 schedule.   The acquisition of the amphetamine
discrimination was orderly and the percent drug-lever responding was dose
dependent.  Mice were then tested after 10-min inhalation exposures to air or
toluene (500-6,000 ppm) with stimulus generalizations being examined at 0, 15,
30, 45, 60, 75 min post-exposure.  Concentration-related increases in
amphetamine-lever responding were observed for toluene concentrations > 500
ppm with amphetamine-lever responding still occurring at several
concentrations 75 min post exposure.  Response rates which had been
decreased immediately following several higher toluene exposures were found
to recover within 15 min post exposure.   These results support previous work
suggesting that binge toluene exposures alter brain dopamine levels and may
reflect a CNS-stimulant drug-like effect of abused solvents, such as toluene.
(Supported by NIDA DA15095).
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M. Brecht and L. Greenwell, University of California, Los Angeles, CA

METHAMPHETAMINE TREATMENT: TRENDS AND PREDICTORS OF
RETENTION AND COMPLETION IN A LARGE STATE TREATMENT SYSTEM
(1992-2002)

Methamphetamine/amphetamine (MA) has been labeled a principal drug threat,
with epidemic increases in use and geographic penetration during the past 15
years that are now having an impact on drug treatment systems. This paper
describes trends in treatment admissions for MA abuse in California 1992
-2002, and assesses predictors of treatment retention and completion. Time
series analysis was used to describe overall trends. Linear and logistic
regressions were used for assessing predictors of completion and retention,
respectively. Results show MA admissions increasing 5-fold, representing a
growing proportion of overall treatment admissions. Linear and quadratic
components were significant in describing this increase. MA admissions were
increasingly diverse in race/ethnicity, older in age, and more frequently under
legal supervision status. There was a decrease in injection drug use. Several
user characteristics played consistent roles as risk factors for both non-
completion and shorter treatment retention, for both residential and outpatient
admissions: less than high school education, younger at treatment admission,
greater severity of MA use, and injection drug use. Consistently, those with
legal supervision status at admission had higher completion rates and longer
retention than those reporting no legal status. This study has identified several
risk factors associated with not completing treatment and shorter treatment
retention. These results can serve as a foundation for the continuing
development of treatment approaches and services strategies to enhance
retention and completion, and in turn, to improve longer term treatment
outcomes.  (Supported by NIDA grant #DA-11020 and CA Alcohol and Drug
Programs Contract 03-00121.)

70

O. Brickner, A.M. Weinstein, H. Lerman, M. Bloch, R. Mechoulam, R. Bar-
Hamburger and E. Even-Sapir, Sourasky Medical Center, Tel Aviv, Hadassah
Hospital, Jerusalem, and Israeli Anti-Drug Authority, Jerusalem, Israel

BRAIN IMAGING STUDY OF ORIENTATION, COORDINATION AND
EXECUTIVE FUNCTION IN RECREATIONAL USERS OF MARIJUANA

Heavy use of marijuana is claimed to damage critical skills related to attention,
memory and learning and there is evidence that these effects are more severe in
the case of very early abuse. In particular, there is evidence of damage to short
term memory, visual scanning and attentional shifting in regular smokers of
marijuana. It is also known that chronic use of marijuana is linked to impaired
motor skills and may affect driving safety, although the evidence is
inconclusive. Surprisingly, very few studies attempted to investigate the effects
of marijuana on orientation and motor coordination in everyday life situations.
We used a virtual reality computerized maze game requiring orientation and
motor coordination with heavy users in marijuana with 13 mg of THC and
placebo. We found that despite confidence in performance, recreational users of
marijuana taking 13 mg of THC acted fast and impulsively while making errors
in learning the rules governing exit from the maze. We now proceed to
investigate the neural mechanisms responsible for orientation and motor-co-
ordination in recreational users of marijuana. Subjects perform on the virtual
reality maze while measuring brain metabolism with F18-Fluorodeoxyglucose
(FDG) in Positron Emission Tomography (PET) and a battery of tasks
measuring executive function.
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R.E. Brisgone, Rutgers University School of Criminal Justice, Newark, NJ

THE INFLUENCE OF FAMILY SUPPORT ON DRUG-USE TRAJECTORIES OF
MINORITY FEMALE ADDICTS

Drug-using patterns of even the most chronic female drug users can change in
response to critical life events. This study focuses on behavioral outcomes of
minority female prostitutes at the extreme edge of the drug-using continuum --
a much under-researched population. It combines qualitative data collection,
which is highly successful for reaching such hidden populations, and
longitudinal methodology to focus on the changing dynamics of drug use in
relation to criminal offending and changing life circumstances. It hypothesizes
that drug-use trajectories of even these most chronic female addicts are
sensitive to changing conditions of family social support. Subjects were
recruited from an urban prostitution “stroll” in New Jersey known for heroin
and cocaine-using sex workers. Twenty-seven subjects (sub-sampled from 91)
were interviewed repeatedly over 36 months. For each subject, multiple
interviews were collapsed into a behavior summary, subdivided into
chronological “periods” of low, medium, high, and abstinent drug-use, and
coded for prostitution activity, critical life events, and changing social
circumstances. Results show that “time outs” from drug use ‹ whether jail
terms, drug treatment, or health crises ‹ when accompanied by improvements in
family relations can lead to better behavioral pathways. Conversely, such
interruptions without added family supports more often lead subjects back to
regular drug use and criminal acts. For example, after a 1?-month jail term, one
subject got a job, and entered methadone treatment -- stopping heroin and
prostitution for 15 months, and tapering off other addictions. Her
transformation occurred as her mother housed, fed, and got her daughter off to
work each day in exchange for a pledge to seek a drug-free life. Yet, another
subject who spent 5 months in jail, and was released on orders to enter long-
term drug treatment, relapsed in a week and resumed prostitution. She had only
a drug-addicted prostitute sister for shelter; her relapse was predictable.
Findings suggest that treatment policy makers can capitalize on these “time
outs” and structure treatment to include helping families who provide support to
recovering female addicts.
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A.F. Britton, R.E. Vann and S.E. Robinson, Virginia Commonwealth
University, Richmond, VA

PERINATAL NICOTINE EXPOSURE MODIFIES NICOTINE-STIMULATED
RUBIDIUM EFFLUX ACROSS ADOLESCENCE IN THE RAT

Maternal smoking is a risk factor associated with nicotine abuse.  Therefore we
studied the effect of perinatal nicotine exposure on the responsiveness to
nicotine across adolescence in the rat.  On day 7 of gestation, pregnant Sprague-
Dawley rats were implanted subcutaneously with Alzet® osmotic minipumps
delivering nicotine (L-nicotine tartrate, 2 mg/kg/day) or vehicle (0.9 % saline).
Thus, rats were exposed to nicotine in utero and in the early postnatal period.
Within 24 hours of birth, litters were culled to no more than 10 pups, keeping
equal numbers of females and males whenever possible.  On postnatal days
(PNDs) 28, 35, 49, and 63, nicotine-stimulated rubidium (86Rb+) efflux was
measured in synaptosomes prepared from 4 different brain regions, striatum,
hippocampus, frontal cortex, and thalamus, using the method developed by
Marks et al. (J. Pharmacol. Exp. Ther 264:542-552, 1995).  One female and one
male were assayed at each age from each litter. Data were analyzed by 2-way
(treatment x age) analysis of variance (ANOVA),  A p value of < 0.05 was
considered to be statistically significant.  Perinatal exposure to nicotine
significantly affected nicotine-stimulated 86Rb+ efflux from synaptosomes in
each of the four brain regions.  Significant effects of treatment were observed in
all four brain regions.  Significant effects of age were also observed in the
frontal cortex, hippocampus, and thalamus.  Nicotine-stimulated 86Rb+ efflux
was greater in young rats as compared to “sexually mature” rats.  However, a
significant interaction of age and treatment was observed in each of the four
brain regions.  Nicotine-stimulated Rb+ efflux in nicotine-exposed 63 day-old
rats was greater than (frontal cortex, thalamus) or equal to (hippocampus,
striatum) the nicotine-stimulated 86Rb+ efflux in control rats, whereas nicotine-
stimulated 86Rb+ efflux in nicotine-exposed 35 or 49-day-old rats was less than
nicotine-stimulated 86Rb+ efflux in vehicle-exposed rats in all four brain
regions sampled.  The mechanism behind the increased nicotinic 86Rb+ efflux
response in the older rats is unclear.  However, it is interesting to speculate that
this increased response may be related to  the higher incidence of smoking in
offspring of cigarette smokers.  Supported in part by the Virginia Youth
Tobacco Project
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D.J. Brooks, S.M. Evans and F.R. Levin, Columbia University and New York
State Psychiatric Institute, New York, NY

A COMPUTERIZED CONTINUOUS PERFORMANCE TASK-ASSESSING
TREATMENT OUTCOME OF ADULT ADHD IN METHADONE MAINTENANCE
PATIENTS

In treatment trials for attention deficit/hyperactivity disorder (ADHD) the
primary outcome measures are usually self-report or clinical judgment. This
study used the California Computerized Assessment Package (CalCAP®), a
continuous performance task, to assess focused and sustained attention in a
standardized fashion. Participants were in a clinical trial that compared the
efficacy of sustained-release methylphenidate (MPH) and sustained-release
bupropion (BPR) to placebo (PBO). Participants met DSM-IV criteria for adult
ADHD and were currently maintained on methadone. The CalCAP® was
administered at baseline and at 4 weeks following randomization while the
patients were maintained on a stable dose of medication. Most patients were on
the highest doses allowed in the study protocol (MPH= 80 mg/day and BPR=
400 mg/day). The sample consisted of 53 participants who were predominately
male (59%) and 42% Caucasian, 40% Hispanic, and 18% African American.
No group differences were detected in demographics, or in the prevalence of
co-morbid substance abuse or psychiatric disorders. Baseline reaction times and
rates of accuracy on the CalCAP® did not differ across groups. Across the three
groups, there were no differences in performance comparing week 4 to baseline
on any of the ten tasks. The only difference was that mean reaction time
decreased at week 4 compared to baseline for the entire sample on one simple
reaction task (F(1) =9.05, p=.004). Based on these findings, it appears that 1)
neither MPH, BPR or PBO helped to reduce attentional ADHD symptoms in a
methadone-maintained population and/or 2) the CalCAP® is not sensitive
enough to pick up such differences in this population. Supported by NIDA
Grants RO1 DA11444 and K02 00465
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A.C. Brooks, J. Nevid, E. Aharonovich and E.V. Nunes, Columbia University,
New York, New York State Psychiatric Institute, New York, and St. John’s
University, Queens, NY

ROLE OF BASELINE PREDICTORS, PATIENT PARTICIPATION, AND OUTCOME
IN COGNITIVE-BEHAVIORAL THERAPY WITH DEPRESSED COCAINE USERS:
A MEDITATIONAL MODEL

Engagement in cognitive-behavioral therapy predicts improved outcome, and
that baseline patient variables (age, race, etc.) also predict outcome.  We tested
the hypothesis that engagement (psychotherapy attendance and homework
participation) mediates the relationship of patient variables to cocaine use in a
sample of depressed, cocaine-dependent individuals in a randomized trial of
desipramine vs. placebo. Method: Outpatients (N = 105) meeting DSM-III-R
criteria for cocaine dependence and Major Depression or Dysthymia
participated in 14 weeks of a randomized trial of desipramine.  Cocaine use was
assessed by weekly self-report and urinalysis; patient engagement variables
(attendance and homework participation) were assessed from chart review and
Therapy Adherence Checklists, and patient predictor variables were assessed
with the ASI. Results were analyzed with hierarchical linear regression.
Results:  There were no main effects of medication status on proportion of
urine-confirmed cocaine abstinent samples (UCA) over time, although
medication did predict mood response at 12-weeks (Exp(B)=2.19, p=.046, 95%
CI 1.01-4.73).  Homework participation (B = 0.306, t = 2.46, p = 0.017) and
therapy attendance (B = 0.34, t = 3.65, p < 0.000) predicted improved cocaine
outcomes; baseline cocaine severity (B = 0.14, t = 2.01, p = 0.047) and
successful treatment history (B = 0.14, t= 2.01, p = 0.048) predicted therapy
attendance as well as cocaine outcomes.  Mediational tests ruled out
psychotherapy attendance as a mediator of baseline predictors on cocaine
outcomes. Conclusions:  Results indicate that patients with increased
attendance and homework participation had significantly better cocaine
outcomes than less engaged patients, and that baseline patient predictors were
significant predictors of cocaine abstinence as well.  However, these baseline
predictors do not exert their effects through increased compliance with and
engagement in behavioral psychotherapy as measured in this study. Supported
by NIDA Grants P50DA09236 and K0DA00288.
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R.K. Brooner, M.S. Kidorf, V.L. King, K.B. Stoller, K.J. Neufeld and J. Peirce,
Johns Hopkins University School of Medicine, Baltimore, MD

COMPARING ADAPTIVE “STEPPED CARE” METHADONE TREATMENT
APPROACHES WITH STANDARD METHADONE TREATMENT WITH AND
WITHOUT VOUCHER-BASED MONETARY INCENTIVES

Behavioral reinforcement is associated with reduced drug use and improved
patient adherence in opioid -dependent patients but the current emphasis on
monetary voucher-based incentives may limit use in drug abuse treatment
settings. A promising alternative was developed that uses a systematic set of
behavioral contingencies without monetary vouchers to motivate patients to
improve adherence to a comprehensive and sometimes intensive adaptive
stepped care treatment approach (motivated stepped care-MSC). The present
study compares MSC with and without voucher incentives for drug-negative
urine specimens to standard methadone treatment with and without the same
monetary incentives.  A 2 x 2 factorial design compares the independent and
combined efficacy of MSC with and without continent vouchers versus routine
methadone treatment with and without contingent vouchers (CVI). Participants
(n=236) were randomly assigned to one of four 6-month randomized treatment
conditions (MSC+CVI; MSC Only, ROUTINE+CVI, once per week counseling
with vouchers, or ROUTINE Only, once per week counseling without
vouchers); all groups were followed for at least 6 months following transfer to
standard care. Mean age of the sample was 38 years, about half are female
(46%). Rates of positive urine specimens were lower during randomized care
for all three conditions compared to the Routine Only control group (Any
Positive: MSC+: 49%, MSC Only: 56%, ROUTINE+CVI: 56%, ROUTINE
Only: 72%; p=.001). No significant differences were observed for retention
over 12-months (MSC+: 48%, MSC Only: 41%; ROUTINE+CVI: 60%,
ROUTINE Only: 48%). Data will be presented on treatment response of
randomized groups following transfer to routine care at the end of randomized
treatment. These findings show generally good and comparable responses to the
MSC only and ROUTINE+CVI only conditions, indicating successful use of
behavioral reinforcement (MSC Only) without reliance on monetary-vouchers.
The addition of voucher reinforcement to the MSC group (MSC+) was
associated with modest improvement in overall treatment response compared to
MSC Only and the remaining study conditions.
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L.S. Brown, S. Kritz, J. Rotrosen, J. Goldsmith and J. Robinson, Addiction
Research and Treatment Corporation, Brooklyn, New York University Medical
Center, New York, NY, University of Cincinnati Medical Center Cincinnati, OH
and Nathan Kline Institute, Orangeburg, NY

CHARACTERISTICS OF SCREENING, EVALUATION, AND TREATMENT OF
HIV/AIDS, HEPATITIS C VIRAL INFECTION, AND SEXUALLY
TRANSMITTED INFECTIONS IN SUBSTANCE ABUSE TREATMENT PROGRAMS

In the United States, abusers of illicit drugs, particularly heroin and cocaine,
will largely sustain the epidemics of HIV/AIDS, hepatitis C, and sexually
transmitted infections. Therefore, substance abuse treatment programs present a
major intervention point in stemming these epidemics. The National Institute on
Drug Abuse has instituted the National Drug Abuse Treatment Clinical Trials
Network (NIDA CTN), which has sponsored this study, “Infections and
Substance Abuse” (NIDA CTN-0012) to examine these three infection groups
from the perspective of administrators and clinicians working in substance
abuse treatment programs in the context of the state health and substance abuse
departments within which these programs operate.  The NIDA CTN has over
100 Community Treatment Programs (CTPs) with over 300 discreet substance
abuse treatment programs in 17 nodes across the US.  Three surveys were
developed; one for substance abuse treatment program administrators, one for
clinicians, and one for state health and substance abuse department
administrators. These surveys looked at service availability, government
mandates, funding, and other key elements involved in evaluating and caring
for patients in each of the three infection groups. Completed surveys were
obtained from 265 administrators, and 1720 clinicians from substance abuse
treatment programs in the NIDA CTN.  At the state level completed surveys
were returned by administrators from 48 states and the District of Columbia.
This will allow for an examination of the associations between the activities at
substance abuse treatment programs and the states within which they are
located in dealing with the three infection groups. This information can then be
used to inform public policy to encourage “best practices” in treating these
epidemic infections.
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R.W. Brown, M.K. Perna, K.J. Smith, A.M. Maple and J.R. Pauly, East
Tennessee State University, Johnson City, TN and University of Kentucky,
Lexington, KY

NICOTINE SENSITIZATION IN A RODENT MODEL OF PSYCHOSIS: A
COMPARISON OF ADULT AND ADOLESCENT RATS

Past data from this laboratory has demonstrated that neonatal quinpirole
(dopamine D2 agonist) treatment produces long-term dopamine D2 receptor
priming that persists into adulthood. There were two experiments in this study
designed to analyze nicotine sensitization in both adolescent and adult animals
utilizing the D2-priming model of psychosis. In Experiment 1, the offspring of
four male-female breeder pairs were administered one daily i.p. injection of
quinpirole (1 mg/kg) or saline from postnatal days 1-21 (P1-21) and raised to
adolescence. Beginning on P31 all animals were administered one  i.p. injection
of 0.5 mg/kg free base nicotine tartarate every other day for three weeks.
Results showed that animals administered nicotine demonstrated locomotor
sensitization compared to controls.  D2-primed rats did not demonstrate the
typical nicotine-induced hypoactivity early in training as controls administered
nicotine, but demonstrated equivalent levels of sensitization as compared to
controls administered nicotine. Additionally, D2-primed rats given saline over
the three week sensitization period also demonstrated a significant increase in
activity compared to controls, but lower levels of activity as compared to
animals administered nicotine. In Experiment 2, a different group of Sprague-
dawley rats were given the identical neonatal drug treatment as in Experiment 1
but raised to adulthood (P60). Both D2-primed and control animals
administered nicotine demonstrated hypoactivity early in training, but D2-
primed rats demonstrated significantly more robust sensitization than controls
administered nicotine by the end of sensitization training. We hypothesize that
this suggests that individuals diagnosed with disorders related to dopaminergic
hyperactivity, such as schizophrenia, may be more likely to use nicotine due to
increased dopaminergic activity produced by exposure to nicotine. An
investigation is currently underway to analyze changes in receptor binding
through autoradiography.
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A.W. Bruijnzeel, B. Lewis, L.K. Bajpai, D.M. Dennis, T.E. Morey and M.S.
Gold, College of Medicine, University of Florida, Gainesville, FL

DEPRESSIVE-LIKE BEHAVIOR ASSOCIATED WITH PRECIPITATED AND
SPONTANEOUS FENTANYL WITHDRAWAL IN RATS

Fentanyl is a specific mu-opioid receptor agonist that is used as preanesthetic
medication, supplement in general anesthesia, and as analgesic for the treatment
of severe chronic pain. During the last decade there has been a strong increase
in the use of fentanyl for the treatment of chronic pain, and evidence from
coroners indicates that there is a steady increase in the illicit use of fentanyl.
Cessation of chronic administration of drugs may result in a withdrawal
syndrome that is specific for the class of drug used. It is hypothesized here that
antagonism of opioid receptors in fentanyl dependent rats or cessation of
fentanyl administration results in somatic withdrawal signs and depressive-like
behavior. An intracranial self-stimulation paradigm was used to provide a
measure of brain reward function. Somatic signs were recorded from a checklist
of opioid abstinence signs. Previous studies have shown that withdrawal from
drugs of abuse results in an elevation of brain reward thresholds, which is
indicative of a depressive-like state. We show here that injections of the non-
selective opioid receptor antagonist naloxone (0.003 - 0.03 mg/kg,
subcutaneously) resulted in a dose-dependent increase in somatic withdrawal
signs and dose-dependently elevated brain reward thresholds in rats chronically
treated with fentanyl (1.2 mg/kg/day fentanyl citrate salt for 14 days via
osmotic minipump; plasma free fentanyl levels were approximately 16.2 ng/ml,
n =8) while having no effect in saline-treated controls (n=7). In addition, abrupt
cessation of fentanyl administration, as induced by minipump removal, resulted
in a time-dependent increase in somatic withdrawal signs and a time-dependent
elevation of brain reward thresholds. These results indicate that withdrawal
from fentanyl is associated with somatic and depressive-like signs that may
provide motivation for the continuation of fentanyl use. Successful treatment of
fentanyl dependence in humans may require novel acute and protracted
treatment strategies.
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R.C. Bruntz, J. Zhu, S. Apparsundaram and L.P. Dwoskin, University of
Kentucky, Lexington, KY

NICOTINE INCREASES DOPAMINE TRANSPORTER FUNCTION AND CELL
SURFACE EXPRESSION IN RAT PREFRONTAL CORTEX

Previous studies show that systemic nicotine increases dopamine (DA)
clearance via a nicotinic receptor-mediated mechanism in rat medial prefrontal
cortex and striatum in vivo (Middleton et al., 2004), and that nicotine inhibits
amphetamine-induced reverse transport of DA by the DA transporter (DAT) in
rat prefrontal cortex (PFC), but not in nucleus accumbens or striatal slices
(Drew et al., 2000).  These results suggest that nicotine modulates DAT
function.  In the current study, the effect of acute nicotine on DAT function and
trafficking in PFC and striatum was determined using kinetic analysis of [3H]
DA uptake and cell surface biotinylation and Western blot analysis.    Thirty
min after  acute nicotine  (0.8 mg/kg, free base, sc),  a 47%  increase  in
maximal  velocity (Vmax) of [3H]DA uptake in PFC compared to the saline-
control group  (3.49 ± 0.7 and 1.86 ± 0.2 pmol/min/mg, respectively) was
found; whereas the Km was not different (14.4 ± 1.5 and 12.4 ± 2.4 nM,
respectively).  The increase in Vmax induced by nicotine was not observed in
PFC 24 hr after injection.  Thirty min after acute nicotine, the maximal number
of [3H]WIN 35,428 binding sites (Bmax) in PFC was not different between
nicotine and saline-control groups (434 ± 4.1 and 474 ± 4.1 fmol/mg protein,
respectively), suggesting that the nicotine-induced increase in DA uptake was
not due to an increase in total DAT protein.  Moreover, a 32% increase in DAT
expression at the cell surface in PFC 30 min after acute nicotine as compared to
the saline-control group was found.  These results suggest that the increase in
Vmax for [3H]DA uptake after acute nicotine was due to an increase in cell
surface DAT expression in PFC. In contrast, no between-group differences for
[3H]DA uptake or [3H]WIN 35,428 binding were found in striatum, suggesting
a brain-region specific effect.  Thus, the current results demonstrate that
nicotine-induced enhancement of DA clearance in PFC may be due to an
increase in DAT cell surface expression.  Supported by DA00399 and
DA17548.
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K. Bucholz, J. Grant, J. Scherrer, A. Duncan B. Waterman and T. Jacob,
Washington University School of Medicine, Saint Louis University School of
Public Health, WRS LLC, St. Louis, MO and Palo Alto VA Health Care
Services, Menlo Park, CA

DRUG USE IN OFFSPRING OF DRUG-DEPENDENT AND UNAFFECTED TWIN
FATHERS

An offspring-of-twins (OOT) study provides insight into genetic and
environment interplay by permitting contrasts of  offspring  cross-classified by
high, moderate and low genetic (HG, MG, LG)  and high and low
environmental (HE-LE)  risks. Offspring with an affected parent who is a twin
(whether identical (MZ) or fraternal (DZ)) are HG-HE; offspring with an
unaffected parent with an affected  MZ cotwin  are HG-LE or for  DZ twins,
MG-LE; and those with an unaffected twin parent with an unaffected co-twin
are LG-LE.  Findings from a recent OOT study with  alcohol dependent (AD)
and non AD twin fathers indicated that  LE moderated risk for offspring AD.
Whether similar findings would be obtained with a  more severe phenotype was
investigated in an OOT with drug-dependent (DD) and non-DD twin fathers.
Included were 839 offspring of 488 twin fathers; 411 were classified as HG-
HE, 138 HG-LE, 121 MG-LE, and 169 LG-LE.  Mean offspring age was 23;
HG-HE were younger (p<.03); % female (49%) was similar.  Significantly
elevated rates of AD, of nicotine dependence (ND), and higher mean symptom
counts for ND and alcohol abuse were observed for HG and MG groups
compared to controls; HG and MG were similar.  In contrast,  despite
significantly  elevated  Odds Ratios for MJ initiation, escalation, and polydrug
use among  HG and MG  vs. controls,  HG offspring, whether HE or LE,  had
more MJ dependence symptoms (.67,.51 v .21) and MJ dependence (OR: HG-
HE 9.2 (95%ci 2.2-39.8); HG-LE: 4.7 (.94-23.0) than MG offspring and
controls.  The divergence of the HG groups from their MG and LG counterparts
for  more severe MJ outcomes will be informed by pending follow-up data  to
ensure delayed onset does not explain the finding. However, these data do not
confirm the mitigating influence of environment and suggest paternal severity
as a possible explanation.   Supported by DA14363, DA14632, AA12640,
AA11822, AA11667, AA11998
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W.M. Burdon, N.P. Messina and M.L. Prendergast, University of California,
Los Angeles, CA

DIFFERENTIAL PREDICTORS OF RETURN-TO-CUSTODY AMONG MALE AND
FEMALE PAROLEES FROM PRISON-BASED THERAPEUTIC COMMUNITY
SUBSTANCE ABUSE PROGRAMS

The purpose of this study is to determine differential predictors of recidivism
among male and female parolees from prison-based therapeutic community
(TC) substance abuse programs (SAPs). California’s initiative to provide TC
treatment to state prison inmates is the largest of its kind in the nation, if not the
world. It also represents the largest effort to date to provide TC treatment to
females inmates. Previously, most prison-based TC treatment programs treated
only male inmates, and thus have yielded findings that might be considered
male-specific. This study seeks to separately identify and then compare factors
that predict 12-month return-to-custody rates for male and female parolees from
prison-based TC SAPs. Intake assessment data was collected on selected
demographic, psychosocial, substance use, and criminal history variables from
25,981 inmates (16,505 males and 9,476 females) entering 18 prison-based TC
SAPs in California as part of a 5-year process evaluation of these programs.
Returned-to-custody (RTC) data on parolees was obtained from the Offender
Based Information System (OBIS) maintained by the California Department of
Corrections (CDC). Preliminary analyses indicated that female inmates were
returned to custody within 12-months of release at significantly lower rates than
male inmates (16% and 27%, respectively). However, this was due primarily to
a significant difference in RTC rates between all female parolees and male
parolees from higher-security male prisons (16% and 43%, respectively).
Separate logistic regression analyses will be performed to determine if
predictors of 12-month RTC among male parolees (and specifically among
high-security male parolees) differ from predictors of 12-month RTC among
female parolees from prison-based TC SAPs. The results of this study may
provide valuable information for treatment providers with respect to developing
curriculums that more directly address the unique needs of both male and
female inmates in these programs.
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J.A. Burleson, Y. Kaminer, D.B. Goldston and R. Haberek, University of
Connecticut Health Center, Farmington, CT and Duke University Child and
Family Study Center, Durham, NC

SUICIDAL IDEATION AMONG ALCOHOL-USE DISORDERED ADOLESCENTS IN
TREATMENT AND AFTERCARE

Alcohol and other substance use disorders (AOSUD) are risk factors for
suicidal behavior in adolescence, but the interrelationship and treatment
implications remain elusive. Objectives: to assess the magnitude and course of
suicidal ideation during outpatient treatment and aftercare for adolescent
AOSUD, a curriculum not addressing suicidal behavior. Methods: One hundred
sixty-nine adolescents meeting DSM-IV alcohol-related disorders and
eligibility criteria, including no past 30-day suicidal behavior, participated in a
study consisting of nine weekly sessions of outpatient, group cognitive-
behavioral therapy, followed by 12 weeks of aftercare. Treatment completers
were randomized into one of three aftercare conditions: (1) No-Active
Aftercare, as well as psychotherapeutic interventions  (2) In-Person, or by (3)
Telephone. Within the assessment battery, the Suicide Ideational Questionnaire
(SIQ-JR Form HS) was administered at Baseline (BL); End of Treatment (ET),
and End of Aftercare (EA). A revised SIQ scale was created reflecting the log-
transformed mean frequency of suicidal ideation (FSI). Results: Completion
rate of treatment was 78% at EOT, and 77% of those at EA. The BL, ET and
EA FSI scales were all significantly associated (average r = .65, p < .001).
While neither age nor subsequently assigned Aftercare Condition was
associated with BL FSI, gender was, with females higher on ideation. Youth
retained at ET showed a trend toward higher BL FSI, but retention at EA was
not significantly associated with BL or ET FSI. A trend toward an overall
decrease in FSI was seen from ET to EA. Most significantly, from ET to EA,
Individual and Telephone Aftercare groups showed a collective significant
decrease in FSI, while the No-Active Aftercare group showed no change.
Conclusions: Active aftercare appears to decrease frequency of suicidal ideation
relative to no aftercare. Decreases in AOSUD may play a role in the decrease in
suicidal ideation. More research into the association of suicide ideation and
adolescent AOSUD is warranted. Supported by NIAAA grants AA012187
-01A2 and K24 AA013442-02.
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L. Burns and F. Leri, Pain Therapeutics Inc., South San Francisco, CA and
University of Guelph, Guelph, Canada

ULTRA-LOW-DOSE NALTREXONE ATTENUATES THE REWARDING POTENCY
OF OXYCODONE AND DECREASES VULNERABILITY TO RELAPSE IN RATS

Ultra-low-dose opioid antagonists have been shown to enhance opioid analgesia
and alleviate opioid tolerance and dependence. This work assessed the potential
for abuse of OxytrexTM (oxycodone + ultra-low-dose naltrexone) relative to
oxycodone alone in rats.  Experiments included IV self-administration on both
fixed-ratio and progressive-ratio schedules, tests of reinstatement of drug-
seeking after periods of abstinence and a test of locomotor sensitization. During
self-administration on fixed-ratio requirements, ultra-low-dose naltrexone
(NTX) at 1 pg/kg/inf combined with oxycodone (OXY) at 0.1 mg/kg/inf
enhanced OXY self-administration, suggesting a decreased rewarding potency
of the combination. Slightly higher NTX doses (10 and 100 pg/kg/infusion) did
not alter OXY self-administration.  However, during reinstatement, all groups
of animals that had self-administered OXY+NTX showed significant reductions
in drug-seeking precipitated by priming injections of OXY (0.25 mg/kg, SC) or
by foot-shock stress.  During self-administration on the progressive-ratio (PR)
schedule, animals that self-administered 0.1 mg/kg/inf OXY+1 pg/kg/inf NTX
showed reduced responding within and between sessions and reached a
“breakpoint” sooner compared to rats that self-administered OXY alone.
Finally, in the test of locomotor sensitization, co-treatment with NTX (10
pg/kg) enhanced both the acute stimulatory effect on locomotion and the
sensitization of locomotor activity after repeated injections of OXY (1 mg/kg).
In summary, ultra-low-dose NTX enhanced oxycodone-induced locomotor
stimulation and sensitization just as it enhances oxycodone analgesia and
alleviates analgesic tolerance to oxycodone.  Yet, while augmenting the
locomotor and analgesic effects of oxycodone, ultra-low-dose NTX co-
treatment may also effectively lessen oxycodone’s abuse potential by reducing
its rewarding properties and subsequent vulnerability to relapse.
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A.M. Burrows, G.F. Guerin and N.E. Goeders, Louisiana State University
Health Science Center, Shreveport, LA

EFFECTS OF LOW DOSES OF CP-154,526 AND KETOCONAZOLE ON
COCAINE SELF-ADMINISTRATION IN RATS

Previous studies from our laboratory have shown that the CRH receptor
antagonist CP-154,526 and the corticosterone synthesis inhibitor, ketoconazole,
significantly lower ongoing cocaine self-administration in rats.  The current
experiment takes advantage of the potential beneficial effects of these
compounds while minimizing their adverse effects.  Adult male Wistar rats
were trained to respond under a 2-hour multiple, alternating schedule of food
reinforcement and cocaine self-administration (fixed-ratio 4) during alternating
15-min periods.  Prior to testing, the rats were exposed to multiple saline
substitution and food extinction probes.  On test days, rats were pretreated 30
minutes prior to the start of the behavioral session with CP-154,526 or
ketoconazole.  The effective (i.e., doses that reduce cocaine self-administration
by at least 50%) and ineffective (i.e., doses that reduce cocaine self-
administration by less than 10%) doses of each drug were determined
individually for each rat at the 0.25 mg/kg/inf dose of cocaine, and the
appropriate combinations of ineffective doses of the two drugs were tested.
The doses of the test drugs ranged from 10-60 mg/kg, IP for CP-154,526 and
from 25-200 mg/kg, IP for ketoconazole.  The same combination of doses was
then tested with 0.125 and 0.5 mg/kg/inf of cocaine.  Cocaine self-
administration was significantly decreased, and in some cases almost
eliminated, following pretreatment with the effective doses alone and
combinations of the ineffective doses of these drugs, except at the highest dose
of cocaine tested.  In addition, food-maintained responding was not
significantly affected. These data suggest that combination pharmacotherapy
using drugs targeting the HPA axis may prove to be a valuable adjunct in the
treatment of cocaine addiction with a decreased incidence of unwanted side
effects.  Supported by USPHS grant DA06013 from the National Institute on
Drug Abuse.
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M. Burstein, C. Stanger, and J. Kamon, University of Vermont, South
Burlington, VT

PARENT GENDER MODERATES RELATIONS BETWEEN PARENT
PSYCHOPATHOLOGY, PARENTING, AND CHILD PSYCHOPATHOLOGY IN
SUBSTANCE-ABUSING FAMILIES

Child behavioral and emotional problems predict later substance use and abuse.
Parent psychopathology and negative parenting are predictors of child problems
in substance abusing families. However, the way in which parent
psychopathology and negative parenting impact child problems may differ
according to the gender of the substance-abusing parent. Participants included
242 parents receiving treatment for substance dependence who took part in a
study of the effects of parent substance abuse on a range of child outcomes.
Parent Internalizing, Parent Externalizing, and Negative Parenting composite
variables were computed by standardizing then summing subscales from the
Beck Depression Inventory, the Brief Symptom Inventory, and the Alabama
Parenting Questionnaire.  We used CBCL Internalizing and Externalizing
broad-band syndromes as child outcome variables. Pearson correlations among
the parent variables and child outcomes showed that all 3 parent variables were
significant predictors of Child Internalizing and Child Externalizing.  Structural
equation modeling was used to estimate a series of models and test whether
relations between parental psychopathology, negative parenting, and child
psychopathology varied by parent gender.  The Gender Specific Model showed
the best fit.  This model indicates that parent internalizing problems are not an
independent predictor of negative parenting or child psychopathology once
relations among parent psychopathology are controlled.  The model also
suggests that direct relations between parent externalizing problems and child
internalizing and externalizing problems are similar for substance-abusing
mothers and fathers.  In contrast, negative parenting mediates relations between
parent externalizing problems and child psychopathology only among
substance-abusing mothers.  Findings that these relations differ across parent
genders can inform prevention and/or treatment with substance-abusing
mothers and fathers. Supported by NIDA DA10821 and F31DA017999.
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G.D. Busse, A. Verendeev, J. Jones and A.L. Riley, Medical University of South
Carolina, Charleston, SC and  American University, Washington, DC

ALCOHOL DOES NOT POTENTIATE THE AVERSIVENESS OF COCAINE
WITHIN THE CONDITIONED TASTE AVERSION DESIGN

We have recently reported that alcohol attenuates the rewarding effects of
cocaine within the place conditioning design (Prog. Neuropsychopharm. Bio.
Psychiatry, 28:149-155). Although the basis for this effect is unknown, alcohol
may attenuate cocaine reward by potentiating its aversive effects. To directly
examine this possibility, the present study assessed the effects of alcohol on
cocaine-induced taste aversions under conditions identical to those in which
alcohol attenuated cocaine place preferences. Specifically, 40 male Sprague-
Dawley rats were given 20-min access to a novel saccharin solution followed
immediately by an injection (IP) of vehicle, 0.5 g/kg alcohol, 30 mg/kg cocaine
or the cocaine/alcohol combination. On the following day, animals were given
20-min access to water to recover. This procedure continued until subjects
completed four conditioning/recovery cycles. On the day following the final
water-recovery session, subjects were given 20-min access to saccharin in a
final one-bottle aversion test. Vehicle-treated subjects increased saccharin
consumption over trials. Relative to vehicle-treated subjects, animals
administered cocaine displayed a significant reduction in saccharin
consumption on Trials 2, 3, 4 and on the Aversion Test. Although consuming
greater amounts than cocaine-injected subjects, alcohol-treated animals also
showed significant reductions in saccharin consumption on Trials 3, 4 and on
the Aversion Test. Animals given the cocaine/alcohol combination significantly
reduced saccharin consumption, as well, although this reduction was not
different than that displayed by cocaine-treated animals. As such, alcohol did
not affect the aversiveness of cocaine despite its own ability to reduce saccharin
consumption. These data are not consistent with the position that alcohol’s
attenuating effects on cocaine-induced place preferences are a function of
changes in the aversiveness of cocaine. This work was supported in part by a
grant from the Mellon Foundation to ALR.
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I. Bustamante, C.F. Ríos-Bedoya and J.C. Anthony, University Cayetano
Heredia Peruana, Lima, Peru, Johns Hopkins University, Baltimore, MD and
Michigan State University, East Lansing, MI

A MULTIVARIATE LOOK AT DRUG-DEALING AMONG MULTI-PROBLEM
MALE YOUTHS IN THE US, CY2003

BACKGROUND & AIM: In a companion report, we conducted latent class
analyses       (LCA) to extend a SAMHSA report on female youths, in which
drug dealing (DD) and other conduct problems (CP) were studied 1-by-1. Here,
we complement the study of drug dealing among females with LCA on male
DD in the context of other conduct problems. METHODS: Data are from public
use files of NSDUH2003; 9,308 12-17 yr old community-dwelling males were
sampled and answered standardized questions on six recently active CP: serious
fighting (SF), group-fighting (GF), serious attack on others (SA), stealing
something worth > $50 (S$50), dealing illegal drugs (DD), carrying handguns
(CH). RESULTS: LCA analyses, via LatentGold software, disclosed a four-
class best-fitting solution, with two low prevalence drug dealing classes. An
estimated 3% of males were in a ‘multi-problem’ class, within which all of the
listed CP were quite common. Within this class, 66% were drug dealing;
corresponding estimates were: SF & GF, 93%; SA, 82%; S$50, 68%; CH, 62%.
DD also occurred in an ‘intermediate’ multi-problem class (comprising 5% of
all males), with the following CP frequency estimates: DD, 47%; SF, 36%; GF,
44%; S$50, 29%; CH, 28%. An estimated 18% of males were members of a
‘fighting’ class; and an estimated 74% were in a ‘minimal problems’ class;
within these two classes, fighting occurred, but other CP were rare.
DISCUSSION: Whereas we found drug dealing among female youths in the US
to be concentrated within a single rare ‘multi-problem’ subgroup (1.4% of
females), among males we find DD to be prevalent within two somewhat larger
subgroups (3% & 5% of males, respectively). The male-female difference is of
scientific interest and has some public health implications, as does the multi-
problem context of youthful drug dealing by both males and females.
SUPPORT: NIDA D43TW005819, T32 DA07292, K05DA015799, MSU
research funds.
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E.R. Butelman and M.J. Kreek, The Rockefeller University, New York, NY

EFFECTS OF NON-PEPTIDIC, PERIPHERALLY SELECTIVE KAPPA-OPIOID
AGONISTS AGAINST TOPICAL CAPSAICIN-INDUCED ALLODYNIA IN
PRIMATES

Topical capsaicin (0.004 M; 15 min exposure) produces thermal allodynia in
rhesus monkeys (e.g., against normally non-noxious thermal stimuli, 38 or 42
degrees C), in the warm water tail withdrawal procedure. This allodynia may be
caused by activation of vanilloid VR1 (or TRPV1) receptors in epidermal
tissues. This model of thermal allodynia may therefore be used to study
potential peripherally-mediated effects of opioid agonists. Peripherally selective
opioid agonists are of interest as potential pharmacotherapeutic approaches that
could result in analgesia/anti-allodynia in the absence of undesirable centrally-
mediated effects. These studies focused on the anti-allodynic effects of non-
peptidic, peripherally selective kappa-opioid agonists (ICI204,448 [0.1-1
mg/kg; s.c.] and fedotozine [0.32-1 mg/kg; s.c.]). ICI204,448 only produced a
slight anti-allodynic effect against the 38 degree thermal stimulus (n=4).
Fedotozine produced a slightly more robust, dose-dependent anti-allodynic
effect against this stimulus, in the absence of observable sedation (a common
undesirable effect of centrally penetrating kappa-agonists). However, neither
compound, up to the largest dose administered, caused robust anti-allodynia
against the more intense thermal stimulus, 42 degrees C. It is unknown whether
the anti-allodynic effects of a peripherally selective kappa-agonist could be
potentiated by small doses of other anti-allodynic agents. An ineffective dose of
fedotozine (0.32 mg/kg) was therefore co-administered with an ineffective dose
of the peripherally selective mu-opioid agonist, loperamide (0.1 mg/kg). This
combination resulted in partial anti-allodynia against both 38 and 42 degree
thermal stimuli. Overall, the studies suggest that these peripherally-selective
kappa-agonists may have limited effectiveness in this model. However, a
desirable peripheral kappa-opioid anti-allodynic effect may be enhanced with
low doses of a peripherally selective mu-opioid, in the relative absence of
potential undesirable effects. Funded by NIH-NIDA grants DA11113 (ERB),
DA05130 and DA00049 (MJK).
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D.A. Bux, Jr., J. Morgenstern, E. Labouvie, T. Morgan and K. Blanchard,
Columbia University and Columbia University College of Physicians and
Surgeons, New York, NY and Rutgers University, New Brunswick, NJ

THE ROLE OF THERAPEUTIC ALLIANCE IN ALCOHOL AND DRUG ABUSE
TREATMENT OUTCOME

The effects of the therapeutic alliance on substance abuse treatment outcome
has been an understudied aspect of treatment process. We examined the relation
between therapeutic alliance and outcome in a sample of 252 outpatient drug
and alcohol abusers. Measures included four observer ratings of treatment
sessions (the Vanderbilt Therapeutic Alliance Scale; an adaptation of the
Motivational Interviewing Skill Code developed specifically to assess therapist
empathy; the Working Alliance Inventory; and the Project MATCH Therapist
Rating Scale). Additionally, client ratings of alliance were collected using the
Helping Relationship Questionnaire. Individual counseling was provided in one
of three treatment conditions (high- and low-standardization CBT, and 12-step
treatment), determined randomly as part of a treatment dissemination trial.
Additionally, counseling took place in one of three treatment programs
distinguished by level of intensity of other services (partial hospital, intensive
outpatient, or standard outpatient), according to baseline problem severity. CBT
generally tended to be associated with higher observer, but not client, ratings of
alliance. Treatment condition was not associated with outcome. Observer
ratings of alliance had little or no relationship to either retention or outcome;
however, client-reported alliance had a relatively strong and consistent
relationship to session attendance and to outcome among participants receiving
stand-alone outpatient counseling. Among participants who received counseling
in the context of partial hospital or intensive outpatient treatment, self-reported
alliance was associated only with session attendance, but not with substance use
outcomes. Secondary analyses examined measure subscale associations with
outcome, as well as the relationships among subscales of client-reported and
observer-rated  alliance. The apparent interaction of treatment setting with
client-reported alliance on treatment outcome may indicate that individual
counseling variables are diluted when embedded in intensive outpatient
treatment. Implications for assessment of therapeutic alliance in substance
abuse are discussed.
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J.L. Cadet, W. Better, K. Tate and R.I. Herning, NIH/NIDA Intramural
Research Program, Baltimore, MD

IMPACT OF ASPD DIATHESES ON THE EEG PROFILES OF CHRONIC
COCAINE AND MARIJUANA ABUSERS

EEG abnormalities have been documented with chronic cocaine and marijuana
abusers.  Antisocial personality disorder (ASPD) is often a co-morbid in
patients with substance abuse disorders.  As a first step towards identifying
possible relationships between EEG bands and ASPD  in cocaine and marijuana
abusers, we recorded the resting eyes-closed  EEG of 40 (28 male, 12 female)
abstinent chronic cocaine abusers, 58 (41 male, 17 female) chronic marijuana
abusers and 51  control subjects (27 male, 24 female).  The EEG evaluation of
the substance abusers occurred within 72 hours of admission to the inpatient
research unit.  Control subjects were tested as outpatients.  Each group was
further subdivided by the number of distinct lifetime ASPD symptoms (low: 0
-2, medium 3-5, high: 6-8).  A three minute period of resting EEG was recorded
from eight electrodes ( F3, C3, P3, O1,  F4, C4, P4, and O2,).  The artifacted
EEG was converted to six frequency bands (delta, theta, alpha1, alpha2, beta1
and beta2) using a fast Fourier transform.  In addition to the EEG changes
specific to the drug groups, the main effect for ASPD was significant for alpha2
(p < 0.021) and beta2 (p < 0.016) power. For both alpha2 and beta2, the ASPD
medium and high groups had significantly lower power than the ASPD low
group.  These observations suggest that state-specific neuronal dysfunctions in
ASPD patients might facilitate potential ill effects of cocaine an marijuana on
the electrophysiology of the brain.
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M.E. Cain, D.J. Stairs, R.W. Brown and M.T. Bardo, Kansas State University,
Manhattan, KS, University of Kentucky, Lexington, KY and East Tennessee
State, Memphis, TN

ROLE OF THE CENTRAL NUCLEUS OF THE AMYGDALA IN ENRICHMENT-
INDUCED CHANGES OF RAT AMPHETAMINE SELF-ADMINISTRATION

Previous research has demonstrated that rats reared in an isolated environment
self-administer more amphetamine at low unit doses than rats reared in an
enriched environment. The current studies sought to determine if the ACe
contributes to the differential responding of EC and IC rats. For both
experiments, male Sprague-Dawley rats arrived at 21 days of age and were
placed in either an enriched condition (EC) with social cohorts and novel
objects or an isolated condition (IC) without cohorts or objects. In Experiment
1, at approximately 60 days of age, EC (n=6) and IC (n=6) brains were
removed and prepared for Golgi staining. EC rats demonstrated a significant
increase of dendritic length and spine density in the ACe compared to IC rats.
In Experiment 2, at approximately 51 days of age, EC (n=7) and IC rats (n=7)
were implanted with a chronic indwelling jugular catheter and bilateral cannula
aimed at the ACe. Following recovery, rats were trained to self-administer
intravenous d-amphetamine (0.03 mg/kg/infusion) on a FR-1 schedule in 60-
min daily sessions.  After reaching stable responding, the dose of amphetamine
was gradually reduced across sessions (0.03, 0.01, 0.003, and 0
mg/kg/infusion). At each unit dose, rats were infused bilaterally with either the
GABAa agonist muscimol to temporarily inactivate the ACe or phosphate
buffered saline, counterbalanced across sessions. IC rats self-administered more
amphetamine than EC rats at low unit doses in the absence of muscimol.
Inactivation of the ACe attenuated responding in IC rats at the 0.01 and 0.003
mg/kg/infusion doses and during saline substitution, while inactivation
attenuated responding in the EC rats only at the 0.01 mg/kg/infusion dose.
These studies suggest that environmental enrichment enhances neuronal
connectivity within the ACe, and this morphological change may contribute to
the decrease in responding for amphetamine observed following enrichment.
Supported by: USPHS grants F32 DA16013 and R01 DA12964.
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C. Callahan Meeks, S. Bradford, A. Ben Abdallah and L.B. Cottler, Washington
University School of Medicine, St. Louis, MO

CHANGE IN HIGH-RISK SEXUAL BEHAVIORS BETWEEN COMMUNITY AND
COURT-RECRUITED FEMALE COCAINE USERS IN ST. LOUIS

Drug courts were established in the late 1980’s to manage a burgeoning growth
in drug related arrests in the U.S.  HIV prevention intervention efforts aligned
with drug court participation have the potential to influence recalcitrant
behaviors including high-risk sex and drug use. Program modalities include
linking negative consequences with the behavior and simultaneously providing
education and support for behavior change. Women from the St. Louis Female
Diversion Court were recruited to supplement an existing NIDA-funded
community-based HIV prevention intervention trial. The present study
compared the NIDA standard intervention to a condition including the standard
intervention plus four peer-delivered educational sessions using a pre-post
design. The present analyses compares four-month changes in sexual behaviors
among court (CT: N=365) and community (COMM: N=104) recruited cocaine-
using women.  Baseline demographic data indicated CT women compared to
COMM were younger (36 vs. 39 years of age), less likely to be African
American (70% vs. 91%), undereducated (29% vs. 46%), and more likely to
report lifetime history of sex trading (74% vs. 41%). Proportional tests
indicated few statistically significant group differences by condition at follow-
up; however, both groups reduced high-risk sexual behaviors. Based on
comparisons of community vs. court-referred women, both groups reduced
(CT=27%, COMM=17%) or quit (CT=21%, COMM=15%) sex trading
behaviors, and maintained low or reduced the overall number of sex partners
(CT=70%, COMM=72%).  Sexually active women increased their condom use
(CT=12%, COMM=9%). Findings suggest that even the highest risk cocaine-
using and sex trading women are willing to initiate healthier sexual behaviors to
reduce their risk of HIV.  Additional studies regarding maintenance of these
behaviors are forthcoming and reinforce the need to examine longer term
trends. (DA11622).
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D.A. Calsyn, J.A. Malcy and A.J. Saxon, VA Puget Sound HCS, University of
Washington School of Medicine, Seattle, WA and VA Medical Center,
Martinsburg, WV

NATURAL HISTORY OF SLOW TAPER ATTEMPTS FROM METHADONE
MAINTENANCE TREATMENT

Objectives: Since its inception controversy has existed as to whether opioid
agonist treatment should be indefinite or whether clients should taper off
medication after a period of stabilization.  Longitudinal studies indicated most
patients were not able to taper off successfully, and the majority of those who
did relapsed to opiate use within one year.  Little is known, however, about
patient tapering efforts within a treatment environment that is supportive of
both indefinite agonist treatment and medication tapering in the rehabilitated
patient who desires it.  Methods: All records of patients receiving agonist
treatment at the VA PSHCS since 1997 (n=216) were reviewed.  Patients
(n=30, 13.9%[all male]) who had 1) received at least six months of agonist
treatment and 2) started a slow medication taper scheduled to last a minimum of
120 days were included in the study. Results: No patient successfully
completed tapering during the study period, although one patient completed an
AMA detoxification after his approved taper was stopped due to recent drug
use.  This patient was re-addicted and readmitted within one year.  Three
(10%) were continuing on their taper at study’s end.  Four patients (13.3%)
successfully switched to buprenorphine, which had become an interim goal.
None of these have tapered off buprenorphine.  One patient transferred to
another program,  one was administratively discharged for fighting, and one
had his taper stopped for mishandling of take home doses.  The remaining 20
(66.7%) patients stopped their tapers for the following reasons: feeling
unstable/withdrawal symptoms (n=4, 13.3%), drug use/positive U/A (n=12,
40%), psychiatric instability (n=3, 10%), pain management (n=1, 3.3%).
Conclusion:  Tapering off opioid agonist treatment is very difficult.  Patients
attempting tapers should be informed about the difficulty and monitored closely
for signs of instability.
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N.A. Camal, S.L. McCrary, M.S. Fague and L.B. Cottler, Washington
University School of Medicine, St. Louis, MO

PERCEPTIONS OF HARM AMONG MDMA USERS BY DSM ABUSE AND
DEPENDENCE STATUS

This study examines perceptions of harm among MDMA users who meet
criteria for MDMA dependence, abuse, and neither.  In the NIDA-funded
TriCity Study of Club Drug Use, Abuse/Dependence, 298 St. Louis MDMA
users were interviewed.  Eligibility criteria included using “Ecstasy” more than
5+ times lifetime and at least once/ past 12 months.  The Club Drug Substance
Abuse Module (SAM) assessed abuse/dependence criteria for alcohol and 13
categories of drugs.  Among MDMA users, 53% met adopted criteria for
MDMA dependence, 16% met adopted criteria for abuse.  Alcohol and
cannabis dependence were highest among MDMA dependent users and lowest
among persons without MDMA dependence.  The Washington University Risk
Behavior Assessment for Club Drug Users (WU-RBA-CD) obtained
information on perceptions of harm.  Eighteen harm statements were scored on
a Likert scale, from not dangerous at all to extremely dangerous.  Statements
included club drug and other use frequency and route of administration
behaviors, other behaviors involving driving or seat belt use, and unprotected
sex, skydiving and carrying a loaded gun.  Not dangerous at all and a little bit
dangerous were grouped together and labeled “not very dangerous”; very
dangerous and extremely dangerous were grouped together and labeled “most
dangerous”.  All 18 statements were considered either dangerous or most
dangerous by at least 50%, with at least 60% choosing “most dangerous” for 13
statements.  From 5%- 93%, regardless of abuse/dependence status, reported
harm.  Items with a high perception of harm included: smoking crack for a
month (94%), injecting drugs (93%), and unprotected sex (85%).  Items rarely
considered harmful included: smoking marijuana weekly for a month (88%),
bungee jumping (47%) and skydiving (45%).  No significant differences in
harm perceptions were found among users.  Data will be adjusted by age and
factor analyzed.  A better understanding of MDMA users is needed in order to
design prevention programs, harm reduction models and substance abuse
treatment programs that meet the needs of this population and take into
consideration their perceived harm.
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O. Campollo, R. Ruiz and R. Chavez Lopez, University of Guadalajara and
Antiguo Hospital Civil de Guadalajara, México

CONTENT ANALYSIS OF ALCOHOL MESSAGES IN MEXICAN TV SOAP
OPERAS

The role and influence mass media have on people’s behavior is subject of great
debate.We studied and nalyzed the presence of messages and images related or
involving alcohol and alcohol drinking in mexican T.V. soap operas. We
performed content analysis identifiying alcoholic messages (images, written
and spoken word). We analyzed for categories such as place of  consumption,
invitation to drink, image of alcoholic beverages, type of beverage, motivation
to drink, characters involved, drunkenness, characters drunk, consequences of
drinking. We analyzed two soap operas, each one from one of the two major
mexican television corporations. RESULTS.There were alcohol messages in 80
% of the chapters analyzed. We found 49 units of context where there was an
image or a written or spoken mention of  alcohol. Over half of those scenes
were in a house (51%) and of those 56 % were in the living room with
moderate drinking. In 46 % of the cases the beverage was in contact with the
character.The most frequent spirits were: whiskey, tequila, red wine and
champagne. Beer appeared in 8 % of the cases. The most frequent motivation to
drink were social meetings (49 %), not including parties or celebrations (8%)
and romantic scenes (6%).Written or spoken alcohol messages were found in
35 % of the scenes. In most of the scenes (75%) there were no negative
consequences of alcohol drinking. In 12 % of the scenes alcohol was associated
with agression but only in those cases with excess drinking. Of the different
characters 67-69 % were shown as moderate consumers. CONCLUSIONS.
Alcohol consumption is shown most frequently within a social context and with
celebrations and involves both adult men and women. Light and moderate
consumption is shown in the household context and associated with the well-off
social class. Alcohol abuse is shown in public places and is asociated with
lower social classes and involves more commonly the  "traitor" character or the
victim. It is worrysome that there were no messages on the negative
consequences of alcohol drinking. Mass media alcohol messages should be
further investigated as should their role in the prevention or perpetuation of
alcoholism.
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L.H. Caris, K.M. Bohnert, R.D. Hines and J.C. Anthony, University of Chile de
Santiago, Santiago, Chile and Michigan State University, East Lansing, MI

INCIDENT CASES OF CRACK USE IN THE UNITED STATES, 2002-2003

BACKGROUND: The National Survey on Drug Use and Health (NSDUH)
indicates relatively stable prevalence of recent cocaine use: e.g., an estimated
2.3 million U.S. community residents (1.0%) were recently active cocaine users
in CY2003; an estimated 600,000 used crack. Estimated risk of becoming a
crack user shows more marked fluctuations. Nonetheless, newly incident crack
use can be studied.  AIM: To understand who is becoming a newly incident
crack-smoker in 2003; to illuminate subgroup variation in risk of initiating
crack use. METHODS: Just-released NSDUH public use data show 68 newly
incident crack-smokers identified among 55,230 community-dwelling
participants. Contingency table analyses and multiple regression models with
Taylor series linearization for variance estimates form the basis for
analysis/estimation. RESULTS: We find that the 68 sampled newly incident
crack users project out to roughly 100,000 newly incident users in U.S.
communities. There is no excess risk associated with being male, but 18-20
year olds are at higher risk. Residents of smaller (e.g., rural) communities are at
slightly lower risk, as compared to city dwelling peers. Scores on the NSDUH
index of serious mental illness are elevated among the newly incident crack
users. DISCUSSION: Epidemiological analysis discloses useful  patterns of
subgroup variation in risk of starting to smoke crack in 2003. In our discussion,
we will compare and contrast CY2003 data on the newest users of crack-
cocaine versus the newest users of other drugs (esp. ecstasy,
methamphetamine).  Supported by NIDA/FIC awards R03TW005692;
K05DA015799.
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D. Carise, A. Camilleri, A.T. McLellan and G. Woody, Treatment Research
Institute and University of Pennsylvania, Philadelphia, PA

CHANGES IN OXYCONTIN® USE AMONG TREATMENT SEEKERS: DATA
FROM THE DENS STUDY

Introduction:  OxyContin®, the brand name for oxycodone hydrochloride, is
prescribed for the management of moderate-severe pain.  The media has
portrayed OxyContin® as more severe and addictive than other opiates, as
attracting drug-naïve individuals, and as increasing in abuse. Methods:  We
evaluated these assertions using data from the Drug Evaluation Network
System (DENS), an ongoing electronic system used to collect information from
people presenting for substance abuse treatment. Results:  Since 2001 DENS
has collected data on prescription drug use/abuse from 27,825 patients entering
treatment programs across the US.  Here we report prevalence and describe
users/abusers and change over time. We categorized “abusers” as those patients
who reported using OxyContin® to “get a buzz or get high” (84% of all users).
Prevalence – We found that 5% of the total sample reported some use of
OxyContin® (n=1,397) and 2%  (n=562) reported use in the past 30 days, 15%
of those using every day and 31% using only 1 or 2 days.  Who are the
Abusers?  Abusers were on average 9 years younger than non-abusers.
Additionally, a greater percentage of users in the age groups 18-25 and 26-35
abused OxyContin® (95% & 90% respectively) whereas users in the older age
groups were less likely be abusers (78% for those age 36 to 45, and 62% for
those age 46 & older).  Women were slightly more likely to have OxyContin®
prescribed (25 vs. 20%, p<.05) and men were slightly more likely to use it to
get high (87% vs. 83%, p<.05).Change over time – We found a slight increase
in the percent of patients who reported using OxyContin® over the 4 years
reported; 2% reported use in 2001, 4% in 2002, 5% in 2003 and  6.4% reported
use in 2004. Conclusions: A meaningful but small minority of patients reported
OxyContin® use or abuse.  Its use appears to be increasing in this sample of
treatment seekers but there is no indication that OxyContin® abusers are more
likely to be drug-naïve.
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K.A. Carlson and N.E. Goeders, Louisiana State University, Shreveport, LA

EFFECTS OF CP-154,526 ON COCAINE AND METHAMPHETAMINE
CONDITIONED PLACE PREFERENCE IN ADOLESCENT RATS

Conditioned place preference (CPP) is an animal model of drug reward. While
numerous studies have shown its utility in adults, few studies have been
conducted in younger animals. Our first aim was to determine if CPP can be
reliably used in adolescent rats. Since the HPA axis plays a role in stimulant
abuse in adults, we also determined if corticotrophin-releasing factor (CRF)
plays a role in the abuse potential of cocaine and methamphetamine in
adolescent animals.  Adolescent male Wistar rats (48-55 days old) were placed
in a CPP box (79 x 21 x 41 cm, Plexiglas) that had 2 distinctly different
chambers. Initially rats were placed in the apparatus for 30 min and allowed to
roam freely.  The rats were then randomly divided into 10 groups and
conditioned for 4 days by pretreating them (10 min) with either saline (1 ml/kg,
ip), methamphetamine (0.5 or 1 mg/kg, ip) or cocaine (10 or 20 mg/kg, ip) on
alternate days and then confining them in one compartment of the apparatus for
30 min to pair with cocaine or methamphetamine and the other to pair with
saline.  On the final test day, the rats were injected with either vehicle or CP
-154,526, a CRF1 receptor antagonist (10 mg/kg, ip), 30 min before testing.
Rats were then placed in the apparatus and allowed to roam freely.  Both the
time spent in each compartment and the total number of entries were recorded
during habituation and the final test day. The rats will be retested at day 100.
CPP was induced during adolescence with both 10 and 20 mg/kg cocaine.  The
lower dose of methamphetamine (0.5 mg/kg) did not induce CPP whereas 1.0
mg/kg did.  CP-154,526 attenuated the increase in drug-induced CPP for 20
mg/kg cocaine and 1 mg/kg methamphetamine. These data indicate that CPP
may be an indicator of abuse potential in adolescent animals as well as in
adults. Furthermore, the CRH1 receptor may play a role in the rewarding
effects of stimulants in adolescent animals. Supported by USHPS grants
DA06013, DA13463 and DA07311 from the National Institute on Drug Abuse.
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C.M. Carpenedo, M. Needham, T.W. Knealing, K.B. Kolodner, C.J. Wong and
K. Silverman, Johns Hopkins University School of Medicine, Baltimore, MD

PROFESSIONAL DEMEANOR OF CHRONICALLY UNEMPLOYED COCAINE-
DEPENDENT METHADONE PATIENTS IN A THERAPEUTIC WORKPLACE

Many unemployed drug-dependent adults periodically obtain jobs, but have
difficulty maintaining employment over extended periods of time.  Little is
known about why these individuals seem incapable at maintaining employment.
The purpose of this study is to assess the extent to which unemployed users of
illicit drugs display unprofessional behavior in an employment setting that
might limit their success in the workplace.  This research was conducted in a
Therapeutic Workplace, a model employment-based treatment program for
chronically unemployed adults who have long-histories of illicit drug use.
Unemployed adults (n=53) enrolled in methadone treatment in Baltimore City,
who met DSM criteria for opiate and cocaine dependence, and who continued
to use cocaine during methadone treatment were hired to work as data entry
trainees in the Therapeutic Workplace for 4 hours every weekday for 7 months.
The Therapeutic Workplace included reinforcement for productive behaviors,
and feedback and penalties for unprofessional behaviors.  This study examined
the frequency of undesirable workplace behaviors.  About 10 percent of
participants slept frequently at their desks, a behavior that was inversely related
to the number of correct characters typed per hour (r = -0.64; p < 0.001) and
typing earnings (r = -0.62; p < 0.001), and directly related to the number of
incorrect characters per hour (r = 0.59; p < 0.001).  One third of participants
used vulgar language or communicated unprofessionally; behaviors that were
related (r = 0.573, p < 0.001 and r = 0.575, p < 0.001, respectively) to increases
in severe behavior incidents that resulted in dismissal from work for the day.
Thus, many of these individuals engaged in behaviors that would be
unacceptable in community workplaces and might jeopardize their
employment.  These results suggest that employment interventions for
chronically unemployed drug-dependent adults may need to include programs
designed to improve and maintain professional behavior on the job.
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K.A. Carrigan and L.A. Dykstra, University of North Carolina at Chapel Hill,
Chapel Hill, NC

DELETION OF THE NR1 SUBUNIT OF THE N-METHYL-D-ASPARTAT
GLUTAMATE RECEPTOR DISRUPTS
COCAINE-CONDITIONED PLACE PREFERENCE

Cocaine is a potent reinforcer and readily induces a conditioned place
preference (CPP) in various animal species. Recently, the NMDA glutamate
system has been implicated in the conditioned effects of cocaine. However, the
exact role of the NMDA receptor in cocaine CPP remains unclear. The aim of
the present study was to further examine the involvement of the NMDA
receptor system in the conditioned effects of cocaine using a genetic approach.
Mice possessing a deletion in the essential NR1 subunit of the NMDA receptor
gene (NR1 KO) and their wildtype littermates (NR1 WT) were preconditioned
in a place preference apparatus consisting of a neutral center compartment and
two distinctive conditioning compartments. During conditioning, NR1 KO and
WT mice received 3, 5, and 10 pairings of cocaine (5 or 10 mg/kg, sc) and
saline and one of the conditioning compartments on alternating days. On each
test day, mice were given access to all compartments and time spent in the
cocaine-paired compartment was compared to time spent during
preconditioning to determine cocaine CPP. The results show that NR1 KO mice
fail to demonstrate a significant CPP at either dose of cocaine even after 10
cocaine and conditioning compartment pairings. The present results
demonstrate that NR1 deletion disrupts the development of cocaine conditioned
place preference and suggest that NMDA glutamate may be crucial for learning
to associate environmental stimuli with cocaine exposure. Supported by R01-
DA02749 (LAD).
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F.I. Carroll, G.T. Pollard and J.L. Howard, Research Triangle Institute, Research
Triangle Park, NC and Howard Assoc., LLC, Research Triangle Park, NC

THE KAPPA OPIOID RECEPTOR-SELECTIVE ANTAGONIST JDTIC IS ACTIVE
IN THE FORCED-SWIM TEST IN RATS

JDTic is a potent kappa opioid receptor selective antagonist in the [35S]GTP-
gamma-S in vitro functional test [Thomas et al., J. Med. Chem. 46, 3127–3137
(2003)]. In addition, JDTic is a potent kappa opioid receptor agonist in mouse
antinociception produced by enadoline by either subcutaneous or oral routes,
monkey antinociception produced by U50,488 and rat diuresis following
administration of U50,488 [Carroll et al., Mol. Pharmacol., 501, 111–119
(2004)]. In this study, JDTic, the reference kappa antagonist nor-BNI (both at
0.3, 1, 3, or 10 mg/kg injected s.c. 23 hours before) or the standard
antidepressant desipramine (5.6, 10, or 17 mg/kg injected i.p. 23, 5, and 1 hour
before) were tested in the rat forced swim assay of Porsolt. Relative to vehicle,
JDTic at the three lower doses reduced immobility; 10 mg/kg did not, which
suggests that this dose was beyond the target range. nor-BNI at the three higher
doses and desipramine at all doses also reduced immobility. One week after the
first test, the rats were retested without injections. Relative to vehicle, JDTic at
the two highest doses reduced immobility, and nor-BNI showed a trend toward
reduction. The results indicate that JDTic may have clinical antidepressant
activity and that the effect could persist for at least one week after a single dose.
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P. Carroll, E. Disney, J. Peirce, V. King, M. Kidorf and R. Brooner, Johns
Hopkins University, Baltimore, MD

COMPARING PSYCHIATRIC AND SUBSTANCE-USE PROBLEMS IN
UNTREATED OPIOID-DEPENDENT SYRINGE EXCHANGE PARTICIPANTS TO
METHADONE TREATMENT SEEKERS

Opioid-dependent injection drug users in community syringe exchange
programs (SEPs) have high rates of other psychiatric disorders compared to
general population estimates.  The present study compares the rate of other
psychiatric disorder in a community syringe exchange to opioid-dependent
patients entering ambulatory drug abuse treatment including methadone.
Participants were recruited from the Baltimore Needle Exchange Program
(BNEP; n = 370) and the Addiction Treatment Services (ATS; n = 82) between
November 1999 and July 2002.  BNEP participants completed the SCID for
DSM-IV and the ASI 5th edition during the first week of study enrollment;
these data were collected as part of a larger ongoing study of interventions to
motivate drug abuse treatment seeking in out-of-treatment syringe exchangers.
The SCID and ASI were administered to the ATS sample about 3 weeks
following their admission to the treatment program.  Prevalence rates of
psychiatric comorbidity were similar across study groups (Any Current Axis I
Disorder: SEP 17% vs. ATS 19%, NS) and no group differences were found for
specific categories of psychiatric disorder (e.g., mood disorder: BNEP 12% vs.
ATS 13%, NS).  In contrast, significant group differences were found for
prevalence of substance use disorders other than opioids.  The BNEP group had
higher rates of current Alcohol Dependence (BNEP 36% vs. ATS 23%, p= .05)
and Cocaine Dependence (BNEP 67% vs. ATS 46%, p= .001). The BNEP also
reported more days in the past month of cocaine use (14.2 vs. 8.3 days,
respectively, p < .001); differences in alcohol use were not significant but in the
expected direction (BNEP 8.3 days vs. ATS 6.7 days). The BNEP appears to be
attracting a subset of injection drug users with a more severe spectrum of drug
use problems compared to non-syringe exchangers entering drug abuse
treatment.  These findings emphasize the importance of developing more
extensive interventions in community-based syringe exchanges to motivate
people to seek and enroll in drug abuse treatment.
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L.P. Carter, M.A. Hague, W. Koek and C.P. France, University of Texas Health
Science Center at San Antonio, San Antonio, TX

LACK OF BEHAVIORAL EFFECTS FOLLOWING ICV ADMINISTRATION OF
GBL AND 1,4-BDL IN RATS

Gamma-hydroxybutyrate (GHB) precursors gamma-butyrolactone (GBL) and
1,4-butanediol (1,4-BDL) are used recreationally and in research, often as a
substitute for GHB; however, these three compounds differ markedly in their
potency and duration of action. Likewise, the gamma-aminobutyric acid-B
receptor agonist baclofen shares some, but not all, effects with GHB.
Differences among these compounds might be due to variations in
pharmacokinetics and brain penetration. The aim of these studies was to
compare the potency of GHB, baclofen, GBL, and 1,4-BDL to decrease
schedule-controlled behavior following peripheral (ip) and central (icv)
administration in male Sprague-Dawley rats responding under a fixed ratio
schedule of food presentation. All drugs dose-dependently decreased
responding when given ip (mg/kg); however, only GHB and baclofen did so
when given icv (µg/2µl). GHB was 279.5 (160.9, 485.6) times more potent
[mean (95% confidence limits)] icv than ip. The potency ratio of baclofen and
GHB was similar by the two routes of administration with baclofen being 158.7
(25.8, 975.9) and 134.7 (102.7, 176.6) times more potent than GHB, icv and ip,
respectively. GBL and 1,4-BDL did not affect responding when given icv, up to
doses 10 times greater than those that would be predicted to be active from the
ip/icv potency ratio of GHB. These studies suggest that the conversion of GBL
and 1,4-BDL to GHB does not occur in brain. Consequently, the greater
potency of GBL than GHB after ip administration can not be explained by
enhanced brain penetration of GBL and may be due to additional effects of
GBL that are independent of its conversion to GHB. To the extent that GHB is
able to readily cross the blood-brain barrier, the penetration of baclofen appears
to be comparable, as evidenced by the similar potency ratio to GHB when given
ip and icv.
This work is supported by USPHS Grants DA14986 (CPF) and DA15692 (WK)
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J.M. Caster, Q.D. Walker and C.M. Kuhn, Duke University Medical Center,
Durham, NC

ENHANCED BEHAVIORAL PROFILE IN ADOLESCENTS, BUT NOT ADULTS,
FOLLOWING CUMULATIVE DOSE COCAINE ADMINISTRATION

Adolescence is considered to be a critical period for drug addiction in humans
as most lifelong drug addiction is initiated during this developmental period.
Our laboratory previously observed that adolescent animals display an
exaggerated behavioral response to cocaine when it is administered in a
cumulative dose response curve (5, 10, 25 mg/kg).  This regimen mimics a
common pattern of binge administration in humans.  Following the third and
highest dose (25 mg/kg), adolescent animals engaged more frequently in fixed
stereotypies but did not have higher brain or plasma concentrations of cocaine.
In order to determine if adolescent animals were displaying a form of within
session sensitization, we treated male rats post natal days (PN) 28, 42, and 65
with either an escalating dose binge of cocaine (5, 10, 25 mg/kg) or a single
injection of 25 or 40 mg/kg in order to model the highest dose and cumulative
exposures, respectively.  A single injection of either 25 or 40 mg/kg induced
stereotypies with concurrent locomotion in rats of all ages.  The frequency of
stereotypies was slightly less following a single injection of 25 mg/kg, but did
not vary significantly between a cumulative dose and a single injection of 40
mg/kg in adults.  However, “binge” treatment of animals PN 28 produced a
significantly greater frequency of fixed stereotypies compared to a single acute
injection of 25 or 40 mg/kg cocaine.  This suggests that adolescent animals
undergo a form of sensitization that is dependent upon dose and duration of
exposure rather than brain cocaine levels.  These findings suggest that
adolescents exhibit a unique plasticity within the developing dopamine (DA)
systems in response to binge treatment with psychostimulants.  Such a response
could produce altered reward sensitivity to addictive drugs, and thus represent a
possible developmental vulnerability to the progression from initial drug taking
to compulsive drug use.
Supported by NIDA grant DA 09079, DA 019114
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T.M. Cederlind and C.E. Johanson, Wayne State University, Detroit, MI

BACLOFEN DOES NOT ATTENUATE THE PHYSIOLOGICAL OR SUBJECTIVE
EFFECTS OF ORAL METHAMPHETAMINE IN HUMANS

Methamphetamine (MA) abuse is on the rise in the US.  However, there are no
pharmacological strategies for its treatment.  Human laboratory assessments are
an efficient strategy for testing the potential of new medications prior to the
initiation of expensive clinical trials.  The present laboratory study was
designed to evaluate whether baclofen could attenuate the subjective and
physiological effects of MA.  Twelve recreational stimulant users were
recruited, and each completed the following 12 conditions on separate sessions
in a randomized and counterbalanced order:  Four doses of MA (0, 5, 10, 20
mg) and 3 doses of baclofen (0, 20, 40 mg).  All drugs were administered
orally, with baclofen administered 30 minutes prior to MA.  Participants filled
out subjective effect questionnaires every 30 minutes after initial capsule
administration for 6 hours.  These questionnaires included the Addiction
Research Center Inventory (ARCI), the Profile of Mood States (POMS), and a
series of Visual Analogue Scales (VAS).  Heart rate and blood pressure were
also measured at the same time.  When compared to placebo, the 20 mg MA
dose significantly increased ratings of Vigor, Elation, Friendliness, Arousal,
and Positive Mood on the POMS; increased ratings of LSD, BG and A and
decreased ratings of PCAG on the ARCI; increased ratings of High and
Stimulated and decreased rating of Sedated, Tired, Calm, Mellow and Relaxed
on the VAS.  Both heart rate and systolic blood pressure were dose-dependently
increased.  All doses of baclofen alone failed to significantly alter ratings on
any of the subjective effects measures.  When baclofen was given prior to MA
administration, no dose of baclofen significantly altered the effects produced by
MA.  Given that baclofen did not produce significant changes in subjective
effects, future studies will be necessary to determine if higher doses of baclofen
can attenuate MA subjective and physiological effects.  (Supported by NIH F31
DA017515 and Joe Young, Sr. funds from the State of Michigan.)
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S.D. Ceperich, K.S. Ingersoll and T. Olds, Virginia Commonwealth University,
Richmond, VA

COLLEGE STUDENTS’ PERCEPTIONS OF ALCOHOL, MARIJUANA AND
SEXUAL ACTIVITY:  FORMATIVE RESEARCH USING FOCUS GROUPS

Among college students, rates of binge drinking have remained high for the
past decade despite increased prevention efforts.  In addition, marijuana use is
increasing, and unprotected sex is commonplace.  We used a formative research
approach to identify the relationships between alcohol, marijuana and sexual
behavior, and how drug use affects relational factors and sexual behaviors, in
preparation for intervention development studies. We conducted four focus
groups; participants were students who were sexually active and drank alcohol
at a mid-sized urban university.  44 female students aged 18-25 participated in
one of four 90-minute focus groups (n=9-13).  33 (75%) were White, 8 (18%)
were Black, 2 (5%) were Latina, 1 (2%) was Asian Indian. Groups were
conducted by two experienced facilitators and a recorder who took process
notes for each group. All had graduate level training in qualitative
methodology.  One facilitated discussion while the other wrote responses on
flip charts with the recorder providing a summary, process notations, and
notable quotes for each question.  Two investigators independently grouped all
data into theme categories and reviewed them until reaching consensus.  They
were: 1) Women were more concerned about pregnancy than sexually
transmitted diseases because “STD’s can be treated.”  2) Alcohol and drug use
affects contraceptive behaviors with most women more likely to have
unprotected sex when using drugs and alcohol. 3) The level of relationship
influenced birth control practice, especially condom use, which was more likely
with a new partner. 4) Women drank for the purpose of getting drunk and had
mistaken ideas about tolerance and what constituted binge drinking.  Data from
two focus groups of college men will be added.  Methods, themes and
prototypical and outlier quotes will be provided.  Preliminary conclusions are
that binge drinking is normative and underestimated by college women,
marijuana is often used in combination with alcohol, unprotected sex is more
likely when alcohol and drugs are used, and qualities of the relationship affect
safer sex decisions.

107

Y.F. Chan, H.D. Chilcoat and J.C. Anthony, Johns Hopkins University
Bloomberg School of Public Health, Baltimore, MD and Michigan State
University College of Human Medicine, East Lansing, MI

DRUG USE, CHILDHOOD AGGRESSION AND RISK OF REPEATING VIOLENT
OFFENSES

Background: Drug use and aggression signal increased risk of violent behavior.
Prior research has focused on single violent events, and has not addressed the
recurrent nature of violent behavior. In this report, we use recently developed
statistical approaches to test the link between early drug use and aggression
with recurrent violent events and compare findings using this approach to
standard methods for single events. Methods: Longitudinal data from a sample
of 2166 urban youths followed from first grade to young adulthood were
analyzed using survival analysis for recurrent events, as well as time to first
event. Early drug use was defined by youths’ self-report as initiating illegal
drug use before age 13. Occurrence of violent events was ascertained through
juvenile justice adjudication records until youths had passed their 18th birthday.
Results: 732 violence-related adjudication records were found, which
corresponded to 320 (14.8%) of the 2166 participants. Childhood aggression
was associated with both first violent offense and recurrent violent offenses
over time even after holding demographic characteristics, drug use, family and
peer relations constant in the analysis. Although early drug use was associated
with time to first violent offense, the association between drug use and
recurrent violent offending was attenuated. Conclusions: Childhood aggression
signaled high risk of both initiating and repeating violent offenses at a level
above and beyond the influence of all of other factors combined.  This newly
developed statistical approach identified differences in association of early drug
use with initiation versus recurrence of violent offending, suggesting
differential impact of drug use on stages of violent offending. Supported by
CDC: R49 CCR318627; NIDA: DA09897, DA04392, DA11952,
K05DA015799, and NIMH: MH38725
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K. Chandler-Ezell, L. Hoffer, T. Ridenour, W. Reich, S. McCrary and L.
Cottler, Washington University School of Medicine, St. Louis, MO and
Pennsylvania State University, State College, PA

INHALANT USE, PRACTICES, AND PERCEPTIONS:  HOW ACCURATELY DO
HEALTH PROFESSIONALS PERCEIVE WHAT INHALANT USERS DO?

Few studies have investigated the practices and perceptions of inhalant drug
users.  Inhalants are unique from other classes of drugs in several fundamental
ways.  Hence, our goal was to conduct exploratory research to clarify (a)
inhalant users’ experiences, practices, and motivations for use and (b) the
etiological factors in inhalant use. We hypothesized that users and health
professionals have different perceptions.  Five focus groups were conducted as
part of the NIDA-funded “Inhalant Abuse and Dependence” Study: three with
inhalant users (n=12) and two with healthcare providers (HPs) from drug abuse,
child psychiatric, and pediatric settings (n=12).  Content and theme analyses
utilizing Atlas.ti revealed both differences and similarities between users and
HPs.  Users revealed details of use patterns (how used, amount, frequency,
setting), inhalants used, subjective effects (onset, duration, come-down,
experiences, adverse effects), symptoms, and perceptions of use.  For example,
users perceived inhalants as fast-acting and easy to use.  They also felt that
inhalants are “not real” drugs, perceiving them as less dangerous than “real
drugs.” HPs described their perceptions of inhalant practices and their
experiences with inhalant abusers, including adverse effects, symptoms, access,
young age of onset, and lack of ability to diagnose until serious adverse effects
occurred.   Comparison between HPs and users revealed gaps in treatment
access and knowledge of effects and use patterns.  Users and HPs both
described a lack of treatment for inhalant use and treatment difficulties caused
by lack of knowledge, easy access, and underestimation of dangers. HPs
emphasized the unknown extent of damage from inhalants, particularly of brain
damage in still-developing youth. Users mentioned “killing brain cells” and
“feeling stupid” after inhalant use, but demonstrated little concern over long
term damage. Results indicated (a) a general neglect of the seriousness of
inhalant use and abuse, (b) implications for prevention and treatment, and (c)
need for greater education of health professionals regarding the dangers of
inhalant use.
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M.C. Chawarski, M. Mazlan and R.S. Schottenfeld, Yale University School of
Medicine, New Haven, CT and Substance Abuse Center, Muar, Malaysia

TREATMENT RESPONSE AND CLINICAL CORRELATES OF IDU AND HIV
AMONG HEROIN ADDICTS IN MALAYSIA

Background:  Injection drug use (IDU) and HIV are prevalent and interrelated
among heroin users in Malaysia and may affect treatment response.  Methods:
We evaluated the prevalence of IDU and HIV and compared baseline
characteristics and treatment response of patients with lifetime IDU (IDU) and
no history of IDU (IDU-) and HIV+ and HIV- patients entering a clinical trial
evaluating drug counseling (DC) only and DC combined with buprenorphine or
naltrexone maintenance.  Results: At treatment entry, 106/148 patients reported
current IDU, and 26/148 tested HIV+; 69/106 65% of IDU+ patients reported
injection drug use within the past 30 days.  Patients of Malay (vs. Chinese)
ethnicity are more likely to be IDU+ (79% vs. 58%, p<0.05).  IDU+ patients
have higher prevalence of HIV (28% vs. 6%, p<0.05), Hepatitis B (6% vs. 3%,
ns) Hepatitis C (92% vs. 84%, ns), and PTB (19% vs. 13%, ns).  Among IDU+
patients, 43% (46/106) also reported ever sharing needles during their lifetime
and 17% (18/106) report having a steady sharing partner.  IDU+ patients also
reported higher prevalence of sexual risk behaviors and other drug use:  35%
(37/106) vs. 19% (8/42) reported having sex with a partner that is not their
steady sex partner; 19% (20/106) vs. 7% (3/42) report never using condom
while having sex; 56% vs. 31% report marijuana use.  Retention averaged 81
vs. 84 days and during treatment proportion of opiate-negative urine tests was
67% vs. 71% for IDU+ vs. IDU-.  HIV+ patients had better retention (87 vs. 80
days, ns) and higher percentage of opiate-negative tests (84 vs. 66%, p<.05),
compared to HIV- patients. Conclusions:  Lifetime IDU is associated with
higher rates of HIV risk behaviors related to both drug use and sexual risks and
results in increased prevalence of HIV and other infectious diseases.
Nonetheless, the intensive substance abuse treatment provided in Malaysia is
similarly efficacious for both IDU+ and IDU- patients, and treatment response
is better for HIV+ vs. HIV- patients.  Supported by: R01 DA14718 and K24
DA00445
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L.J. Cheatwood, G.F. Guerin and N.E. Goeders, Louisiana State University,
Health Science Center, Shreveport, LA

EFFECTS OF HOUSING CONDITIONS DURING EXTINCTION ON THE
CONDITIONED CUE-INDUCED REINSTATEMENT OF EXTINGUISHED
COCAINE-SEEKING IN RATS

Previous research has shown that cues associated with drug self-administration
play a role in drug seeking and relapse in both humans and rats.  This
experiment was conducted to determine the effects of various environments on
relapse and cocaine seeking.  Adult male Wistar rats were implanted with
jugular catheters and trained to self-administer cocaine (0.25 mg/kg/inf) during
daily 2-hour sessions.  The illumination of a stimulus light above the active
lever indicated drug availability.  During training, cocaine infusions were
paired with the presentation of a tone and the illumination of a house light.
Once a stable baseline of cocaine self-administration was observed (i.e., three
consecutive days of stable responding with at least 10 days at FR4), rats were
placed into one of five different extinction conditions for 14 days each.  Rats in
group one were left in their home cage and not placed in the self-administration
chambers.  Rats in the second group were placed into a novel cage without
exposure to the self-administration chambers.  In the third group, rats were once
again placed into a novel cage, but this time a toy was added to the cage.  In the
fourth group, rats were placed in the self-administration chambers for 2-hour
sessions and were presented with the stimulus lights illuminated above the
levers, but the levers were not extended.  In the fifth group, rats were also
placed into the self-administration chambers for 2-hour sessions with the lever
lights illuminated and levers withdrawn.  In this condition, however, the house
light and tone compound stimulus was presented every five minutes.  After the
two-week assignment to the various conditions, behavioral reinstatement began.
During reinstatement, the stimulus light was illuminated and responding on the
active lever resulted in the presentation of the tone and house light compound
stimulus, but no cocaine was administered.  Responses on the active lever
during reinstatement were considered an index of cocaine-seeking behavior.
Rats placed in both groups 1 and 5 showed cocaine-seeking behavior that was
half of that of the other conditions during reinstatement.  An understanding of
these environmental effects could aid in better understanding addictive behavior
as well as the development of future therapies for cocaine relapse in humans.
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X. Chen, E.B. Geller, M.S. Deitz, T.J. Rogers and M.W. Adler, Temple
University School of Medicine, Philadelphia, PA

SDF-1 ANTAGONIZES DAMGO-INDUCED ANTINOCICEPTION VIA THE
CHEMOKINE RECEPTOR CXCR4

Cross-desensitization between the mu, delta or kappa opioid receptors and the
receptor for SDF-1/CXCL12 in the regulation of antinociception has been
reported  in rats.  The present experiments were designed to determine whether
this action was effected through the chemokine receptor CXCR4 and whether
blocking this receptor would affect the desensitization by SDF-1 on
antinociception induced by the mu opioid receptor agonist DAMGO.  The SDF
-1 antagonist, H4626, polyphemusin II-derived peptide (T40), was administered
in doses of 1 to 1000 ng/µl, and the cold water tail-flick test was used as an
antinociceptive index.  The results showed that (1) the SDF-1 antagonist itself
has no effect in this range;  (2) SDF-1 (100 ng) can reduce the antinociception
induced by the mu opioid receptor agonist DAMGO (400 ng); and (3) when the
SDF-1 antagonist is given 15 min before the injection of SDF-1 at 100 ng/µl,
there is no effect on antinociception induced by the mu opioid receptor agonist
DAMGO (400 ng).  These results confirm that SDF-1 blocks the
antinociception induced by DAMGO via CXCR4 receptors expressed in the
brain. (Supported by NIDA Grants DA 06650, DA 13429, DA 16544 and DA
14230)
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C.Y. Chen and C.L. Storr, National Health Research Institutes, Taipei, Taiwan
and Johns Hopkins University, Baltimore, MD

YOUTHFUL DRUG INVOLVEMENT AND HEALTH-RELATED QUALITY OF LIFE
IN TAIWAN

Aim: To date most of the studies relating psychoactive drug use to health status
have focused on adult samples recruited from clinics or hospitals. In this study,
we extend this focus to adolescent samples in the community, and estimate the
extent to which adolescent alcohol, tobacco, and/or betel nut use is related to
health-related quality of life. Methods: A total of 2,935 adolescents were
identified from the 2001 National Health Interview Survey (NHIS) conducted
in Taiwan. Questions inquired about recent drug use defined as the past 30 day
use of cigarette, betel nut, and alcohol consumption of five or more drinks in
the past 30 days. Health-related quality of life was assessed over a four-week
period prior to the interview via the Chinese adaptation of the Medical
Outcome Study SF-36 scales. Linear regression models and the Generalized
Linear Model with Generalized Estimating Equations (GLM/GEE) were used to
estimate the relationships, with adjustment for possible confounders. Results:
Adolescents with recent alcohol, tobacco, or betel nut use tended to have a
poorer health-related quality of life, and the inverse relationship seems to vary
by drug type, health subscales, and geographic regions. After statistical
adjustment for age, gender, aboriginal ethnicity, and paternal education, recent
tobacco use was found to be associated with a lower quality of health as
indicated by negative coefficients for the subscale score for Bodily Pain (BP),
Vitality (VT), role limitations due to emotional problem (RE), and Mental
Health (MH), as well as health-related quality of life in general (i.e., ?=-1.76 in
a single slope model). Discussion: Here, we find evidence that youthful use of
tobacco and alcohol is associated with unsatisfactory health status. The inverse
relationship seems more noteworthy in role-associated performance and mental
health condition. Acknowledgments: The NHIS research group, NIDA
DA016323, and NHRI MD094PP02.
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W.J.Y. Cheng and J.Y. Tsoh, University of California, San Francisco, CA

SMOKING-CESSATION INTERVENTIONS BY PHYSICIANS AND FAMILY
MEMBERS: EXAMINATION OF CHINESE AMERICAN SMOKERS

Background: Despite national intervention efforts to curtail nicotine addiction,
the smoking prevalence rate for Chinese American immigrants, the largest
minority group, is expected to rise given China’s current tobacco smoking
epidemic (63% prevalence among men).  Physicians and family members may
play a major role in facilitating smoking cessation in Chinese American
smokers.  The objective of the present study was to examine whether smoking
cessation advice given by physicians and family members influenced Chinese
American smokers’ cessation decisions and change processes.  Method:
Analyses were conducted on baseline data from 363 Chinese American
smokers who enrolled in a randomized smoking cessation trial.  All participants
resided in Northern California, had smoked at least 5 cigarettes in the past 7
days, and were able to read Chinese or English.  Data Analysis:  A 2 (physician
advice) X 2 (family advice) X 3 (stages of change) multiple analysis of
covariance (MANCOVA) was performed on decision making (pros and cons of
smoking), and 10 variable associated with change processes (e.g. consciousness
raising).  ANCOVA with Bonferroni correction was conducted on dependent
variables as a follow-up test to MANCOVA.  Results:  Results revealed that
smokers who received smoking cessation advice from family and friends
reported higher cons of smoking, self liberation, social liberation, self
reevaluation than those who did not receive smoking cessation advice from
family and friends. Results also revealed that smokers who received advice
from physicians reported higher consciousness raising, dramatic relief, and self
reevaluation than those who were not advised by physicians.  Discussion:
Findings suggest that physicians and family members do contribute to Chinese
American smokers’ change and decision processes in smoking cessation.
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A.R. Childress, R.N. Ehrman, J. Listerud, N. Sciortino, R. Willhite, K. Marquez,
J.G. Hakun, J. Vietri and C.P. O’Brien, University of Pennsylvania School of
Medicine, Philadelphia, PA

FOCAL AMYGDALAR ACTIVATION BY 500 MILLISECOND DRUG CUES IN
COCAINE PATIENTS: AN EVENT-RELATED FUNCTIONAL MAGNETIC
RESONANCE IMAGING STUDY

Extended (minutes-long) exposure to drug cues has been shown, by our
laboratory and by others, to trigger appetitive drug craving and to activate
limbic (amygdala; anterior cingulate) brain circuitry implicated in drug
motivation/cued-relapse. Whether very brief (500 msec) exposures have a
similar brain impact is not yet known,  but can now be probed with the high
temporal resolution of fMRI. We used event-related Blood Oxygen-Level-
Dependent (BOLD) fMRI at 3 Tesla to measure the brain response to
randomly-presented cocaine-related, appetitive (sexual), aversive (bodily injury
or disease), and neutral cues of 500 msec duration. Our subjects were 10
cocaine patients (ongoing) and 10 non-drug-using controls. Stimuli (240 visual
stimulus presentations; 48 in each of the 4 categories, and 48 null events) were
presented in a “jittered” order to optimize sampling of the hemodynamic
response function (HRF). Average inter-stimulus interval was 2 seconds. Data
were realigned, smoothed, normalized and analyzed with SPM99, using HRF as
the basis function. Pre-planned contrasts for subjects with affective bias scores
(obtained independently, off-magnet) incorporated the bias scores as covariates
of special interest for each stimulus category. Strikingly, 500 msec second
cocaine cues focally activated the amygdala of cocaine patients; amygdalar
response was positively correlated with increased positive affect (bias scores)
for all three cue types. These data provide the first evidence that even very brief
cues can activate the amygdala, a brain region that rapidly assigns
motivational/hedonic valence to incoming stimuli. This brain response to brief
drug cues may index relapse vulnerability, and might predict the benefit of
behavioral or pharmacologic interventions on treatment outcome.

Supported by: NIDA (RO1DA10241; RO1DA14316; RO1DA 12162; P50;
P60), VA Medical Research Division, and The Alexander Foundation
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E.L. Childs, M. Shoaib and I.P. Stolerman, The University of Chicago, Chicago,
IL, and King’s College London, London, UK

COCAINE SELF-ADMINISTRATION IN RATS WITH HISTORIES OF COCAINE
EXPOSURE AND DISCRIMINATION

Interrelationships between the discriminative stimulus and reinforcing
properties of psychoactive drugs and the way they in which they may interact to
control drug intake are unclear.  Studies have shown that drug history can
influence the expression of drug-produced behavioural effects.  The present
study examined the acquisition and maintenance of intravenous cocaine self-
administration in rats with a history of drug discrimination.  Two groups of
male hooded rats (n=12 each) were successfully trained in a single-lever food-
reinforced procedure to discriminate cocaine (10 mg/kg) from saline.  Control
groups (n=12 each) received drug injections and/or saline injections only and
lever-pressed for food reinforcers with no discrimination training.
Subsequently all subjects were implanted with chronic jugular catheters and
allowed to nose-poke for infusions of cocaine (0.2 mg/kg/inf).  Initial rates of
responding were similar for all groups (P=0.7).  There was a significantly faster
acquisition of self-administration on an FR10 schedule of drug delivery by
cocaine-exposed rats in comparison to all other groups (P<0.02). There were no
differences between groups in the breaking points of cocaine and saline on a
progressive ratio schedule of self-administration (P=0.6).  Dose-response
functions were obtained by two methods and were similar for all groups
(P=1.0).  These results are consistent with earlier studies demonstrating weakly
sensitized primary reinforcing properties of cocaine in pre-exposed rats.
Previous learning to discriminate cocaine impaired this sensitization.
(Research supported by the Medical Research Council, UK.)
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L.L. Chivers, A.M. Remillard and S.T. Higgins, University of Vermont,
Burlington, VT

THE INFLUENCE OF PROGRAMMED LAPSES ON THE RELATIVE
REINFORCING EFFECTS OF SMOKING IN ABSTINENT SMOKERS

Relapse is the norm rather than the exception in smoking-cessation efforts, and
the occurrence of smoking lapses (even a puff) during the initial smoking-
cessation effort is a robust predictor of relapse.  Despite the strikingly robust
nature of the relationship between lapses and relapse risk, there has been little
experimental analysis of this association. One possibility is that brief lapses
may lead to relapse by increasing the relative reinforcing effects of smoking.
The goal of the present study is to use contingency-management to promote a
period of sustained abstinence and test the influence of smoking lapses on
smoking preference (i.e. relative reinforcing effects of smoking). To date, 25
smokers have completed the study. Subjects were randomized into one of three
conditions: no lapse condition (0 puff), a single puff/lapse condition (1 puff) or
a 1.0-cigarette/lapse condition (8 puff). For all subjects, smoking status was
assessed 3x/day for 14 consecutive days, with abstinence operationalized as
breath CO < 4ppm and payment contingent on abstinence. Beginning on Day 5
and every evening thereafter (i.e. Days 5, 7, 9, 11, and 13), subjects smoked
either 0, l or 8 puffs on a cigarette dependent on experimental condition.  After
abstinence monitoring concluded on Day 14, all subjects completed a 3-hr
preference session where they made a maximum of 20 exclusive choices
between receiving two puffs on a cigarette of their preferred brand or receiving
money ($.25/choice). Abstinence was successively manipulated, as 96% of
specimens met the abstinence criterion. During the preference session, 33% (0
Puff), 22% (1 Puff) and 30% (8 Puff) of subjects chose to smoke. These results
may change as additional subjects are added (target N=60). Thus far, the
arrangement provides good control over smoking abstinence, but we see no
evidence that brief lapses alter the relative reinforcing effects of smoking in
otherwise abstinent subjects.
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J.C. Choi, Y. Zhou, A. Ho, J. Zhang, M. Xu and M.J. Kreek, The Rockefeller
University, New York, NY and University of Cincinnati, Cincinnati, OH

INCREASED SENSITIVITY IN D3 DOPAMINE RECEPTOR-DEFICIENT MICE TO
STRESS-RESPONSIVE HYPOTHALAMIC POMC GENE EXPRESSION AND
HPA ACTIVITY BY ACUTE BINGE COCAINE

Acute "binge" pattern cocaine administration has a stimulatory effect on the
hypothalamic-pituitary-adrenal (HPA) axis, mediated in part by dopamine
receptors.  We studied mice with a targeted deletion of D1 or D3 dopamine
receptor subtypes to investigate the roles of each receptor in modulation of
HPA hormones and gene expression in hypothalamus, pituitary, and amygdala,
after acute "binge" cocaine administration (3˙5 or 15 mg/kg at 1 hour intervals).
We measured proopiomelanocortin (POMC), mu opioid receptor,
corticotrophin-releasing hormone (CRH), CRH-R1 receptor, and vasopressin
(AVP) mRNA levels.  Elevated plasma corticosterone levels were found in both
wildtype controls for D1 and D3 receptor knockout mice in response to acute
"binge" cocaine administration at a total dose of 45, but not 15 mg/kg.  As we
hypothesized based on our earlier selective antagonist and DARPP-32 knockout
studies, acute cocaine treatment did not affect plasma corticosterone levels in
D1 receptor knockout mice.  However, there was a significant elevation in
plasma corticosterone levels in D3 receptor knockout mice.  Also, acute "binge"
cocaine at the 45 mg/kg dose elevated POMC mRNA in the hypothalamus in
D3 receptor knockout mice, but not in D1 receptor knockout mice.  No changes
were observed in AVP mRNA in hypothalamus, or in CRH-R1 and POMC
mRNA levels in anterior pituitary.  Our novel findings suggest that D3
receptors mediate an inhibitory effect on the action of cocaine on hypothalamic
POMC gene expression and HPA activity.  This study also confirms the role of
D1 receptors in mediating acute cocaine's stimulatory effect on the HPA axis.
NIDA DA-P60-05130 and DA-00049 (M.J.K.).
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A. Chung, I.K. Lyoo, S.J. Kim, J.S. Oh, S.C. Bae, S.J. Bae, M.Y. Sim, J. Hwang
and P.F. Renshaw, Seoul National University College of Medicine and Hospital,
Seoul, Korea and McLean Hospital Brain Imaging Center, Belmont, MA

GENDER DIFFERENCE IN SIZE AND INTEGRITY OF THE FRONTO-STRIATAL
WHITE MATTER TRACT IN ABSTINENT METHAMPHETAMINE USERS:
DIFFUSION TENSOR IMAGING AND TRACTOGRAPY STUDY

Background: Potential gender difference in neurotoxic effects of
methamphetamine (MA) has been suggested. Frontal cortex and striatum, two
most vulnerable regions to neurotoxic effects of MA, are connected to each
other by white matter (WM) tracts. The objective of our study was to explore
the gender difference in MA-induced changes of size and integrity in the
fronto-striatal WM tract. Methods: Diffusion tensor images of 30 abstinent MA
users (22 male and 8 female) and 28 aged-and sex-matched healthy comparison
subjects (20 male and 8 female) were acquired. 1) Fractional anisotropy (FA)
map of each subject was produced by calculating the FA value, a scalar index
of WM integrity. This was coregistered to his/her T1 image. 2) Using the in-
house tractography application, bilateral fronto-striatal WM tracts were
reconstructed on T1-coregistered FA maps by delineating the path of WM tracts
passing both frontal and striatal seeding points. 3) Size and mean FA values of
the fronto-striatal WM tract were compared between MA users and healthy
comparison subjects. In addition, male and female MA groups and their
respective gender-matched comparison groups were compared regarding the
above measures in order to investigate potential gender differences. Results: 1)
Both size and mean FA values of the right fronto-striatal WM tract were
decreased in MA users relative to healthy comparison subjects (p<0.01, p=0.04,
respectively). MA users also had decreased size, but not mean FA values, of the
left fronto-striatal WM tract (p=0.02). 2) These impairment in the fronto-striatal
WM tracts were found only in male, but not in female, MA users, when
compared to their respective gender-matched healthy comparison subjects.
Conclusion: Current finding suggests that the MA exerts more neurotoxic effect
on fronto-striatal WM tracts in men than in women. Our finding of
compromised fronto-striatal WM tracts, which connect the frontal cortex and
striatum, may be related to craving or cognitive dysfunction observed in MA
users.
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D.B. Clark, J.R. Cornelius and R.E. Tarter, University of Pittsburgh, Pittsburgh,
PA

IS MARIJUANA A GATEWAY TO COCAINE USE?

The gateway hypothesis posits that there is a characteristic substance initiation
sequence, and that use of drugs earlier in the sequence facilitates the use of
drugs later in the sequence.  The gateway theory thus hypothesizes that
marijuana use increases the risk for cocaine use beyond the risk expected from
childhood characteristics and cigarette use. Analyses in support of this theory
have often not taken liability common across substances into consideration. In
this study, 560 children were recruited from families considered to be high risk
(n=266) or low risk (n=294) on the basis of the fathers’ SUDs.  Index subject
assessments were conducted at approximately ages 11, 13, 16, 19, 22, and 25
years. Childhood risk classes were identified using parent SUDs,
Neurobehavioral Disinhibition, and childhood cigarette or alcohol use (Clark et
al., 2005). Subsequent cigarette, marijuana and cocaine involvement were
determined with the CEDAR Drug Use History method.  In separate Cox
regression models, cocaine use was predicted by high childhood risk
(Wald=17.0, p<.001), daily cigarette smoking (Wald=17.0, p<.001), and
marijuana use (Wald=7.8, p=.005). In a multivariate Cox regression model
predicting cocaine use, however, high childhood risk (Wald = 4.6, p=.02) and
daily cigarette smoking (Wald=7.2, p=.007) remained significant while
marijuana use (Wald=2.9, p=.09) did not account for significant variance. For
cocaine use, these findings indicated that marijuana was not a gateway drug.
Reference: Clark DB, Cornelius JR, Kirisci L, Tarter RE: Childhood risk
categories for adolescent substance involvement: A general liability typology.
Drug and Alcohol Dependence 77: 13-21, 2005.  Acknowledgments: Supported
by K02AA00291, P50 DA05605, R01DA14635, R01DA019142.
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R. Claytor, M.A. Nader, and A.H. Newman, Wake Forest University Health
Sciences, Winston-Salem, NC and NIH/NIDA Intramural Research Program,
Baltimore, MD

THE INFLUENCE OF DOPAMINE D2 AND D3 RECEPTORS IN COCAINE- AND
FOOD-MAINTAINED RESPONDING UNDER A SECOND-ORDER SCHEDULE IN
MONKEYS

The D3 receptor subtype, a member of the dopamine D2-like receptor
superfamily, has been indirectly implicated in the reinforcing effects of cocaine
(Staley and Mash, 1996). Previously our laboratory found non-selective effects
on cocaine- and food-maintained responding by the relatively (14-fold) D3-
selective antagonist PNU 99194A and the non-selective D2-like antagonist
eticlopride in monkeys responding under a multiple fixed-interval (FI) 3-min
schedule. The purpose of the present study was to examine these drugs in
monkeys in which responding was maintained for extended periods by
conditioned reinforcers. Rhesus monkeys (n=7) responded under a multiple
second-order fixed-ratio (FR) 5, FI 6-min schedule of food or cocaine
presentation. After completion of a cocaine dose-response curve (saline, 0.03
-0.3mg/kg), chronic (5-14 days) treatment  with a dose of PNU 99194A (0.3
-1.0 mg/kg, i.v.) or eticlopride (0.001-0.003 mg/kg, i.v.) occurred immediately
before the session or until cocaine-maintained responding was stable. Under
baseline conditions, cocaine-maintained responding increased, while food-
maintained responding was unchanged, as a function of cocaine dose.
Treatment with PNU or eticlopride non-selectively decreased responding by all
monkeys, with PNU being more potent at decreasing food- compared to
cocaine-maintained responding. Preliminary results from one monkey tested
with a novel, highly selective D3 antagonist NGB 2904, showed that this drug
had a biphasic effect on cocaine-maintained responding, initially increasing and
then decreasing cocaine-maintained response rates. As the pharmacological
tools become available, preclinical evaluations should aid in understanding the
role of the D3 receptors in cocaine abuse. [DA 12460 and NIDA IRP].
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P. Clemmey, L. Payne, J. Rhodes and M. Fishman, Potomac Healthcare
Foundation, Mountain Manor Treatment Center and Johns Hopkins University,
Baltimore, MD

PRE- AND POST-TREATMENT PATTERNS OF SUBSTANCE USE AMONG
ADOLESCENTS SEEKING TREATMENT FOR HEROIN USE

Recent evidence suggests that adolescent heroin users respond to treatment in a
manner similar to adolescents who have never used heroin, yet their overall
higher severity of substance use persists over time. However, relatively little is
known about their specific patterns of substance use before and after treatment.
This study examined patterns of substance use both pre- and post-treatment in a
sample of adolescents who identified heroin as their primary problem substance
on admission to residential treatment. Data were collected at baseline and 3, 6,
9, and 12 months later. The study sample (n=39) was primarily male (64%),
Caucasian (85%), with a mean age of 17.2. In the 90 days prior to treatment,
study participants were characterized by high rates of polysubstance use, with
heroin, marijuana, crack cocaine, and alcohol the most frequently used
substances. The mean pre-treatment rate of heroin use (63 days) was nearly
twice as high as marijuana use (33 days). Following an index episode of
residential treatment, results indicated a sharp decline in overall substance use,
from 91% of at-risk days at baseline to 42% of at-risk days at 12 mos.
(p<.0001). Overall rates of marijuana and heroin use showed significant
reductions from baseline to 12 mos. (p<.001). At 12 mos., heroin use was
reduced from baseline by 73% and marijuana use was reduced by 45%. In
contrast to baseline, mean 12 month rates of heroin (16.8 days) and marijuana
use (18.0 days) converged.  Further analysis of the pattern of relapse to specific
substances revealed a significant reduction in crack cocaine using days over the
12 mo. study period (from 23.3 to 10.0 days), while alcohol using days
remained relatively stable over time (from 8.1 to 9.2 days). These findings
further characterize the pattern of substance use among adolescents seeking
treatment for heroin use, and demonstrate significant reductions in use of
multiple substances following residential treatment.
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K.R. Cochran, S.L. Hedden, S. Shoptaw and R.J. Malcolm, Medical University
of South Carolina, Charleston, SC and University of California, Los Angeles,
CA

DIFFERENTIAL COMPLETION RATES ACROSS THREE COCAINE TREATMENT
STUDIES

Assessing efficacious vs deleterious effects of pharmacotherapies for cocaine
dependence treatment is extremely challenging. Institutional Review Boards
frequently request assessments of risk-benefit ratios in blinded studies that may
have several years of subject recruitment prior to final data analysis.
Unblinding and reblinding interim efficacy and side effects data or analyzing
groups by labels are traditional solutions, however each of these may introduce
unintentional bias in future data collection.  Percentage of subject completion in
studies may be able to provide a global assessment of subject retention without
having to unblind subjects.  Accordingly, we evaluated percentage of subject
completion across three studies involving pharmacotherapy:  Selegiline,
Cabergoline, and Modafinil.  The former two studies have been completed at
our site with the latter currently ongoing.  The subject population and study
design are similar across all three studies.  Study completers were defined as
subjects who complied with study visits at least 75% of the time and were
administered study medication during the final week of treatment. In the
Selegiline study 9 out of 14 subjects completed (64.29%), in the Cabergoline
study 32 out of 67 subjects completed (47.76%) and thus far in the Modafinil
study, 13 out of 14 subjects have completed (92.86%).  Chi-square analysis
revealed statistically significant differences in completion between studies, Χ2
(2)=9.9707, p=0.0068. Cumulative probabilities of survival on study were
computed and differences were tested using log-rank tests. Results indicate
significant differences in withdrawal rates between studies, log rank Χ2(2)
=6.3497, p=0.0418. Pairwise comparisons of withdrawal rates demonstrate
significant differences in withdrawal rates between Modafinil and Cabergoline,
log-rank Χ2(1)=5.822, p=.0158.  Although these results are preliminary and
involve a small number of subjects, treatment ompletion in the Modafinil trial
appears to be superior to that of the previous Cabergoline and Selegiline trials
despite quality of cognitive-behavioral therapy and use of the same therapists in
all 3 trials.  Percentages of subjects  completing  treatment may be a  method  of
assessing  risk-benefit ratio indirectly without breaking study blind.
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J. Cohen, C.J. Heckman, M.Q. Lewis and K.S. Ingersoll, Virginia
Commonwealth University, Richmond, VA

COCAINE USE INTERFERES WITH HIV ANTIRETROVIRAL MEDICATION
ADHERENCE: STAGE 1 FORMATIVE RESEARCH

As part of a Stage 1 therapy development project, this study used focus groups
to elicit potential participants’ perceptions of the relationship between cocaine
use and HIV medication adherence.  A volunteer sample of 36 consenting
adults with HIV who had recently used cocaine/crack participated in 4 groups
of 90 minutes each. 35/36 provided demographic information and completed
questionnaires. Participants were 42 years old on average, 94% African-
American, and 57% male.  44% were gay, lesbian, or bisexual and 44% were
heterosexual.  97% reported unemployment, and 74% receive government
assistance.  53% reported using cocaine at least weekly. 62% missed
medications at least once a month, and 18% missed once a week or more.
Participants discussed their perceptions of HIV, cocaine use, and social stigma
related to these issues.  Some participants reported that this was the first time
they discussed both HIV and drug issues with ease.  Several themes emerged
that should inform intervention development.  Reasons for using cocaine ranged
from enjoyment to a desire to forget about HIV status. Some participants
mistook the consequences of cocaine use for side effects of antiretroviral
medications and reported that they were more likely to stop taking HIV
medications than stop cocaine use.  Several participants discussed the decision
to choose “quality of life” over “quantity of life” as a rationale for not taking
their medications.  One participant described feeling sick at the mere thought of
taking his HIV medications. Some participants believed that there is no
relationship between cocaine use and non-adherence, while others believed that
cocaine use eliminates concerns about health status. One participant said his
doctor had stated that cocaine protects the body from HIV. Participants
discussed the need for empowerment, self-esteem, and education.  We will
discuss the unique unmet treatment needs and unique perspectives of this
population and implications for treatment development for the joint problems of
cocaine use and nonadherence in HIV.

124

31



CPDD 2005 Annual Meeting, Wyndham Palace, Orlando, FL

S.L. Collins, F.R. Levin, R.W. Foltin and S.M. Evans, Columbia University and
New York State Psychiatric Institute, New York, NY

EFFECT OF ORAL METHYLPHENIDATE MAINTENANCE ON THE SUBJECTIVE
AND CARDIOVASCULAR EFFECTS OF COCAINE IN ADULTS WITH ADHD

Adult ADHD occurs in 10-30% of cocaine-dependent individuals. While
methylphenidate (MPH) is an effective treatment for ADHD, there have been
concerns about using it in substance abusers. The present study 1) compared the
response to cocaine in adult cocaine abusers with ADHD to those without
ADHD, 2) determined if maintenance on MPH in adult cocaine abusers with
ADHD was safe, and 3) determined whether MPH would alter the response to
cocaine. Cocaine abusers with ADHD (n=7) and cocaine abusers without
ADHD (n=7) who were not seeking treatment, remained inpatient initially for
one week, and the effects of cocaine in the presence of placebo MPH were
tested. Then, the 7 cocaine abusers with ADHD remained inpatient for an
additional 3 weeks, and the effect of oral sustained-release MPH maintenance
(40 and 60 mg) on the response to cocaine was studied. During fixed cocaine
dosing sessions, participants received 4 injections of i.v. cocaine (0, 16 or 48
mg/70 kg), spaced 14 min apart. Under baseline conditions, ratings of “Able to
concentrate,” “Calm,” “Alert” and “Focussed” were lower in cocaine abusers
with ADHD compared to those without ADHD. However, cocaine produced
similar increases in blood pressure and heart rate and ratings of “High” and
“Potency” in both groups. When the cocaine abusers with ADHD were
maintained on sustained-release MPH, blood pressure and heart rate were
increased, however this did not warrant termination of any test session.
Maintenance on MPH decreased the subjective effects of cocaine including
ratings of “High,” “Good Drug Effect” and “Drug Liking,” but did not improve
the subjective effects related to ADHD symptoms, such as ratings of “Able to
concentrate,” “Calm” and “Focussed.” This study suggests that the response to
cocaine is not different between cocaine abusers with ADHD compared those
without ADHD. Further, sustained-release MPH is safe in combination with
repeated cocaine doses and does not enhance the reinforcing effects of cocaine
in cocaine abusers with ADHD. However, it may have little therapeutic value
for treating ADHD in current cocaine abusers. Supported by NIDA grants DA
-08650 and DA-00214 and NIH grant MOI-RR-00645.
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C.A. Conklin, N. Robin and K.A. Perkins, Western Psychiatric Institute and
Clinic, Pittsburgh, PA

SMOKING-RELATED ENVIRONMENTS FUNCTIONING AS CONDITIONED
STIMULI

Animal research suggests that the environments in which drug use occurs can
play a key role in how animals respond to drug-related cues. Less is known
about the role of environments in human addiction research.  Traditionally,
drug cue-reactivity and extinction studies focus on conditioned cues most
proximal to drug-administration (e.g., lit cigarettes, pictorial stimuli of drug
paraphernalia) and ignore contextual cues. However, there is reason to believe
that, much like proximal drug-cues, environments in which drugs were
previously used might alone function as conditioned stimuli capable of evoking
strong responding from addicts.  Thirty adult smokers, who remained abstinent
for 6 hours, participated in a one-session study during which they viewed and
rated pictures of 3 proximal smoking-related cues (lit cigarette, lighter, cigarette
pack), 3 proximal neutral cues (pen, lip balm, soap), 3 smoking-related
environments (bar, bus stop, restaurant) and 3 neutral environments (shower,
gym, church).  Results demonstrate that, like proximal smoking cues, exposure
to environments associated with smoking, but completely devoid of proximal
smoking cues, can function as conditioned stimuli capable of evoking strong
cognitive and physiological reactivity from abstinent smokers. The implication
of these findings for behavioral smoking treatments will be discussed.
Supported by funds through DA017582 and DA019269.
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C.D. Cook, Virginia Commonwealth University, Richmond, VA

NOCICEPTIVE SENSITIVITY IN MALE AND FEMALE RATS USING A MODEL
OF TONIC PAIN

Clinical and preclinical evidence suggest that a chronic pain state can be
associated with global alterations in nociceptive processing.  However, it is not
readily clear as to whether the pain caused by inflammation in the hindpaws in
rats produces global alterations in nociceptive sensitivity that are sexually
dimorphic.  Thus, the present study was designed to identify sex differences in
nociceptive sensitivity in rats in response to nociceptive stimulation of the
hindpaws and tail, a region not directly affected by the arthritic state.  Rats were
injected with either Complete Freund’s adjuvant (CFA) or vehicle directly into
the right hindpaw on Day 0 with thresholds re-determined on Days 4, 6, 8, 10
and 11.  Females developed mechanical hyperalgesia of the hindpaw at a faster
rate than males (Day 4 vs. Day 8).  Across all days of testing, males exhibited
thermal hypoalgesia of the hindpaw, whereas females generally did not.  CFA
had little effect on tail-withdrawal latencies in male and female rats although
latencies were generally shorter in vehicle treated females than males.  Neither
CFA treatment nor sex influenced tail pressure thresholds. On Day 18, when a
polyarthritic state had developed, CFA treated females now exhibited thermal
hypoalgesia of the hindpaw and the magnitude of hypoalgesia was greater in
females than males.  In male but not female CFA treated rats the polyarthritic
state resulted in mechanical hypoalgesia of the tail.  Taken together, these
results demonstrate that sex differences in nociceptive sensitivity are, in part,
dependent upon the pain state (mono vs. polyarthritic), the type of nociceptive
stimulus (thermal vs. mechanical) and upon whether the stimulus is presented
to the afflicted area (hindpaws) or a region not directly affected by the arthritic
state (tail).  During paw pressure testing on Days 4 and 11 the potency of
morphine was increased in the CFA injected paw of both male and female rats
with morphine being more potent in males than females.  (Supported by NIDA
Grant K12-DA14041 and VCU’s Institute for Drug and Alcohol Studies)
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J. Copeland, R. Stevenson, P. Gates and P. Dillon, University of New South
Wales and Macquarie University, Sydney, Australia

YOUNG PEOPLE AND ALCOHOL: TASTE PERCEPTION, ATTITUDES AND
EXPERIENCES

The impact of ready to drinks (RTDs) on the drinking patterns of young people
has not been established. In recent years a growing number of these products
have become available and the proportion of Australian 15-17 year olds
drinking pre-mixed spirits has increased from 6% to 22% for boys and from
10% to 37% for girls.  There has been discussion that these drinks which are
heavily promoted and marketed may introduce younger people to alcohol use.
There is no scientific evidence of the comparative palatability of these
beverages across age groups and gender and the potential impact on age of
initiation to alcohol use.  Aim:  (1) To determine if RTDs are liked more by
teenagers than comparable beverages; (2) whether this pattern changes with
age; and (3) the extent to which packaging/marketing affects these likes and
dislikes.  Hypotheses: (1) Those aged under 18 years will have a stronger
preference for the taste and aroma of the ready to drink preparations compared
with wine, beer or spirits; (2) Girls aged under 18 years will demonstrate a
stronger preference for RTDs that boys in that age group; (3) The non-blinded
testing phase will demonstrate higher palatability rating for RTDs than blinded
testing among those aged under 18 years; and (4) That those aged 18 years or
older will be less likely to have self-initiated their alcohol with RTDs and at an
older age than those aged less than 18 years. The sample consists of 70
participants in each of five age groups 12/13 year olds, 14/15 year olds, 16/17
year olds, 18-20 year olds and older adults (21-30 years). The palatability rating
will be ascertained under  blinded and non-blinded conditions. The participants
rate the mixer beverage alone, the relevant RTD, and the associated alcoholic
beverage alone. Currently 185 participants have been recruited and the initial
mean palatability scores indicate that young people rate RTDs in a manner
more similar to their rating of non-alcoholic beverages than alcoholic ones
compared with adults.  The final analyses will be presented and their relevance
to the development of alcohol public health policy discussed.
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M.M. Copenhaver, J.J. Harman, I. Lee, B.T. Johnson and M.P. Carey,
University of Connecticut, Storrs, CT and Syracuse University, Syracuse, NY

KEY COMPONENTS IN HIV PREVENTION INTERVENTIONS TARGETING
IDUS:  A META-ANALYSIS

Investigators have identified behavioral HIV prevention interventions that are
effective with injection drug users (IDUs; e.g., CDC, 2001), but little is known
about what specific intervention components are most crucial to risk reduction.
We conducted a meta-analysis of 37 randomized controlled trials (RCTs) that
included a total of 50 independent HIV prevention interventions conducted with
a total of 10,190 IDUs. Overall, participants in the experimental interventions
(vs. controls) showed significantly greater improvements across several
behavioral outcomes. The most pronounced enhancements were: (1) risk-
reduction skills related to needle use (ES = 0.545); (2) communication skills
related to condom use (ES = 0.377); (3) reduction in exchanging sex for drugs
(ES = 0.334); (4) communication skills related to disclosing HIV status (ES =
0.264); (5) maintaining HIV-negative status (ES = 0.223), (6) condom use (ES
= 0.136), and (7) entering drug treatment (ES = 0.117). Though less striking,
experimental interventions also significantly enhanced participants’ (1) use of
bleach for needle cleaning (ES = 0.102), and (2) reduction in injection drug use
(ES = 0.056). Consistent with the information, motivation, and behavioral skills
model (IMB; Fisher & Fisher, 1992), greater risk reduction occurred for
experimental interventions that:  (1) dedicated more time to providing
information about condom use and needle-related risk, (2) conveyed motivation
to participants via personalized risk assessment, and (3) dedicated more time to
behavioral skills related to needle risk reduction. Sample characteristics,
including whether participants were enrolled in drug treatment, were also
related to HIV risk reduction outcomes. These results have important
implications for future HIV prevention efforts targeting IDUs.
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M.L. Copersino, D.H. Epstein, K.L. Preston, S.J. Boyd, J.J. Frost, Y.K. Kim, R.
F. Dannals, I.A. Alhamrawy and D.A. Gorelick, NIH/NIDA Intramural
Research Program and Johns Hopkins University School of Medicine,
Baltimore, MD

IMAGING BRAIN MU-OPIOID RECEPTOR BINDING DURING BEHAVIORAL
TREATMENT OF COCAINE DEPENDENCE

Studies using Positron Emission Tomography (PET) with 11C-carfentanil have
shown relationships between regional increases in brain mu-opioid receptor
(mOR) binding and cocaine craving in non-treatment seeking cocaine users.
The present study evaluated mOR binding in 35 cocaine users (mean [SD] age
39 [5.6] years, 10 [7.6] years of cocaine use) randomly assigned to receive 12
weeks of weekly individual cognitive-behavioral therapy with or without
contingency management to reinforce cocaine abstinence. PET scans were
obtained at study entry and after 4 weeks and 12 weeks of treatment. Urine drug
tests were obtained thrice weekly. The correlation between regional mOR
binding and cocaine-positive urine tests was analyzed voxel-by-voxel using
Statistical Parametric Mapping (SPM99). Results that follow are based on the
first 20 subjects.  Increased mOR binding in the left anterior cingulate gyrus
and left prefrontal cortex at baseline was significantly positively correlated with
proportion of cocaine-positive urine tests over the first two months of
treatment, i.e., the higher the binding, the greater the cocaine use., Decline in
mOR binding in the frontal cortex between baseline and end of treatment was
negatively correlated with cocaine use (n = 7), i.e., the greater the decline the
less the cocaine use. These findings suggest new biological markers for the
prediction and assessment of response to cocaine addiction treatment.

Acknowledgment: Supported by NIDA intramural funds and NIH grant DA
12274
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X. Cordova, J.R. Monterosso, A. Aron, J. Xu and E.D. London, University of
California, and Geffen School of Medicine, Los Angeles, CA

IMPAIRED RESPONSE INHIBITION ASSOCIATED WITH CHRONIC
METHAMPHETAMINE ABUSE

Chronic methamphetamine (MA) abuse is associated with cerebral deficits,
involving frontostriatal regions that are important for inhibitory control. We
used the Stop-Signal Task to measure response inhibition in 11 MA abusers (5
-7 days abstinent) and two groups of control subjects who did not use MA (14
tobacco smokers and 29 non-smokers).  Stop-Signal Reaction Time (SSRT),
which indicates the latency to inhibit an initiated motor response, was
significantly higher for MA abusers than for either control group (p’s < .01).  In
contrast, the MA abusers did not differ from either group on Go trial reaction
time (RT) or number of discrimination errors, which reflect decision-processes
and motor speed, respectively.  MA abuse in this study was therefore associated
with a specific deficit in inhibiting a pre-potent response.  To the extent that
deficient response inhibition is related to compromised treatment outcome, it
may be a useful target for therapeutic intervention. Supported by NIH Grant
K01 DA0051-01A1 (JM), NIH Grant 3R01 DA015179-02S1 (EDL), and
UCLA NIH-supported General Clinical Research Center 5M01RR000865-31.

131

J.R. Cornelius, D.B. Clark, M. Reynolds, L. Kirisci and R. Tarter, University of
Pittsburgh, Pittsburgh, PA

EARLY AGE OF FIRST SEXUAL BEHAVIOR PREDICTS DEVELOPMENT OF
SUD: A PROSPECTIVE STUDY

Previous studies have shown a relationship between sexual behavior and
substance use disorders (SUDs), though the nature of that association was
unclear.  For example, it has never been tested whether age at first sexual
intercourse is associated with increased risk for subsequent development of a
SUD. We conducted a prospective longitudinal study of adolescents, designed
to elucidate the etiology of substance use disorders.  These subjects were
recruited at age 10-12 years, with follow-up evaluations at ages 14, 16, 19, 22,
and 25 (Cornelius et al, 2001; Clark, Cornelius, et al, 2004). The sample
included 162 male subjects, 58 of whom had a paternal history of a SUD.  Cox
regression analyses were performed, with age of first intercourse,
neurobehavioral disinhibition (Tarter et al, 2004; Kirisci et al, 2004), exposure
to drugs in the neighborhood, and deviant activities of friends as factors in the
analyses.  In those analyses, earlier age at first intercourse predicted a
significantly higher risk of subsequently developing SUDs (Wald=8.3,
p=0.004).  Also, a one Standard Deviation (2.4 year) delay in first sexual
intercourse was associated with a decrease in the hazard ratio to SUD by 22%.
Deviant activities of friends also significantly predicted the subsequent
development of SUDs (Wald=7.5, p=0.006).  The results of this study suggest
that delaying the onset of first sexual intercourse may significantly decrease the
rate of development of SUDs.

ACKNOWLEDGMENTS:  Supported by NIDA grants 2P50 05605, R01
DA019142, R01 DA14635, and K02 AA00291; by NIAAA grants R01
AA13370, R01 AA015173, K24 AA15320; and a VA MIRECC grant.
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K.F. Corsi, N. Asdigian and R.E. Booth, University of Colorado Health
Sciences Center, Denver, CO

ANTECEDENT FACTORS RELATED TO INJECTION DRUG USE

This study examined factors in early life that could affect later drug use among
injection drug users (IDUs) and non-users in Denver, Colorado. Factors,
including age at first alcohol and marijuana use, childhood risk behavior,
parental monitoring, family stability, and other family problems were
examined.  Between May 2001 and October 2003, we recruited 601 participants
(339 IDUs and 262 non-users) through street outreach and conducted structured
interviews examining these variables.  Injection drug users were defined as
those currently injecting opiates or cocaine, whereas non-users were defined as
never having injected drugs or smoked crack.  Differences between IDUs and
non-users were assessed using unadjusted tests, logistic regression and
ANOVAs after adjusting for gender and ethnic differences. When considered
separately, several antecedent factors differentiated drug injectors from non-
users, including age at first drug and alcohol use, childhood risk behaviors and
family factors.  IDUs were younger when they first used both alcohol
(p<0.0001) and marijuana (p<0.0001), they reported higher childhood risk
behaviors scores (p<0.0001), and they had less parental monitoring (p<0.0001)
and less family stability as children (p<0.0001) than non-users.  IDUs had more
family members with drug, alcohol and psychological problems (p<0.0001)
than non-users.  The combination of using marijuana at an early age
(p<0.0005), engaging in more risk-taking as a child (p<0.0005) and having
more family members with alcohol problems (p<0.0005) distinguished IDUs
from non-users when all risk factors were considered together in multivariate
analyses.  Mediational analysis was conducted to further address the
mechanisms of the path to injection drug use.  Results showed that childhood
risk-taking partially mediated the relationship between alcohol problems in the
family of origin and later injection drug use (p<0.0005).  Further research in
this area is needed; however these results provide a basis from which to explore
these factors in more depth.  Supported by the National Institute on Drug
Abuse, Grant DA 12813.
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K.P. Cosgrove, E.B. Frohlich, M.A. Terlecki, E. Perry, R.M. Baldwin, G.D.
Tamagnan, J.P. Seibyl, S. O’Malley, C.M. Mazure and J.K. Staley, Yale
University, VA Med. Ctr., West Haven, Institute for Neurodeg. Disorders, New
Haven, CT and Vanderbilt University, Nashville, TN

THE INFLUENCE OF SEX ON THE EXPRESSION OF BETA2-NICOTINIC
ACETYLCHOLINE RECEPTORS USING [123I]5-I-A-85380 SPECT

Preclinical and clinical evidence demonstrate sex and hormonal influences on
tobacco smoking withdrawal, craving, and response to nicotine replacement
therapy.  It is well documented that chronic nicotine exposure in animals and
tobacco smoking in humans results in an upregulation of the beta2-nAChR.
Additionally, sex and sex steroid hormones have been shown to influence
expression of the beta2-nAChR.  The purpose of the present study was to
determine if agonist binding to the beta2-nAChR varied according to sex in
men and women, using [123I]5-IA-85380 ([123I]5-IA) and single photon
emission computed tomography (SPECT).  To date, fifteen healthy never
smoker men and women (8 men and 7 women) aged 18-40 have been imaged.
[123I]5-IA (10 mCi) was injected intravenously using a bolus to constant
infusion ratio of 7.0 and three 30 min scans were acquired starting at hour 6.
Women were imaged during the follicular phase of their menstrual cycle when
estrogen and progesterone levels are low and this was confirmed by obtaining
serum estradiol and progesterone levels on scan day.  Preliminary analysis
indicates that compared to men, women in the follicular phase of their
menstrual cycle have significantly higher [123I]5-IA uptake, an 18-28%
increase in cortical and subcortical regions.  This is consistent with the
preclinical literature that female rodents not exposed to nicotine had higher
nAChR density and binding than males.  It is likely that hormone fluctuations
across the menstrual cycle underlie sex differences in nAChR expression.
Understanding the molecular mechanisms related to sex differences in nAChRs
may have profound implications for smoking cessation treatments in both men
and women smokers.  Support contributed by TTURC 5P50 DA 13334 and P50
AA15632 (SOM), RO1 DA015577 (JKS) and the Ethel F. Donaghue Women’s
Health Investigator Program at Yale.
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L.B. Cottler, C. Callahan Meeks and A. Ben Abdallah, Washington University
School of Medicine, St. Louis, MO

CHARACTERISTICS OF FEMALE COCAINE USERS WITH ACCESS TO
FIREARMS

In a NIDA-funded intervention study aimed at reducing HIV risk behaviors
among 463 female crack/cocaine users in inner city St. Louis, a history of
exposure to violence as both perpetrator and victim was assessed.  In this
context, 31% of women acknowledged exposure to firearms as a result of
owning a gun, or having immediate access to one.  Very little data are available
from any subgroup, much less female crack/cocaine users, on gun ownership or
access to firearms.  In fact, in many States, drug users are prohibited from
purchasing guns.  Thus, these analyses, the first of their kind, describe and
compare the characteristics of drug-using women by access to guns (i.e., either
owners or those with immediate access).  Females with access to guns were not
differentiated by race, age, parental status, education, or arrest history;
however, they were more likely, than those without access to guns, to report
having more arguments that led to threats (O.R. = 3.23), physical abuse (O.R. =
2.70), and the use of weapons (O.R. = 2.36).  In fact, they were more than twice
as likely to have used a gun during an argument than females without access.
Additionally, they were nearly six times more likely to have carried a gun.  In
terms of psychiatric status, females with access were more likely to have a
diminished ability to think or concentrate, to have thoughts of death, and to
meet criteria for antisocial personality disorder (ASPD), depression,
posttraumatic stress disorder and gambling disorder.  They were also more
likely to report sex trading, as well as a history of childhood sexual abuse.
When other variables were controlled for, ASPD and childhood victimization
remained significantly associated with gun access.  Female crack/cocaine users
with a history of high-risk sexual behaviors, a history of childhood abuse and
psychiatric illnesses that include mood swings, place themselves and others in
danger when they have immediate access to a firearm.  These data indicate an
important area for assessment, intervention and education for future studies.
(Grant #DA11622, PI, Linda B. Cottler)
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P. Courty, A. Simeone, C. Gardou and L. Gerbaud, Chu G.Montpied, Clermont
Ferrand and Louis Lumière University, Lyons, France

OPINIONS, PERCEPTIONS AND REPRESENTATIONS OF CANNABIS AMONG
HEALTH EDUCATORS IN-TRAINING IN FRANCE

In France, the number of cannabis users has doubled over the past ten years.
The groups most concerned are 18 to 25 year old adults in higher education.
Objective: To determine if students in higher education tend to have different
opinions, perceptions and representations about cannabis and its use when
compared to the general population. Subjects: 300 students in initial training for
health related jobs (135 teachers, 79 nurses and 86 social workers) completed
an adapted version of the EROPP survey (Investigation into the
Representations, Opinions and Perceptions of Psychotropic Drugs).  Method:
Results were compared with those of a French survey of the general population
undertaken in 2002. Differences between the study and the control groups, and
between the different types of students, were undertaken using the Chi-square
test. Cannabis users were also compared with non-users. Results: The results
show an over-consumption of cannabis in the study group compared to the
general population especially in men (61% vs. 51%), both lifetime and current.
The specificities of each group are analyzed and the results discussed in the
light of the study group’s potential role in health education, especially cannabis
use prevention.
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R.L. Cowan, H. Liang, S. Park, C. Cannistraci, J.C. Gatenby, S.E. Lukas, P.F.
Renshaw, J.C. Gore and R. Shelton, Vanderbilt University Medical Center,
Nashville, TN, McLean Hospital, Belmont, and Harvard Medical School,
Boston, MA

A 3.0 T BOLD FMRI STUDY OF WORD ENCODING IN HUMAN MDMA
USERS

Numerous cognitive studies of human MDMA polydrug users have suggested
that MDMA polydrug use is associated with impairment in multiple memory
dimensions including working memory, prospective memory, and episodic
memory in both verbal and visual modalities.  MDMA polydrug users also have
reductions in regional gray matter concentration in areas associated with verbal
memory processing, including Brodmann areas 45 and 21.  To probe regional
brain activity in these areas, we modified a task that has been shown to activate
Brodmann (BA) areas 45 and 21 (among other regions) in a PET study of
semantic processing in healthy controls.  Using the fMRI BOLD method at 3.0
Tesla, we examined the association between lifetime exposure to MDMA and
regional brain activation in BA 21/22 during performance of a word and
pseudoword memory task.  This task likely activates components of working
memory, episodic memory, and semantic memory.  We used an fMRI block
design and a statistical parametric mapping approach to examine task-evoked
BOLD signal changes in 8 MDMA polydrug users abstinent from all drugs for
at least 2 weeks and having negative urine drug and alcohol breath screens.
Both word (r = 0.78, p = 0.022) and pseudoword (r = 0.928, p = 0.001)
encoding tasks produced area 21/22 BOLD signal change that was positively
correlated with the extent of cumulative MDMA exposure.  This preliminary
finding suggests that MDMA exposure is associated with altered neuronal or
cerebrovascular function either directly in the region of BA 21/22 or in the case
of neuronal dysfunction, in distributed networks influencing BA 21/22 during
word or pseudoword encoding.  Additional subjects are needed to further
explore the specificity of MDMA effects and the task specificity of the finding.
In particular, vascular effects of MDMA exposure might be predicted to
influence divergent activation paradigms in a similar manner, whereas neuronal
effects may have greater task specificity.
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R.M. Craft and C.M. Ulibarri, Washington State University, Pullman, WA

EFFECT OF HANDLING ON HORMONAL MODULATION OF NOCICEPTION
AND OPIOID ANTINOCICEPTION

The purpose of the present study was to determine if periodic handling of rats
before testing alters the effects of gonadal steroid hormones on basal
nociception and opioid antinociception.  Male and female Sprague-Dawley rats
(N=7-10/group) were gonadectomized and implanted s.c. with capsules
containing nothing (0) or testosterone (T, males and females) or estradiol (E2,
females only).  Once every 4 days for 28 days, rats were injected s.c. with 0.1
ml safflower oil (half rats in each hormone group: “handled”), or were left
untouched in their home cages (“unhandled”).  On the 28th day, nociception
and morphine antinociception were tested on the hotplate and tail withdrawal
tests.  On the hotplate test, handled rats had slightly shorter hotplate latencies
than unhandled rats, but this effect was not statistically significant.  E2-treated
females had significantly longer hotplate latencies than all other groups,
regardless of whether or not they were handled before testing.  In contrast, on
the tail withdrawal test, only unhandled E2-treated females had longer latencies
than the other groups.  Among the males, morphine was significantly more
potent in unhandled, T-treated rats compared to unhandled, placebo-treated rats,
but only on the hotplate test; in contrast, there was no difference in morphine’s
antinociceptive potency between handled, T- vs. 0-treated rats on either test.
Among the females, there were no significant effects of handling on morphine’s
potency in either T- or E2-treated rats.  These results demonstrate that periodic
handling before nociceptive testing does not consistently affect gonadal
hormone modulation of nociception and opioid antinociception.
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J.R. Croft, D.S. Festinger, D.B. Marlowe, N.K. Mastro and P.A. Lee, Treatment
Research Institute, Philadelphia, PA

SALIENCE OF FOLLOW-UP PAYMENTS: DOES SIZE REALLY MATTER?

Research participants are typically promised some type and amount of
monetary compensation for completing follow-up assessments. However, it is
unclear how well this information is retained. If the promised compensation is
not remembered, it is unlikely to serve as an effective incentive. This study
examined whether the amount and/or mode of compensation that participants
are promised for completing follow-up assessments affected their ability to
recall this compensation. We also examined whether participants’ ability to
recall their compensation would reduce the amount of effort required to contact
participants for their follow-up assessments. We randomly assigned 220
outpatient drug treatment clients to receive different amounts of compensation
($10, $40, or $70) in either cash or gift certificate.  These participants were then
contacted 2 weeks prior to their scheduled 6-month follow-up assessments and
asked to recall the amount and type of compensation they were scheduled to
receive for completing the follow-up. We were able to contact 134 (61%) of the
participants.  Results indicated that offering participants higher ($40 or $70)
versus lower ($10) amounts of compensation resulted in better recall of both the
amount (58% vs. 27%; p < .01) and type (61% vs. 29%; p < .01) of
compensation. Participants promised cash compensation, versus those promised
gift certificates, were also more likely to recall the amount of compensation
(57% vs. 37%; p < .05), and the type of compensation (67% vs. 32%; p < .01).
Similarly, more participants were able to accurately recall both the amount and
type of compensation when they were promised compensation in higher
amounts ($40 or $70) or in cash. Those who were able to correctly recall both
the amount and type also required significantly fewer calls to contact them as
compared to those who did not remember their compensation (4.3 vs. 6.9; p
<.01). These results suggest that offering participants higher value and cash
compensation may increase the salience of the compensation over time and that
this may ultimately lead to higher follow-up rates, particularly in situations
where reminding clients of their promised compensation is difficult.
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H. Cronin, D. Svikis, L. Keyser-Marcus, T. Rieckman, S. Coan and M. Stitzer,
Johns Hopkins University School of Medicine, Baltimore, MD, Virginia
Commonwealth University, Richmond, VA and Oregon Health Sciences,
Portland, OR

AND THEY’RE OFF………RACING TO RECRUIT SUBJECTS IN CLINICAL
TRIALS OF SUBSTANCE ABUSE TREATMENT

The ability to implement a multi-site randomized clinical trial (RCT) can be a
daunting task. Historically, such studies were conducted in research-based
clinical settings. Programs typically had a track record in research, with on-site
staffing and expertise in RCT studies.  The mission of the NIDA Clinical Trials
Network (CTN), however, is to test empirically validated drug abuse treatments
in “real life” clinical settings.  Participating treatment providers rarely have
previous research experience and their goals and objectives almost never
include research.  It is within this context that CTN Wave 3 protocols were
recently launched.  Lead investigators were informed that subject recruitment
was of high priority, as Wave 1 and 2 protocols had (almost without exception)
struggled to meet even minimum goals set for participant recruitment.  In the
current national climate of fiscal conservatism, efforts to maximize protocol
efficiency are tantamount to success.  To ensure protocol viability, Wave 3
Lead Investigators and protocol teams have developed a variety of novel and
creative strategies for initiating high rates of recruitment from the very
beginning of study implementation.  In particular, Study #0020 (Job Seekers’
Workshop, JSW) set recruitment as primary goal.  The JSW study was
launched in October, 2004.  To date, 6 of the 12 sites are actively enrolling
participants.  Recent analyses found a mean rate of recruitment through point of
randomization of 3.3 participants/cohort (range 2-5).  This rate is 66% above
that originally set for this protocol by NIDA and the protocol review
committee.  This presentation will summarize and compare early rates of
recruitment for Wave 2 and 3 protocols.  It will also describe some of the
strategies that proved useful for boosting recruitment rates.  Given the guiding
principles of the NIH Roadmap, it is important that such information be shared
not only within the CTN and the drug abuse community of researchers and
clinicians, but also with other national clinical trial networks.
This research was supported by NIDA Grant U10 DA 13034
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P.A. Crooks, G. Zheng, A.G. Deaciuc, F. Zheng and L.P. Dwoskin, University
of Kentucky, Lexington, KY

LONG CHAIN N-N-ALKYLNICOTINIUM ANALOGS INHIBIT NICOTINIC
RECEPTORS PROBED BY [3H]NICOTINE BINDING, BUT NOT [3H]
METHYLLYCACONITINE BINDING TO RAT BRAIN MEMBRANES

N-n-Alkylnicotinium analogs have been previously investigated for nicotinic
acetylcholine receptor (nAChR) binding properties.  Ligands from this series
have been identified with selectivity for alpha4beta2* nAChRs (probed by [3H]
nicotine binding to rat brain membranes) and for alpha6-containing nAChRs
mediating nicotine-evoked dopamine release (Wilkins et al., 2002, 2003).
Saturation analysis of the n-decyl analog (NDNI) indicated competitive
interaction with the high affinity [3H]nicotine binding site. Rubidium efflux
experiments demonstrate that NDNI is a selective antagonist at alpha4beta2*
nAChRs, while the n-octyl analog (NONI) is selective antagonist at alpha6-
containing nAChRs (Dwoskin et al., 1999).  The n-dodecyl analog (NDDNI)
was the most potent analog of the series and equipotent with the NDNI at
alpha4beta2* nAChRs (Ki = 100 nM).  NDDNI was also a potent antagonist at
alpha6-containing nAChRs inhibiting nicotine-evoked dopamine release, and
thus, was not nAChR subtype selective.  The present study investigated the
ability of N-n-alkylnicotinium analogs bearing n-alkyl carbon chain lengths
from 13-20 to inhibit [3H]nicotine and [3H]methyllycaconitine binding to
assess interaction at alpha4beta2* and alpha7* nAChRs, respectively.
Inhibition analysis revealed that the Ki values for these analogs ranged from 14
-7000 nM in the [3H]nicotine binding assay.  None of these analogs exhibited
significant affinity for the [3H]methyllycaconitine binding site.  Interestingly,
analogs with carbon chain length ranging from 13-18 exhibited affinity for the
alpha4beta2* nAChRs, and affinity increased with increasing carbon length.
The eicosyl analog (NeCNB) exhibited 10-fold lower affinity than the
octadecyl analog (NODNI), which was the analog with optimal affinity at
alpha4beta2* nAChRs (Ki = 14 nM).  Molecular modeling studies provide
information on the mode of interaction of this interesting series of congeners
with the nicotine recognition site on alpha4beta2* nAChRs.  Supported by
DA17548.
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K.L. Cropsey, G.C. Villalobos, M.F. Weaver and M.L. Stitzer, Virginia
Commonwealth University, Richmond, VA  and Johns Hopkins University,
Baltimore, MD

ESTABLISHING SMOKING-ABSTINENCE CUTOFFS USING EXPIRED CARBON
MONOXIDE AMONG FEMALE PRISONERS

Previous research has suggested that self-reported smoking abstinence
is unreliable, therefore the use of biological verification of smoking
status has become standard in the field. However, even with biological
measures, it is often difficult to determine appropriate cutoffs to
indicate current smoking. Abstinence values using CO have been
defined up to 8ppm in the literature and determining abstinence when
conducting cessation studies is important because of demand
characteristics that may promote dishonesty in self-report. The goal of
this study was to determine an appropriate CO cutoff to indicate
abstinence within a large sample (N = 378) of female prisoners
incarcerated at a correctional facility in Virginia.  Mean age of the
population was 34.5 years, 49.2% were White, and 29% had less than a
high school education.  72% were identified as smokers and 28% as
non or ex-smokers by self-report. Smokers had significantly higher
mean CO levels than nonsmokers (15.3ppm v. 0.5ppm; p<.001). CO
levels were examined as a function of self-reported smoking status
using a receiver operator characteristic (ROC) analysis. A cutoff value
of less than 2.5ppm indicated smoking abstinence, with an area under
the curve of .99 (95% CI: .98 -.99) and a specificity and sensitivity
of .97 and .98, respectively. This same cutoff was identified when
examining separate ROC curves for Black and White women as well as
light smokers (<5cpd and >60min since last cigarette; N =64), with
similar specificity and sensitivity. Overall, a CO of 3ppm or less
indicated smoking abstinence, even among nonsmokers in a high
exposure second-hand smoking environment such as a prison. This
suggests that using a higher CO cutoff may misclassify some smoking
individuals as abstinent and may influence the outcomes of smoking
cessation treatment studies.
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T.J. Crowley, M.C. Stallings, K.S. Krauter, R.P. Corley, K.M. Raymond, S.K.
Mikulich-Gilberston, S.E. Young, H.L. Gelhorn, J.M. Lessem and J.K. Hewitt,
University of Colorado School of Medicine, Denver, and University of
Colorado, Boulder, CO

USING GENOTYPE TO REFINE PHENOTYPE

With whole-genome scans for quantitative trait loci (QTL), researchers seek
chromosomal vulnerability loci for DSM-IV-defined psychiatric disorders (e.g.,
Stallings et al 2003).  But both genes and environment contribute to the severity
of many such disorders.  Environmental influences, although clinically
important, may generate signal-reducing “noise” in genetic studies. Aim.  For
use in future samples, we are testing variously defined phenotypes that appear
to generate a maximally genetic QTL signal in a current sample of well-
characterized adolescents with serious substance and conduct problems.
Method. Probands in 249 sibling pairs were 14-18 yr old patients with serious
substance and conduct problems.  Probands and siblings: assessed for symptom
counts of CD (conduct disorder; DISC) and SD (substance dependence
symptom count across all drugs; CIDI-SAM).  Parents: similarly assessed
(direct interview or family history method; DIS).  Cheek-swab DNA
genotyped: 374 microsatellite markers on 22 autosomes.  Genome scans:
DeFries-Fulker regression method.  Results.  (a) For DSM-IV CD symptom
count (n=249 pairs): Max. LOD score (1.76, p < .003) on Chromo. 9 at 162 cM.
(b) For DSM-IV CD symptom count AND parent with > 1 ASPD symptom
(reduces n to 217 pairs): Max. LOD score (2.04,  p < .001) on Chromo. 9 at 160
cM. (c) For DSM-IV CD symptom count AND 1st symptom before age 11:
(reduces n to 143 pairs): Max. LOD score ( 0.76,  p < .277) on Chromo. 9 at
162 cM.  Comparable analyses for SD-related phenotypes will be presented.
Conclusions.   Systematic refinements to phenotypes can increase or decrease
LOD scores, probably through some combination of increased genetic influence
and reduced n.  Such analyses may suggest, for future QTL studies, phenotypes
under stronger genetic influence.   Support: DA 11015, 12845, 40405
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P.J. Cunha and S. Nicastri, University of Sao Paulo, Brazil and Hospital Israelita
Albert Einstein, Sao Paulo, Brazil

DECISION-MAKING IMPAIRMENTS ASSOCIATED WITH ADHD SYMPTOMS
IN COCAINE ABUSERS

Background: The neurocognitive effects of cocaine involve prefrontal cortex
(PFC) functional and structural abnormalities that may underlie decision-
making deficits associated to drug use despite negative consequences.
However, the high prevalence of attention deficit hyperactivity disorder
(ADHD) symptoms among cocaine abusers may be a confounding factor since
ADHD per se is associated to neuropsychological deficits affecting
predominantly executive or PFC functions. Methods: Here we designed a
controlled study using the computerized version of the Iowa Gambling Task
(IGT), Wisconsin Card Sorting Test (WCST) and ADHD scales. Twelve
cocaine dependent patients (DSM-IV, APA, 1994), abstinent for an average of
two weeks, were evaluated. They were compared to a control group (n=12)
without substance dependence, psychiatric illness (DSM-IV) or neurological
disorders. Results: There were no significant differences between patients and
controls in age, ethnicity, socioeconomic background, estimated IQ, education
and WCST scores (numbers of categories achieved, perseverative errors and
failure to maintain set). Nevertheless, cocaine abusers performed more poorly
than controls on the IGT. Scores on the IGT were calculated using the net
outcome score, which represents the “bad decks” minus the “good cards” [(A
+B)-(C+D)]. Also, cocaine abusers showed a higher prevalence of ADHD
symptoms which were negatively correlated to the net score on the IGT.
Conclusion: Our data support recent evidences of abnormal processing of
reward and punishment in cocaine abusers. Nonetheless, the ADHD-related
symptoms correlated to IGT suggest preexisting decision-making deficits in
cocaine abusers that could be associated with a higher vulnerability to risk-
taking behavior and substance dependence. We believe that our findings have
important implications to addiction research and need further investigation.
Supported in part by a grant from FAPESP, Sao Paulo, SP, Brazil (00/12081-5)
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C.W. Cunningham, L.N. Thatcher and A. Coop, University of Maryland,
Baltimore, MD

TRIMETHYLSILYL-DIAZOMETHANE AS A METHYLATING AGENT IN THE
SYNTHESIS OF CODEINE-6-METHYL ETHER

As part of our continuing studies into new transformations in the morphine and
thebaine series of alkaloids, we required significant quantities of codeine-6-
methyl ether.  The reported synthesis of codeine-6-methyl ether using
potassium hydride and methyl iodide (J Med Chem, 1975, 18, 1074-7) gave a
low yield in our hands due to quaternization of the basic amine.  Trimethylsilyl
(TMS)-diazomethane is a safe, non-explosive alternative to diazomethane that
methylates acidic alcohols and has recently been shown to methylate 3- and 4-
phenols in opioids.  Diazomethane methylates non-acidic alcohols under very
specific conditions, and we considered that TMS-diazomethane may methylate
non-acidic alcohols in a similar manner.  It was found that TMS-diazomethane
in the presence of silica gel methylates the allylic 6-alcohol of codeine.  Our
studies show that silica is essential for methylation, and no quaternization was
detected.  Unlike methylation of acidic alcohols, it was found that methanol is
not required, suggesting the methylation of non-acidic alcohols occurs through
a different mechanism.  TMS-diazomethane can therefore be used as a safe
alternative to diazomethane as a methylating agent for non-acidic alcohols.
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P.W. Czoty, B.A. Reboussin, S.H. Nader, T. Moore, M. Bounds, H.D. Gage and
M.A. Nader, Wake Forest University School of Medicine, Winston-Salem, NC

PET IMAGING STUDIES OF MONKEY DOPAMINE D2 RECEPTORS AND
TRANSPORTERS DURING SELF-ADMINISTRATION OF COCAINE UNDER
DIFFERENT ACCESS CONDITIONS AND DURING ABSTINENCE

We reported previously (2004 CPDD meeting) that cocaine self-administration
(SA) under qualitatively different conditions of drug availability resulted in
different patterns of dopamine (DA) D2 receptor and DA transporter (DAT)
alterations in rhesus monkeys, as assessed with positron emission tomography
(PET). The present studies extended these findings of neuroadaptation to a 12-
month history of cocaine SA and characterized D2 and DAT changes during
subsequent abstinence from cocaine. For one group of monkeys (n=6),
responding occurred under a second-order schedule (SO); responding was
maintained for 30 min by a single injection of cocaine (0.2 mg/kg/inj, i.v.). For
the other group (n=6), the same cocaine dose was available under "binge
access” conditions. Responding in this group was maintained under a 30-
response fixed-ratio schedule twice per day for two consecutive days each
week; these parameters were designed to permit significantly higher cocaine
intakes (12 mg/kg/day maximum). PET scans were conducted using the DA D2
receptor ligand [18F]fluoroclebopride and the DAT ligand [18F]
fluorobenzylchlorotropane at several time points during SA and abstinence. In
both groups of monkeys, D2 and DAT availability in the caudate nucleus and
putamen was decreased substantially after 6 months of cocaine SA despite a
nearly 20-fold difference in cocaine intake. After 12 months of SA, however,
values recovered to near basal levels in both SO and binge monkeys. At 30 and
90 days of abstinence, D2 receptor availability was again decreased in these
areas in both groups; DAT binding, however, was reduced only in SO monkeys.
These results suggest that, during chronic cocaine exposure and abstinence,
conditions of access to cocaine differentially affect D2 and DAT adaptations.
Support: DA-14637, DA-016279.
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N. Dafny, P.B. Yang and A.C. Swann, University of Texas Medical School at
Houston, Houston, TX

SEX DIFFERENCES BETWEEN YOUNG FEMALE AND MALE SPRAGUE-
DAWLEY RATS IN RESPONSE TO METHYLPHENIDATE

Adult females are reportedly more sensitive than adult males to
psychostimulants such as cocaine, amphetamine, and caffeine.  Yet, sex
differences between young females and males in the behavioral responses to
chronic treatment of the psychostimulant methylphenidate (MPD; Ritalin) have
not been extensively investigated.  Methylphenidate (MPD) is a common drug
prescribed to treat attention deficit/hyperactivity disorder (ADHD), a behavioral
disorder that begins in childhood and frequently persists into adulthood.
Because this drug is given to patients at a young age, differences in the
response between young females and males warrant further investigation.  The
aim of this study was to investigate whether there are sex differences in the
behavioral responses between young female and male rats that have been
chronically exposed to MPD.  Young male (N=32) and female (N=36) Sprague-
Dawley (SD) rats were randomly divided into four groups receiving saline or
0.6, 2.5, or 10 mg/kg, i.p., MPD.  These young rats received a daily injection of
saline or one of the three MPD doses for six consecutive days followed by three
days of washout and a rechallenge with saline or one of the three MPD doses as
before.  Changes in locomotor activity and stereotypic behavior were recorded
and analyzed.  Results showed that young female rats sensitized to repeated
treatment of 2.5 mg/kg MPD, while their male counterparts failed to exhibit any
sensitized effect to this drug dose.  Furthermore, young female rats also
displayed a higher level of locomotor activities in response to MPD treatment
than young male rats, suggesting that female rats were more susceptible to the
stimulating effect of MPD. Supported contributed by: NIDA-DA14441(P.B.Y.)
and Pat Rutherford Chair in Psychiatry; MPD was a gift from Mallinckrodt.

147
J. Dallery, B.R. Raiff and J.C. Wilson, University of Florida, Gainesville, FL
A LABORATORY ANALOG OF VOUCHER REINFORCEMENT

Contingency management has been used to effectively decrease or eliminate
drug use.  We are testing the feasibility of a within-session laboratory model to
study the effects of contingency management on smoking. The model could
allow more rapid testing of treatment parameters than in clinical trials, and thus
it could help us identify key variables that may promote abstinence.  Heavy
smokers (≥20 cigarettes/day, n=5), with no intention to quit smoking, attended
three, 3 hr sessions in random order: 1) low voucher magnitude, 2) high
voucher magnitude and 3) control. Subjects did not smoke for at least 3 hours
before each session and were exposed to 4, 10-minute blocks, each separated by
a 20-min cigarette free period. During the 10-min block, participants could earn
money for each 30-second period that they did not take a puff from a cigarette.
A standard ascending schedule of reinforcement, including a reset contingency,
was used, with the value of the first interval set to $0.015 and increasing by
$0.005 for each puff-free interval during the low voucher condition. The high
voucher condition included values 4 times those used in the low voucher
condition. During the control session, participants earned money regardless of
whether they took a puff or not (mean puffs = 52). Participants showed average
smoking reductions of 46% during the low condition and 58% during the high
condition. This is consistent with the effects of voucher magnitude on other
drug taking behavior (e.g. cocaine) in outpatient, clinical settings. Although
more work is necessary to validate the laboratory model, the results suggest that
it may be a useful way to rapidly test different parameters for improving the
efficacy of contingency management procedures.
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G.D. Dalton, F.L. Smith and W.L. Dewey, Virginia Commonwealth University,
Richmond, VA

CHRONIC DELTA-9-TETRAHYDROCANNABINOL TREATMENT PRODUCES
ANTINOCICEPTIVE TOLERANCE IN MICE WITHOUT ALTERING PROTEIN
KINASE A ACTIVITY IN MOUSE BRAIN

The present study investigated the effect of different levels of Delta-9-
tetrahydrocannabinol (Delta-9-THC) antinociceptive tolerance on Protein
Kinase A (PKA) activity in mouse brain. To strengthen this investigation, a
positive control was developed for the detection of an increase in mouse brain
PKA activity. More specifically, the i.c.v. administration of the membrane-
permeant and phosphodiesterase-resistant cAMP analog 8- Bromoadenosine- 3',
5'- cyclic monophosphorothioate, Sp- isomer (Sp-8-Br-cAMPS) revealed that
the assay used in this study was sensitive enough to detect an increase in PKA
activity in mouse brain regions. Models were then developed in which mice
expressed either a 13-fold or 49-fold level of Delata-9-THC antinociceptive
tolerance following chronic treatment with 10 mg/kg Delta-9-THC or 80 mg/kg
Delta-9-THC for 6.5 days.  Basal and total cytosolic and particulate PKA
activity were measured directly in homogenates from the striatum,
hippocampus, cerebellum and cortex. Results from this study indicate that
chronic exposure to Delta-9-THC does not produce an increase in PKA activity
in these mouse brain regions. Future work is needed to determine the role of
PKA in cannabinoid tolerance in mice. This research was supported by NIDA
grants DA-01647, T32-DA-0027, K05-DA-00480.
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N.M. Dankert, S.D. Schlussman, Y. Zhang, A. Ho and M.J. Kreek, The
Rockefeller University, New York, NY

HEROIN-INDUCED SENSITIZATION OF LOCOMOTOR ACTIVITY OBSERVED IN
A STUDY OF CONDITIONED PLACE PREFERENCE IN C57BL/6J MICE

This study examined the effects of heroin on locomotor activity and the
development of conditioned place preference (CPP) in C57BL/6J (C57) mice.
Methods: The development of CPP was measured in 20 male C57 mice which
received 0, 5, 10, or 20 mg/kg of heroin.  During conditioning sessions,
locomotor activity was monitored in either the drug- or saline-paired
compartments.  Data was analyzed by two-way ANOVA (Dose by Day, with
repeated measures on the last variable) followed by Newman-Keuls post hoc
tests when appropriate.  Results: Animals which received either 10 or 20, but
not 5 mg/kg of heroin seemed to spend more time in the drug-paired
compartment than in the saline compartment, although this did not reach
statistical significance.  This is in contrast to our finding of a strong CPP to
cocaine in this strain of mouse (Zhang P.B. & B. 73 2002).  Overall activity
level, as measured by total counts, was not affected by the dose of heroin
administered (F(3,20)=2.20, p<0.5).  However, a significant main effect of Day
was observed (F(3,60)=3.05, p<0.05) with significantly higher levels of total
activity on the fourth day of heroin injection compared to the first day (p<0.05).
To distinguish between total activity and locomotion, locomotor activity was
assessed as the number of crossovers defined as breaking both beams at the
extreme ends of the behavioral monitor.  Locomotor activity was significantly
affected by Dose (F(3,20)=18.36, p<0.0001) and Day (F(3,60)=3.50, p<0.05),
and there was a trend toward a significant interaction (p=0.08).  Newman-Keuls
post hoc tests showed that all doses of heroin significantly increased locomotor
activity.  Locomotor activity showed development of sensitization, with activity
greater on the third and fourth days compared to the first day (p < 0.05).  These
data demonstrate sensitization to the locomotor stimulating effects of heroin in
C57 mice.  Studies are underway to increase sample size in this strain and also
to examine heroin effects in 129P3/J mice.  Supported by NIH-P60-DA-05130
and NIH-K05-DA-00049 to M.J.K.
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N. Dasgupta, J. Brownstein and S.H. Schnoll, Purude Pharma L.P., Stamford,
CT and Children’s Hospital Boston, Harvard Medical School, Boston, MA

GEOSPATIAL MODELING OF DISPARATE DATA SOURCES ON PRESCRIPTION
OPIOID ABUSE

In order to detect the abuse and diversion of prescription opioids, the
RADARS® System collects data from drug diversion investigators, poison
control centers, methadone maintenance programs and a network of key
informants.  Each study reports the number of cases of prescription drug abuse
or diversion identified in a quarter.  These four “signal detection” studies
collect data at different spatial resolutions; for example the drug diversion
reporters often report at the police precinct level while the methadone patients
report their 3-digit ZIP code (the first three digits of a postal ZIP code).  One
objective of the RADARS system is to synthesize these data with the goal of
signal detection. Data integration based on disparate data streams becomes
problematic when each stream has its own spatial resolution. This issue often
forces data aggregation to the lowest possible geospatial resolution. In this
study, we show that aggregation reduces the sensitivity for aberration detection
by the surveillance system. We suggest methods in geospatial and statistical
analysis that will combine data sources without loss of spatial resolution
therefore enhancing detection capabilities of the system.
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C. Davidson, Q. Chen, X. Zhang, T.H. Lee and E.H. Ellinwood, Duke
University Medical Center, Durham, NC

DEPRENYL ATTENUATES DOPAMINE AND GLUTAMATE CHANGES AFTER A
CHRONIC METHAMPHETAMINE REGIMEN

We and others have previously argued that chronic methamphetamine (METH)
dosing regimens are needed in the rat to more accurately model the human
pharmacokinetics (Davidson et al., (2001) Brain Res Rev 36:1-22; Cho et al.,
(2001) Synapse 39:161-166). Here we use such a regimen and test the MAOI
deprenyl for putative therapeutic properties. Methods: Adult male SD rats were
first treated prophylactically with saline, 0.05 or 0.25 mg/kg deprenyl for 10
days. They were then given either a saline or METH (25 mg/kg) subcutaneous
minipump for 7 days. The METH treated rats were also given escalating daily
METH injections (1-5 mg/kg SC) starting the day after minipump implantation.
All minipumps were taken out after 7 days. Daily deprenyl injections were
carried on throughout the minipump period and for 5 days after minipumps
were taken out. On day 28 of withdrawal from METH rats were killed and brain
samples taken for analysis by 1) HPLC and 2) Western blot. Results: HPLC
analysis found DA tissue content to be reduced in the caudate after METH
treatment, this DA loss was attenuated by the 0.25, but not the 0.05 mg/kg
deprenyl dose. Changes in NMDA NR2B and AMPA GluR1 receptor subunits
and their phosphorylation state were also assessed. The most robust changes
were increased NR2B levels in the prefrontal cortex and increased GluR1 and
phosphorylated levels in the caudate and prefrontal cortex. The effect of
Deprenyl on these changes will be discussed. Discussion: These data show that
our chronic METH dosing regimen produces a robust long-term deficit in the
rat DA system. These changes may be attenuated by high dose deprenyl
treatment.
Acknowledgments: We thank NIDA for generous support (DA14323.

152

38



CPDD 2005 Annual Meeting, Wyndham Palace, Orlando, FL

C.M. Davis, P.G. Roma, M.A. Keeler and A.L. Riley, American University,
Washington, DC

GENETIC STRAIN, MATERNAL ENVIRONMENT, AND BIOLOGICAL SEX
INTERACT TO AFFECT COCAINE-INDUCED TASTE AVERSIONS IN FISCHER
AND LEWIS RATS

The role of the maternal environment in the development of behavioral and
physiological differences between rat strains suggests that epigenetic factors
may contribute to or interact with differences ascribed solely to genes.  In the
present experiment, the role of such epigenetic factors in the differences
between the F344 and LEW rat strains in the aversive effects of cocaine was
examined.  Specifically, male and female F344 and LEW pups were randomly
assigned to be reared by either an unrelated dam of its own strain (in-fostered)
or by a dam of the other (cross-fostered).  This manipulation yielded four
groups: F344 pups reared by F344 dams (F/F, n=23), F344 pups reared by LEW
dams (F/L, n=25), LEW pups reared by LEW dams (L/L, n=24), and LEW pups
reared by F344 dams (L/F, n=24).  At approximately 180 days of age, all rats
were given 20-min access to a 0.1% saccharin solution followed by a
subcutaneous (SC) injection of 32 mg/kg of cocaine.  Water was available
during the 20-min sessions for the following three days.  Fluid consumption
was recorded over four conditioning trials and on a final saccharin aversion test.
Females in Group L/L significantly decreased saccharin consumption over trials
and to a degree greater than that of females in Group F/F (an effect consistent
with previously reported differences between the two strains).  Cross-fostering
significantly affected the acquisition of aversions in Group F/L in that they
resembled Group L/L in their acquisition.  Group L/F was unaffected by the
cross-fostering manipulation.  There was no difference between males in
Groups L/L and F/F, and cross-fostering had no effect.  These results replicate
previously reported strain differences in the acquisition of cocaine-induced taste
aversions in females and demonstrate that these differences can be affected by
the maternal environment.  The results further indicate that sex is a factor in the
aversive effects of cocaine in the F344 and LEW rat strains.

This research was supported in part by a grant from the Mellon Foundation to
ALR.
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R. de la Garza, II, A.D. Kalechstein, L. Nestor and T.F. Newton, University of
California, Los Angeles, CA

A DISSOCIATION OF THE SUBJECTIVE AND CARDIOVASCULAR EFFECTS
PRODUCED BY COCAINE OR METHAMPHETAMINE IN STIMULANT-
ADDICTED PATIENTS

Cocaine and methamphetamine influence cardiovascular functioning via central
monoaminergic activity; however, they do so through distinct mechanisms.
This study examined the effects produced by cocaine or methamphetamine in
order to elucidate the onset and patterns of subjective and cardiovascular
responses. Subjects included 14 non-treatment seeking cocaine-dependent and
11 non-treatment seeking methamphetamine-dependent volunteers. As part of
ongoing research studies, cocaine and methamphetamine subjects received
intravenous cocaine (40 mg) or methamphetamine (30 mg), respectively, and
subjective and cardiovascular responses were assessed. Cocaine produced a
more rapid onset of subjective effects (“High”, “Stimulated”, “Drug Effect”)
compared to methamphetamine, however these responses tended to persist
longer in those exposed to methamphetamine versus cocaine. For
cardiovascular indices (heart rate, blood pressure), cocaine was generally
associated with more rapid and generally longer lasting increases than those
produced by methamphetamine. Overall, the results reveal differences in the
onset, pattern, and duration of subjective and cardiovascular responses
produced by cocaine or methamphetamine administration in stimulant-addicted
patients.  The distinct profiles of these stimulants may be the result of the
effects of chronic cocaine or methamphetamine  on the dopamine transporter or
dopamine D2 receptors.  We predict that these differences may impact drug use
and relapse patterns, and may have implications in medications development
for these addictive disorders.

Supported by NIDA: DA00388, DA-0-8804, DA014593
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M. DeLaRosa, C. Rice and D. Rugh, Florida International University, Miami,
FL

AN ANALYSIS OF RISK DOMAINS ASSOCIATED WITH THE NUMBER OF
DRUGS USED BY ACTIVE LATINO GANG MEMBERS

Alcohol and illicit drug abuse has been found to be a serious problem,
especially among male Latino gang members leading to serious health, social
and criminal consequences.  Observational studies indicate that youth who
become members of gangs, use more drugs than before they were gang
members, use more drugs while they are members, and use more drugs after
they leave the gang than their non-gang member peers.  Given the higher
probability of alcohol and drug abuse among Latino gang members, the
numerous types of drugs found within the population, and the theoretical
progression of drugs abuse, it is not surprising that high risk groups like gang
members have been found to have younger ages of substance use onset.  The
purpose of this manuscript is to report on data collected from a study that has
documented the influences of individual, familial, community, and cultural
factors on the drug using careers of Latino gang members.  Data from this study
was collected from interviews conducted on sample of seventy-six active
Latino gang members living in a small city in the Northeast of the United
States.  Results from an analysis of variance indicate that participants with early
onset (before the age of 12) had a higher age adjusted mean of drug transitions
(mean = 3.6) than participants with later onset (mean = 2.9, F = 6.49,  p = .013).
We also found associations with risk domains.  Individual (r = .290, p = 001)
and peer (r = .238, p = .014) domains were associated with a greater number of
drug transitions.  The implication of these results are discussed in the following
report.

155

A. de la Torre, C.F. Ríos-Bedoya, A.L. Stone and J.C. Anthony, Michigan State
University, East Lansing, MI and Johns Hopkins University, Baltimore, MD

RISK OF HALLUCINOGEN DEPENDENCE SOON AFTER ONSET OF USE:
UNITED STATES, 2002-2003

BACKGROUND & AIMS: Analyzing epidemiological data from 2000-2001,
we previously estimated that roughly 2% of recent-onset hallucinogen users in
the U.S. become hallucinogen dependent rapidly (i.e., within 24 months after
first use of any hallucinogen) --with excess risk of hallucinogen dependence
among recent-onset users of ecstasy, or mescaline, or phencyclidine (PCP).
Here, we seek to strengthen and confirm support for these epidemiological
inferences. METHODS: Our new estimates are based on data from the National
Surveys on Drug Use and Health (NSDUH) conducted in 2002-2003, with
representative samples of community- dwelling U.S. residents age 12+
(n=109,309). The key response variable in this study is hallucinogen
dependence among recent onset hallucinogen users (i.e., those who had started
hallucinogen use (HU) within 24 months of assessment, median elapsed time
~12-13 months). RESULTS: A total of 1697 respondents, 1.6% of the total
sample, were found to be recent-onset HU. An estimated 2-3 % of these had
developed dependence on hallucinogens within 24 months after starting HU.
About twofold excess risk was found for PCP users relative to users of other
hallucinogens (p<0.05), but otherwise there was no statistically robust variation
in risk of becoming hallucinogen dependence across subgroups defined by the
hallucinogen compounds under study. In the prior study, there was little male-
female difference in risk of becoming dependent; here, female HU were more
likely to become dependent soon after onset of HU (p<0.05). DISCUSSION:
We confirmed the estimated 2% risk of becoming hallucinogen dependent
within 24 months after onset of HU and the PCP-associated excess risk, but not
excess risk associated with ecstasy use or mescaline use. The excess risk
observed for females is intriguing, and merits attention in future, more probing
research on male-female differences in development of hallucinogen
dependence, but should not be asserted as a fact unless confirmed via
replications. Support: NIH/NIDA/FIC D43TW05819; T32DA07292,
K05DA015799.
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R. de la Torre, S. Abanades, R. Pacifici, S. Pichini, S. Poudevida, E. Menoyo, P.
G. Zuccaro, J. Segura and M. Farre, Institut Municipal d’Investigacio Medica,
Universitat Pompeu Fabra, Universitat Autónoma de Barcelona, Barcelona,
Spain, and Istituto Superiore Sanità, Rome, Italy

COMBINED IMMUNOMODULATING ACTIVITIES OF MDMA AND CANNABIS
IN HUMANS: A ONE-YEAR FOLLOW-UP CONTROLLED STUDY

The immunomodulating activities of MDMA and in humans have been
described in controlled settings(1,2) and cross-sectional studies (3) respectively.
A one year follow-up study was performed where results from MDMA users,
concurrent users of cannabis, were compared to those of populations of
cannabis users only and healthy non drug-use controls.
A population of 117 subjects (MDMA and THC n= 39, THC alone = 24, drug
free controls = 34 n) with a mean age of 22.7 (range 18-34 years) and gender
distribution of 41% males and 59% females participated in the study. At
baseline CD4 lymphocytes and NK cells were significantly lower in the
MDMA/THC group when compared to THC alone users and healthy non drug-
use controls. Changes in lymphocytes sub-populations were combined with
lower concentrations of IL-2 and IL-10 and higher concentrations of TGF-beta
and an immune functionality (after stimulation with mitogens) severely reduced
in the MDMA/THC group. Values observed in the THC alone group were
intermediate between those of the MDMA/THC and healthy non drug-use
controls. Modulating effects of MDMA and THC over the immune system were
sustained over time (at six months and one year after baseline) and drug
exposure dependent. Both MDMA and THC exert depressing effects over the
immune system by different mechanisms, their impact on the susceptibility to
infections by users deserves further studies.
Pacifici R et al. J Pharmacol Exp Ther. 2004;309:285-92.
Pacifici R et al. J Pharmacol Exp Ther. 2001;296:207-15.
Pacifici R et al. JAMA. 2003;289:1929-31.

Funding organizations: RTA Network (FIS G03/005), Fondo de Investigaciones
Sanitarias (FIS 00/0777) and Spanish National Plan on Drugs (PNSD
INT/2012/2002)
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H. de Wit, E.L. Childs and J. Deckert, The University of Chicago, Chicago, IL
and University of Munster, Germany

PHYSIOLOGICAL, BEHAVIORAL AND SUBJECTIVE EFFECTS OF ACUTE
CAFFEINE ADMINISTRATION IN LIGHT, NONDEPENDENT USERS

Caffeine is the most widely used psychoactive substance in the world with 82
-92% of adults in North America reporting regular consumption.  Caffeine
produces mild stimulant effects that are thought to underlie its widespread use.
However, the direct effects of caffeine are difficult to evaluate in regular users
of caffeine because of tolerance and withdrawal. Indeed, some researchers hold
that the psychostimulant effects of caffeine are mainly due to the reversal of
withdrawal.  The present study examined the physiological, behavioral and
subjective effects of acute doses of caffeine in a population of nondependent
light or non-caffeine users.  Subjects (n=102) consumed acute oral doses of
caffeine (100, 300 and 900 mg) or placebo in randomized double-blind
sessions.  Drug effects were monitored over several hours.  Caffeine
significantly increased blood pressure and subjective ratings of “anxiety”,
“high”, “elation” and “stimulation”.  Caffeine dose-dependently improved
performance in a vigilance task and a short-term memory task.  There was no
effect upon behavioral inhibition or information processing. Thus, these results
do not support the hypothesis that the effects of acute caffeine administration
are due to reversal of withdrawal.  The subjective effects of caffeine will be
compared with those of another stimulant drug (amphetamine).  The effects of
caffeine will also be examined in relation to polymorphisms in the adenosine
receptor gene.  This research was supported by DA02812.
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L.J. Degenhardt, C. Day, E. Conroy, S. Gilmour and W. Hall, University of New
South Wales, Sydney, Australia

AGE DIFFERENTIALS IN THE IMPACTS OF REDUCED HEROIN SUPPLY:
EFFECTS OF A “HEROIN SHORTAGE” IN NSW, AUSTRALIA

Background: This paper uses a unique event – the Australian heroin shortage –
to see whether an abrupt, substantial and sustained change in heroin supply had
different effects on harms related to heroin use among younger and older heroin
users. Method: Indicator data were examined by age group on the number of
persons entering treatment for heroin and amphetamine dependence, arrests for
heroin use/possession and number of drug related deaths, in NSW Australia.
Data were analysed using times series analysis. Results: There was a 41%
reduction in the number of new registrations for opioid pharmacotherapy per
month among 25-34 year olds, and a 26% reduction among 15-24 year olds, but
no apparent changes among older age groups. Similarly, reductions in the
number of non-pharmacological heroin treatment episodes were most
pronounced among younger age groups. There was a 49% reduction in the
number of heroin possession/use offences among those aged 15-24 years,
compared to declines of 31-40% among older age groups. Declines in heroin
related deaths were greatest among 15-24 year olds (65% reduction). There was
no change in other drug-related deaths in any age group. Conclusions:  A
reduction in heroin supply was followed by greater reductions in heroin related
harms among younger than older people, across a number of outcome domains.
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M.S. Delatte, M. Zielstroff, G. Thakur, A. Makriyannis, and J. Bergman,
McLean Hospital, Belmont, MA and University of Connecticut, Storrs, CT

SOME BEHAVIORAL EFFECTS OF NOVEL CB1-RECEPTOR AGONIST AM
411 IN SQUIRREL MONKEYS

In vivo studies in monkeys have demonstrated that natural cannabinoids such as
Delta 9-THC have a long plasma half-life and produce CB1-receptor mediated
behavioral effects on responding under different schedules of reinforcement.
The present study in monkeys (n=4) was conducted to examine the effects of
the synthetic cannabinoid agonist AM 411 (0.1-1mg/kg) alone and in
combination with the CB1-receptor antagonists SR 141716A (1-3.2 mg/kg) and
AM 251 (3.2- 10 mg/kg), respectively, on responding under a fixed-ratio
schedule of milk presentation. AM 411 produced dose- and time-related
decreases in response rate. At the highest dose tested, the rate of responding
was decreased to <5% of saline 135 min after AM 411 administration. Rate-
decreasing effects were still evident in two subjects 2 days after AM 411
administration. Neither antagonist blocked the rate-decreasing effects produced
135 min after agonist administration. However, both antagonists appeared to
block the rate-decreasing effects evident 2 days after agonist administration.
Together, these data demonstrate that AM 411 has a slow onset of action in
monkeys and that the rate-decreasing effects evident 2 days following injection
likely are CB1-receptor mediated.
(supported by PHS grant DA19205 and DA7252)
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D.S. DeMatteo, D.S. Festinger, P.A. Lee and D.B. Marlowe, Treatment
Research Institute, Philadelphia, PA

SUBSTANCE-USE PATTERNS IN DRUG COURT: NO PROBLEM?

Drug courts divert drug-involved offenders into judicially supervised treatment
in lieu of criminal prosecution and incarceration.  Three reviews of dozens of
drug court evaluations found that an average of 60% of drug court clients
completed at least 1 year of treatment, and roughly 50% graduated from the
program.  However, a common criticism of drug courts is that they cast an
overly wide net, and therefore include a large portion of offenders who may
not, in fact, have a substance use problem.  To date, no research has examined
this important issue.  The current project sought to classify drug court clients by
their trajectories of urinalysis-confirmed drug abstinence during the drug court
program to determine the proportion of clients who exhibited little or no drug
use.  The sample consisted of 284 misdemeanor clients participating in drug
court programs throughout the State of Delaware.  Using Ward’s Method, we
clustered clients’ urinalysis results across the first 14 weeks of the drug court
programs.  Analyses revealed a 4-cluster solution.  Group 1 (34% of the
sample) was composed of clients who provided mostly drug-negative urines
over the 14 weeks.  Group 2 (19%) initially provided a mix of drug-negative
and drug-positive urines, but then provided mostly drug-negative urines as the
program progressed.  Group 3 (22%) provided a mix of drug-negative and drug-
positive urines over the 14 weeks.  Group 4 (25%) provided mostly drug-
positive urines over the 14 weeks.  Between-cluster analyses revealed that
Group 1 had less prior drug treatment (p < . 05), a higher proportion of
subthreshold ASI Drug Composite scores (p < .001), higher rates of graduation
from the drug court program (p < .001), lower rates of termination from the
drug court program (p < .001), and higher rates of drug-negative urines at 6-
months post drug court entry (p < .01).  These results indicate that a sizeable
portion of drug court clients -- roughly one-third -- did not show any indications
of a substance use disorder.  Further, these results suggest that the success of
drug courts may be due, in large part, to the inclusion of offenders who do not
have a substance use problem.
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C.L. Dempsey, P.D. Riggs, H.K. Knudsen and P.M. Roman, University of
Colorado School of Medicine, Denver, CO and University of Georgia, Athens,
GA

REFERRAL SOURCES AND ACCESS TO ADOLESCENT TREATMENT FOR
SUD: RESULTS FROM THE NATIONAL TREATMENT CENTER STUDY

Purpose: Recent reports indicate that fewer than 10% of adolescents in need of
treatment for substance use disorders (SUD) access such treatment services,
despite the demonstrated efficacy and effectiveness of these treatments. Yet,
little research has focused on the accessibility of adolescent treatment at the
organizational-level. Specifically we address this services research gap by
examining predictors of adolescent treatment services in a national sample of
substance abuse treatment centers. Methods: We report data collected from on-
site interviews and telephone follow-up surveys with site administrators from
publicly (N =319) and privately (N=335) funded substance abuse treatment
centers (N= 654; 85.7% response rate). Results:Multiple logistic regression
analyses examined relationships between program characteristics, levels of
care, and referral sources. Center size was positively associated with the
availability of adolescent only services. The type of center in terms of levels of
care was also a significant predictor: inpatient-only centers were less likely to
offer adolescent treatment than outpatient-only centers. Two of the referral
measures were significant. Centers that relied on self-referrals were less likely
to offer adolescent treatment, while centers that relied more on legal system
referrals were more likely to offer adolescent treatment. Conclusions:
Identification of program characteristics, levels of care, and referral sources in
public and private centers associated with the increased likelihood of adolescent
SUD treatment services may enhance our ability to develop more targeted
program incentives to increase both the availability and access to these services.
Supported by NIDA U10 DA13716-05, NIDA R01 DA13110, and NIDA R01
DA14482.
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M.L. Dennis, M.A. Foss and C.K. Scott, Chestnut Health Systems, Bloomington
and Chicago, IL

IMPROVING SELF-REPORTED RECENCY OF DRUG USE BY MEANS OF ON-
SITE URINE TESTING

Self-reported drug use is the most common and sensitive method of evaluating
substance abuse treatment outcomes.  Discrepancies between self-reports and
results of urine tests and self reports over time, however, continue to draw into
question the veracity of some respondents’ self-reports.  It is hypothesized that
reminding respondents of their prior self-reports and informing them of the
results of urine tests conducted just prior to an interview may reduce these
discrepancies and improve the veracity of self-report.  Participants (N=187 to
date; will be over 400 for presentation in Orlando) are from a longitudinal study
of individuals approximately 8 years after treatment intake.  Participants were
randomly assigned to one of four feedback conditions in a 2 X 2 factorial
design (Yes/No onsite urine test feedback by Yes/No prior self-report
feedback).  Regardless of condition, a laboratory urine test was also conducted
on a sample collected at the time of the interview.  False negatives (FN) rates
were calculated for the three most common drugs (cocaine, opioids, and
cannabis); where FN is defined as a positive laboratory urine and no self-
reported use (past week for cocaine/opioids; past month for cannabis).  The FN
rates of those getting onsite urine feedback were significantly lower than those
not getting onsite urine test feedback for cocaine (8.7% vs. 25.3%; odds ratio
[OR] = 0.3; p= 0.01), and had a trend in the right direction for opioids (5.4% vs.
13.7%; OR= 0.4, p= 0.08) and cannabis (3.3% vs. 9.5%, OR= 0.3, p= 0.13) and
are expected to be significant once we have the full sample later this winter.
The main effects for providing feedback of prior self-reports and the interaction
of the two sources of feedback were not significant for cocaine, opioids or
cannabis.  These results demonstrate that informing respondents of the results
of a urine test conducted just prior to an interview can make a large
improvement in the accuracy of self reported substance use (supported by
NIDA R01 DA15523).
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D.C. Des Jarlais, T. Perlis, K. Arasteh, L.V. Torian, H. Hagan, S. Beatrice, L.
Smith, J. Wethers, J. Milliken, S. Yancovitz and S.R. Friedman, Beth Israel
Medical Center, NDRI, Inc., New York State Department of Mental Hygiene,
and New York State Department of Health, New York, NY

REDUCTIONS IN HCV AND HIV INFECTION AMONG INJECTING DRUG
USERS IN NEW YORK CITY, 1990-2001

Objective:  To assess trends in HIV, HCV and HIV/HCV infection among
injecting drug users from 1990-2001 in New York City.  The 1990-2001 time
period included a very large expansion of syringe exchange in New York City,
from 250,000 to 3,000,000 syringes exchanged annually. Methods:  Cross-
sectional seroprevalence surveys of IDUs entering drug abuse treatment in
NYC, with sample sizes for HCV of 72 in 1990-91 and 412 in 2000-01.  A
structured risk behavior questionnaire was administered, and HIV and HCV
testing were conducted.   HCV testing was done on de-linked stored serum
samples. Results:  Over the 1990-2001 period, HIV prevalence declined from
54% to 13%.  HCV prevalence declined from 80% to 59% among HIV
seronegatives, and from 90% to 63% overall.  Estimated HCV incidence in
2000-01 among new injectors was 18 per 100/person-years at risk. Conclusions:
The large-scale expansion of syringe exchange was temporally associated with
large reductions in both HIV and HCV prevalence.  HCV prevalence and
incidence, however, still remain at high levels among IDUs in NYC.
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N.C. Di Pietro and K.M. Kantak, Boston University, Boston, MA

CONTEXT-DEPENDENT CHANGES IN DRUG-SEEKING AND DRUG-TAKING
BEHAVIOR FOLLOWING PRELIMBIC PREFRONTAL CORTEX INACTIVATION
IN RATS

The prelimbic area of the medial prefrontal cortex (PFC) is believed to be a
critical part of the neural circuitry that regulates drug-seeking behavior in rats
trained to self-administer cocaine. However, reports on the effects of prelimbic
cortex inactivation on drug-seeking behavior provide contrasting results in that
some studies demonstrate increases in drug-seeking (Wiessenborn et al, 1997)
whereas others demonstrate decreases (McLaughlin & See, 2003; Capriles et al,
2003; McFarland et al, 2001). In addition, little is known regarding prelimbic
cortex regulation of drug-taking behavior under drug maintenance conditions
when cocaine is made repeatedly available. Thus, the present study sought to
examine the effects of lidocaine-induced inactivation of the prelimbic cortex on
both drug-seeking and drug-taking behaviors under cocaine maintenance testing
conditions in rats trained to self-administer 1 mg/kg cocaine under a second-
order schedule of drug delivery. Moreover, given the evidence for domain
specificity within the PFC whereby different types of sensory information are
processed by distinct prefrontal subregions, rats were presented with
discriminable conditioned light stimuli in conjunction with either discriminable
contextual odor stimuli (n=8) or contextual auditory stimuli (n=8). Results
indicated that inactivation of the prelimbic area of the PFC in animals exposed
to contextual auditory stimuli produces marked decreases in both drug-seeking
and drug-taking behaviors and disrupts the patterns of responding for cocaine
under the second-order schedule. In contrast, lidocaine treated animals in the
contextual odor group displayed increases in drug-seeking behavior with no
changes occurring in drug-taking behavior or response patterns. Together, these
findings suggest that the direction of change following prelimbic cortex
inactivation may depend on such factors as phase of testing or context of
testing. Supported by DA11716.
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F.R. Dillon, M.S. Robbins, J. Szapocznik, C.W. Turner and H.B. Waldron,
University of Miami School of Medicine, Miami, FL and Oregon Research
Institute, Eugene, OR

GENDER AND ETHNIC DIFFERENCES ACROSS DRUG-ABUSE AND SEXUAL-
RISK BEHAVIORS AMONG AFRICAN AMERICAN AND HISPANIC
ADOLESCENTS REFERRED FOR DRUG ABUSE TREATMENT

Objective: To assess the extent alcohol use, marijuana use and cocaine use
associate with sexual risk behaviors and sexual risk knowledge/intentions while
accounting for potential differences attributed to age, gender and ethnicity.
Higher rates of (a) alcohol, (b) marijuana, and (c) cocaine use were
hypothesized to associate with sexual risk behaviors (hypothesis 1). Higher
rates of (a) alcohol, (b) marijuana, and (c) cocaine use were hypothesized to
associate with sexual risk knowledge/intentions (hypothesis 2). Gender and age
were expected to moderate the associations found in H1 and H2. Methods: 190
youths enrolled in family based treatment for drug abuse/dependence were
analyzed. Participants were Hispanic (n = 113) or African-American (n=77),
and the majority of adolescents were male (163 boys and 27 girls). The mean
age for adolescents was 15.57 (SD = 1.15). Drug use was measured with the
Timeline Follow back and Adolescent Drug Abuse Diagnosis scales. Sexual
risk behaviors were measured with a latent variable consisting of engagement in
sexual acts, condom use, and extreme risk behavior. Sexual risk
knowledge/intentions was measured using a single scale. Structural equation
model analysis investigated the hypothesized relations. Results: An acceptably
fitting (Comparative Fit Index=0.95; Root Mean Square Error of
Approximation=.07) structural equation model was found. Males indicated
more engagement in more sexual risk behaviors than females (B=.15, p<.05).
Alcohol and cocaine use associated with sexual risk behaviors (B=.16, p<.05
and B=.18, p<.05). Conclusions: Differences between drug abusing/dependent
racial and ethnic minority males and females in HIV risk; specifically,
engagement in unsafe sex acts were indicated. Efforts to address these
differences and identify alcohol and cocaine  problems among racially and
ethnically diverse youth could maximize the probability for gender and
culturally sensitive HIV risk behavior assessment and interventions.
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E.R. Disney, M. Kidorf, K. Kindbom, J. Blucher, L. Williams, J. Depo, C.
Sawyer and R.K. Brooner, Johns Hopkins University School of Medicine,
Baltimore, MD

OPENING DOORS TO TREATMENT: A VOUCHER-ENHANCED
MOTIVATIONAL INTERVENTION FOR SYRINGE EXCHANGE PARTICIPANTS

Opioid-dependent syringe exchange participants engage in high rates of
intravenous drug use and other HIV risk behaviors, yet few enroll in drug abuse
treatment.  This study examines whether an intervention combining
motivational interviewing and treatmentreadiness groups, with and without
monetary incentives for attendance, improves the rate of enrollment in
treatment among participants in the Baltimore Needle Exchange Program
(BNEP). Opioid dependent study participants referred by the BNEP are
randomly assigned to one of three interventions: 1) 8 individual motivational
enhancement sessions and 16 treatment readiness group sessions (Motivated
Referral Condition - MRC), 2) the MRC intervention with monetary incentives
for attending sessions - MRC +Incentives), or 3) a standard referral condition
which offers participants a list of treatment programs currently admitting
patients (Standard Referral - SR). Preliminary results (n = 200) indicate that
MRC + Incentive participants were twice as likely to enroll in opioid-agonist
treatment (48.7%) than MRC-only (23.7%) or SR (24.4%) participants
(p<.001).  Incentives increased rates of attendance to study sessions:
participants in the MRC + Incentives condition attended 66.4% of scheduled
individual sessions and 26.6% of group sessions, while those in the MRC-only
condition attended just 8.0% of individual sessions and 4.9% of group sessions
(p<.001). More frequent attendance was also related to increased rates of
treatment entry; individuals who entered opioid-agonist treatment attended
76.8% of scheduled individual sessions and 51.8% of individual sessions,
versus 34.7% and 15.1% for those who failed to enter treatment (p<.01 for
both).  The combination of motivational interviewing and behavioral incentives
with a treatment readiness component appears to be an effective way to reduce
human suffering in this important subset of untreated drug users, and improve
the public health contributions made by community syringe exchanges.
ACKNOWLEDGEMENT:  Supported by NIDA Grant R01 DA12347-04
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C.P. Domier, A. Brown and R. Rawson, University of California, Los Angeles,
CA

GENDER DIFFERENCES IN THE EFFECTS OF STIMULANTS ON SEXUAL
EXPERIENCES

While a considerable amount is known about the sexual experiences of
methamphetamine (MA)-using men who have sex with men, little is known
about the experiences of heterosexual individuals using MA and/or other
stimulants such as cocaine.  Participants (N=464) enrolled in outpatient
substance abuse treatment completed a 25-item self-report survey that inquired
about the specific sexual thoughts, feelings, and behaviors of the participant
while under the influence of their primary drug of choice.  While the overall
results have been published previously, this analysis specifically focuses on the
stimulant users.  The goal is to determine whether MA and cocaine have
different effects on sexual experiences and if those effects differ by gender.
Analysis with chi-square tests indicated that the cocaine users (n = 56) reported
negative effects on sexual drive, performance, and pleasure when using.
Conversely, the MA users (n = 52) indicated a positive relationship between sex
and drug use in these domains.  Comparing drug group by gender by question, a
patterned response emerged.  Female cocaine users significantly differed from
the other three groups on 11 items (p<0.05).  They were the least likely of the
groups to endorse the association overall and advocated the negative effects of
drugs on sexual experiences.  Conversely, female MA users differed on 5
questions (p<0.05), being the group least likely to endorse negative associations
between sex and drug use.  In this respect, like males, female MA users
demonstrate an intensely positive sex-drug connection, and on some domains a
stronger connection than males.  Because MA and cocaine have similar
psychoactive profiles, their effects on sexual experiences would presumably be
comparable.  However, our findings indicate that these two stimulants affect
individuals’ sexual experiences differently.  Moreover, they affect men and
women differently.  Developing valid assessments of the relationship between
specific drugs and sexual experiences is critical; these assessments may be
essential in relapse prevention protocols.
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K.M. Dowling and H.D. Chilcoat, Johns Hopkins University Bloomberg School
of Public Health, Baltimore, MD

MENTAL HEALTH TREATMENT UTILIZATION BY ADULTS WITH DRUG
DEPENDENCE AND MENTAL HEALTH PROBLEMS: AN ANALYSIS OF THE
2002 NATIONAL SURVEY ON DRUG USE AND HEALTH

Although drug use and psychiatric disorders are frequently comorbid in mental
health treatment samples, the role of drug dependence on receiving this
treatment is understudied in the general population.  In particular, little is
known regarding the extent to which drug dependence influences mental health
treatment utilization for males and females.  We used the 2002 public use data
files of the National Survey on Drug Use and Health.  Multivariate analyses
adjusting for demographics and health insurance status were stratified by
gender.  We estimated the odds of receiving mental health treatment during the
past twelve months by comparing adults with drug dependence and mental
health problems to those with only mental health problems (n=4,008). We
further investigated past year mental health inpatient, outpatient, and
prescription drug use among this population. Overall, adults with drug
dependence and mental health problems were approximately 1.5 times more
likely to report receiving any past year mental health treatment as compared to
those with only mental health problems.  Drug dependent males with mental
health problems had twice the odds of receiving inpatient treatment as
compared to males with mental health problems (OR: 2.2, 95% CI: 1.2, 4.0).
The magnitude of this association was almost three times greater for females
with drug dependence and mental health problems (OR: 5.9, 95% CI: 3.6, 9.7).
Drug dependent females with mental health problems were more likely to
report outpatient (OR: 1.6, 95% CI: 1.2, 2.1) and prescription drug use (OR:
1.7, 95% CI: 1.3, 2.3); no statistically significant differences were detected for
males. Adults with drug dependence and mental health problems are more
likely to receive mental health treatment as compared to those with only mental
health problems. Further investigation is needed to understand why females are
more likely to receive all types of mental health treatment as compared to their
male counterparts. Funded by NIDA T32DA07292.
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K.G. Drexler, A. Alford, K. Harenski, F. Sheahan, E. Duncan, S. Hamann, D.B.
Neill and C. Kilts, Atlanta VA Medical Center, Decatur, and Emory University,
Atlanta, GA

NICOTINE CUES ACTIVATE BRAIN AREAS RICH IN NICOTINIC CHOLINERGIC
RECEPTORS AND THOSE INVOLVED IN REWARD IN FEMALE SMOKERS
USING A MODIFIED IOWA GAMBLING TASK

Background: Psychoactive substance dependence is characterized by
impairment in decision-making particularly about drug use. The Iowa
Gambling Task (Bechara, et al., 1997) probes deficits in emotional decision-
making.  We hypothesized that in a modified version of the task, smokers
would choose from decks with nicotine cues and this would be mediated by
nicotine-cue activation of reward pathways in smokers.Methods: Functional
BOLD MRI scans were acquired while six nicotine-dependent female smokers
and eight healthy control subjects performed a modified version of Bechara’s
Iowa Gambling Task in which smoking-associated or control pictures were
added to the card faces. Results: There was no difference between smokers and
controls in choosing smoking-cue decks (S=49.7, NS=51.1, p=0.77). Controls
tended to score better than smokers; however, this trend was not significant
(S=599, NS=1116, p=0.53).  Receiving a monetary gain was associated with
significant (p<0.005) activation of the left ventral striatum, left inferior frontal
gyrus, and left inferior parietal cortex for both smokers and control subjects.
Exposure to a nicotine cue versus a control image in smokers was associated
with significant (p<0.005) activation of the right thalamus and right globus
pallidus.  Nicotine cue exposure led to activation of the right thalamus and
globus pallidus, right anterior cingulate (BA 24), and midbrain in smokers
versus non-smokers. Conclusions: Receiving a monetary gain on the Gambling
Task was associated with activation of brain areas involved in reward and
reinforcement (ventral striatum), as well as visual attention (inferior parietal)
for all subjects.  For smokers, exposure to a nicotine cue activated brain areas
involved in reward (midbrain, anterior cingulate), decision-making (anterior
cingulate), and areas rich in nicotinic cholinergic receptors (thalamus, globus
pallidus).
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L.J. Ducharme, J.A. Johnson, H.K. Knudsen and P.M. Roman, University of
Georgia, Athens, GA

AVAILABILITY AND CONTENT OF FORMAL CLINICAL SUPERVISION
PROGRAMS IN THE CTN

Clinical supervision (CS) has been identified as a critical variable in the quality
of addiction counseling services, as well as a key ingredient for ensuring
fidelity in the transfer of evidence-based treatment techniques into routine care.
Community treatment programs (CTPs) participating in NIDA’s Clinical Trials
Network (CTN) were surveyed on the availability and design of formal CS
programs. Fully 80.7% of CTPs indicated that they had formal CS programs in
place. CTPs with and without formal CS programs did not differ significantly
on program size, accreditation status, professionalism of counselors (%
certified, % Master’s-level) nor on counselor turnover rates. There was
substantial variation in the structure of these programs. While 70% of CTPs
required that clinical supervisors hold a certification in addiction treatment,
only 16.4% required that they have specific training in clinical supervision.
Two-thirds of CTPs provided clinical supervisors with additional compensation
and a reduced caseload. Average counselor to supervisor ratio was 6 to 1
(SD=3.4). CTPs varied widely on weekly hours of supervision received by
junior counselors (mean=6.5 hrs, range=0.5 to 20 hrs). CS duties also varied
across CTPs, including chart reviews (28%), performance assessments (22%),
patient matching (24%), mentoring/coaching (35%), quality assurance (21%),
treatment planning (28%) and program management (13%). CTP administrators
rarely reported problems with conflicts between supervisors and junior
counselors. Positive benefits attributed to CS include enhanced client treatment,
improvements in counselors’ knowledge and skills, and client assessment
procedures. These findings provide insight into the nature and variation in CS
programming among treatment units actively involved in bridging the research-
to-practice gap.
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M. Dukat and S. Young, Virginia Commonwealth University, Richmond, VA
A NOVEL, DUAL-MECHANISM ANALGESIC-POTENTIATING AGENT

Previously we reported that meta-chlorophenylguanidine (MD-354) displays
equipotent affinities for serotonin 5-HT3 receptors (Ki=35 nM) and α2B-
adrenoceptors (α2B-AR) (Ki=25 nM), but somewhat lower affinity for α2A- and
α2C-ARs. Both 5-HT3 and α2-ARs have been implicated as playing a role in
pain.  Even though (sc.) MD-354 did not produce antinociception in the mouse
tail-flick assay, a combination of an inactive dose of the analgesic agent
clonidine (0.25 mg/kg, MPE=13%) with an inactive dose of MD-354 (1 mg/kg,
MPE=1%) potentiated (MPE=84%) the maximal possible antinociceptive effect
(MPE) of clonidine. In order to understand the potentiation mechanism of
clonidine by MD-354, an analog with a different binding profile was
synthesized and examined. YC-30 (3,4,5-trichlorophenylguanidine) displays
higher affinity for 5-HT3 receptors (Ki = 0.7 nM), than MD-354 and binds with
similar affinity at α2B-AR, but also binds at α2A- and α2C-AR (α2A, α2B, α2C;
Ki=32, 30 and 30 nM, respectively). Doses of 0.003 to 30 mg/kg of YC-30 did
not produce >30% MPE when injected 45 min before the test. When
administered in combination with an inactive dose of clonidine (i.e., 0.25
mg/kg), YC-30 potentiated the antinociceptive actions of clonidine and was
about as effective as 1 mg/kg of MD-354. YC-30 is 50 times more potent than
MD-354 in binding at 5-HT3 receptors. This might explain the comparably
greater potency of YC-30 relative to MD-354 in potentiating clonidine‘s
antinociceptive actions.  Interestingly, the potentiation effect was antagonized
by the 5-HT3 antagonist tropisetron (doses up to 0.0001 mg/kg, sc.) and by the
ostensibly α2B-selective antagonist imiloxan (doses up to 3 mg/kg, sc.) as well
as by the α2-nonselective antagonist yohimbine (doses up to 1 mg/kg, sc.).
These data support the concept of analgesic-potentiating agents with a novel
dual-mechanism of action.
[Supported by IRG-73-001-28 from the American Cancer Society]
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A.N. Duke, D.M. Platt and J.K. Rowlett, Harvard Medical School, New England
Regional Primate Research Center, Southborough, and University of
Massachusetts, Amherst, MA

BEHAVIORAL EFFECTS OF ALPRAZOLAM IN RHESUS MONKEYS:
RELATIONSHIP WITH ANTI-CONFLICT AND REINFORCING EFFECTS

Benzodiazepines (BZs) are clinically effective as sedatives and anxiolytics;
however, abuse liability and motor impairment can limit their usefulness.  We
examined the relationship among the sedative, motoric, anxiolytic-like, and
reinforcing effects of the conventional BZ alprazolam following i.v.
administration in rhesus monkeys.  In separate groups of monkeys, the
minimally effective doses (MEDs) of alprazolam required to engender
behavioral signs of sedation, observable motor impairment, as well as anti-
conflict and reinforcing effects were determined.  Locomotor activity,
observable ataxia, sleep posture, conscious sedation, and deep sedation were
measured using quantitative observation techniques.  Anxiolytic-like effects
were evaluated using a conflict procedure and abuse liability was determined in
monkeys trained under a progressive-ratio schedule of i.v. midazolam delivery.
Alprazolam (0.1-3.0 mg/kg) induced motor impairment (i.e., observable ataxia)
and sedative effects (i.e., decreased locomotor activity and increased measures
of sleep posture, conscious sedation, and deep sedation).  In the conflict
procedure, alprazolam dose-dependently (0.01-0.1 mg/kg) increased operant
responding suppressed by mild electric shock.  Alprazolam additionally
maintained increases in the number of injections/session and break point (i.e.,
last response requirement completed in a session) under the progressive-ratio
schedule.  To obtain a MED for reinforcing effects, the “total dose” was
calculated by multiplying the unit dose of self-administered drug
(mg/kg/injection) by the number of injections taken at that dose.  The MED for
alprazolam self-administration was similar to the MED for anti-conflict effects,
suggesting that similar mechanisms may underlie the reinforcing and
anxiolytic-like effects of alprazolam.  However, higher doses of alprazolam
were required to induce motor impairment and sedative effects, suggesting a
mechanism of action different from that mediating anxiolytic-like and
reinforcing effects.
Supported by USPHS grants DA11792 and RR00168.
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A.E. Duncan J.F. Scherrer, J.D. Grant and K.K. Bucholz, Washington
University School of Medicine, Saint Louis University School of Public Health,
and Veterans Administration Medical Center, St. Louis, MO

EXPOSURE TO TRAUMATIC EVENTS IN OFFSPRING OF DRUG-DEPENDENT
FATHERS

Offspring of illicit drug abuse/dependent (IDD) fathers are at increased risk for
experiencing traumatic events.  We examined the association between offspring
trauma and paternal IDD in a twin-family design.  Data on illicit drug
abuse/dependence diagnoses were obtained from male monozygotic (MZ) and
dizygotic (DZ) twins (n=725) in a 1992 study.  The offspring (n=832) of these
twin fathers were assessed in 2003.  Self-reported trauma included accidents,
natural disasters, witnessing trauma, rape, molestation, physical attack, child
abuse, child neglect, being threatened with a weapon, and trauma to a loved
one.  We created four groups based on father's and uncle's IDD status that
reflected degree of genetic and environmental risks to offspring.  The groups
were: 1) MZ and DZ twins with IDD (high genetic, high environmental risk); 2)
unaffected twins with MZ co-twins with IDD (high genetic, low environmental
risk), 3) DZ unaffected twins with co-twins with IDD (medium genetic, low
environmental risk); and unaffected MZ and DZ control pairs (low genetic, low
environmental risk).  Forty-seven percent of offspring experienced at least one
trauma.  Compared to group 4, offspring of group 1 had a higher prevalence for
all traumas.  Offspring of group 1 fathers were significantly more likely to have
experienced physical attack (OR: 2.5; 95% CI: 1.1-5.6) and to have been
threatened with a weapon (OR: 2.5; 95% CI: 1.3-4.7).  Offspring of group 2
were significantly more likely than offspring of group 4 to have experienced a
natural disaster (OR: 2.5; 95% CI: 1.1-61) and to have been threatened with a
weapon (OR: 2.3; 95% CI: 1.1-5.0).  These results suggest that while some
trauma may be explained by high risk related to paternal IDD, the majority of
traumas assessed in this study were not associated with fathers' drug status.
Supported by AA11822, AA11667, AA11998, AA12640, DA14363, and
DA14632.
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L. Duque, C. Foord, B. Page and D.C. Mash, University of Miami School of
Medicine, Miami, FL

STRUCTURED ELICITATION NARRATIVE REVEALS A VARIETY OF IBOGAINE
EXPERIENCES

Ibogaine is an indole alkaloid contained in the root bark of tabenanthe iboga.
Ibogaine has been used in equatorial Africa in a ritual context associated with
the Fang Bwiti religion.  In the present study, the psychological and subjective
effects of ibogaine were evaluated in patients that met DSM-IV criteria for
dependence on cocaine (N=30; 10 females, 20 males) or opiates (N=30; 11
females, 19 males). Subjects narrated their subjective experience. The
interviewer trained in open-ended elicitation techniques, elicited descriptions of
the acute drug effects. After the initial stimulus question, the interviewer used a
guide questionnaire to assure that key areas of content received coverage in
each interview. The areas of content focused on sensations and perceptions, and
interpretations of the experience.  A content coding scheme was developed to
catch key elements from the narrative.  Cross coding was repeated until the
coders achieved greater than 90% agreement. The Hallucinogenic Rating Scale
(HRS, Strassman et al., 1994) was used to assess acute subjective responses.
There appears to be common elements to the subjective experiences of drug-
dependent patients treated with ibogaine. Ibogaine was administered as a single
p.o. dose (10 mg/kg) with an acute onset of between 30 to 90 minutes. The
duration of the active ‘waking dream stage’ was from 4 to 8 hours depending
on the subjects CYP2D6 genotype. All of the sixty subjects reported the
experience of visual phenomena from ibogaine.  Approximately 40% (N=24) of
the subjects reported that they relived their negative experiences that resulted
from past drug abuse. Visions of previous early life events were reported by
30% (N=18) of all participants, with 43% (N=26) reporting visions of self as a
child. One-fourth of the subjects had a vision of their own death and 10%
reported death content with respect to others. Emotional and cognitive effects
were marked in these subjects. The unique subjective effects of ibogaine may
be developed as an adjunct to brief intervention to more effectively promote
abstinence in drug-dependent populations.
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C.J. Easton, Yale University School of Medicine, New Haven, CT

TREATMENT OUTCOME AMONG SUBSTANCE-DEPENDENT OFFENDERS OF
INTIMATE PARTNER VIOLENCE:  A RANDOMIZED CLINICAL TRIAL

Substance use is involved in 40-60% of incidents of Intimate Partner Violence
(IPV). Several lines of evidence suggest that substance use plays a facilitative
role in IPV by precipitating or exacerbating violence.  Furthermore, several
studies suggest the promise of interventions that target substance use in men
who have histories of IPV. However, the bulk of the studies involved couples.
While these have shown efficacy, such approaches are limited to the sub-
population of individuals in an intact relationship where the partner is willing to
attend treatment, and hence may have limited generalizability in clinical
practice. This study randomly assigned substance dependent offenders with IPV
to one of the following interventions: a 12 week SADV group (grounded in
CBT) [N=32] or a 12 week Twelve Step Facilitation (TSF) group [N=32]. Data
were collected using the SCID, Addiction Severity Index, Substance Use
Calendar, Conflict Tactic Scale Revised, Breath Samples, Urine Toxicology
Screens, and Collateral Reports from Female Partners at baseline, monthly, and
post-treatment time periods. The male participants had a mean age of 38 and
had the following racial composition: 49% Caucasian, 33% African American,
10% Hispanic, and 8% other. The results showed that the SADV group had
significantly more total days abstinent from alcohol use (76 days) across the 12
weeks of treatment as compared to the TSF group (68 days) [F(1,62)=3.93,
p<.03]. Furthermore, a Repeated Measures ANOVA indicated a trend for a
greater reduction in the frequency of physical violence episodes across time for
the SADV group as compared to the TSF group [F(1,56)=2.9, p<.09]. The
findings suggest the promise of a prototypic group therapy for substance
abusing men with co-occurring domestic violence (SADV).
Supported in part by the Donaghue Medical Research Foundation, DF#0026
(C.J.E.) and in part from pilot funds from the Yale Psychotherapy Development
Center/NIDA grant P50 DA09241 (C.J.E.)
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B.R. Edlin, Cornell University Medical College, New York, NY

HEPATITIS C TREATMENT IN INJECTION DRUG USERS: THE NIH
CONSENSUS CONFERENCE PROCESS

In 1997, the U.S. National Institutes of Health (NIH) convened a Consensus
Development Conference to write guidelines for the use of newly developed
interferon therapies for hepatitis C virus (HCV) infection. Although injection
drug users are the largest group of infected persons, the Consensus Panel
recommended that they not receive the new treatments until they stopped using
illicit drugs for six months. Treatment experts were concerned about patient
adherence, psychological side effects, and the possibility of reinfection and
believed that treating active drug users was not practical. An evaluation of this
restriction, however, concluded that it was not supported by available clinical
data, ethical guidelines, or medical or public health practice in other similar
situations. The 1997 guidelines did not discuss adherence or mental health nor
recommend expanding substance abuse treatment or syringe access to reduce
HCV transmission. Hepatitis C scientists and treatment experts can benefit from
the lessons AIDS scientists and providers have learned during the last two
decades about the social, cultural, and behavioral aspects of diseases affecting
disenfranchised, marginalized populations. In 2002, NIH reconvened the
Consensus Conference, but included several AIDS scientists on the Consensus
Panel and asked an AIDS and substance abuse researcher to discuss injection
drug use. The new Consensus Statement took a substantially more
comprehensive approach than the previous one, challenging the medical,
scientific, and public health communities to address the critical needs of
injection drug users and other underserved and disenfranchised populations.
The new guidelines not only rescind the blanket proscription against treating
drug users, but now also address mental health, medication adherence, patient
participation in decision making, correctional facilities, and, notably, hepatitis
C prevention in drug users. The onus is now on scientists, physicians,
community providers, insurers, policy makers, and government to implement
the Panel’s recommendations. Research is needed on effective strategies for
treating drug users for hepatitis C.

177

R.N. Ehrman, M.R. MacDougall, C. Lejuez, K. Marquez, J.G. Hakun, and A.R.
Childress, University of Pennsylvania School of Medicine, VA Medical Center,
Philadelphia, PA and University of Maryland, College Park, MD

ANALYSIS OF GAMBLING-TASK PERFORMANCE OF SUBSTANCE ABUSERS
AND CONTROLS

The Bechara Gambling Task (GT) has been frequently utilized to investigate
suspected impairment in the decision-making and brain function of individuals
with substance use disorders. The GT was developed to characterize the poor
decision-making associated with damage to the ventromedial prefrontal cortex
(VMPFC), and poor task performance has been understood to suggest impaired
function in that brain region. However, there has been much heterogeneity of
performance in both substance use patients and controls. We analyzed gambling
task data from samples of adult cocaine patients (n= 98), opiate patients (n=19),
community controls (n=22), and college students (n = 60) used in a previously
published study. Each group was split into “impaired” and “unimpaired”
subgroups based on previously published norms for the Bechara task. The
majority of participants in all 4 groups performed in the impaired range. While
there were no significant differences between the GT performance of drug users
and non-drug users, the choice behavior of all subjects who performed in the
impaired range was strikingly similar. Poor performers consistently favored
deck B (large wins and infrequent yet huge losses), over the other “bad” deck A
(identical wins but more frequent losses), in spite of an identical net outcome
per trial block. Deck B accounted for most of the variance in overall Bias score
across groups (r = -.768), and there was a strong negative correlation between
decks A & B among the impaired subjects (r = -.613, p <.000, n = 124). This
pattern of deck choice is different from that of VMPFC patients (Bechara,
1994), who preferred decks A&B equally over decks C&D. The high
percentage of college students and controls scoring in the impaired range
suggests that poor performance on this task may capture phenomena not limited
to the presence of clinically significant brain dysfunction.  Supported by NIDA
(R01 14316. R01 DA10241).
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N.C. Eid, M. al’Absi, E.T. Moolchan, S. Boyd and W.B. Pickworth, NIH/NIDA
Intramural Research Program, Baltimore, MD and University of Minnesota,
Duluth, MN

REDUCED SALIVARY CORTISOL AFTER OVERNIGHT TOBACCO
DEPRIVATION

Intensive cigarette smoking elevates cortisol levels; however, changes in
plasma cortisol during tobacco deprivation have not been adequately
characterized.  Some studies of tobacco deprivation have shown cortisol to
increase during tobacco deprivation, while others have found cortisol to
decrease.  In the present protocol, salivary cortisol responses in non-deprived
(usual smoking) and tobacco deprived (12-hr) conditions were examined.
Adult smokers (77: 17 male, 60 female) participated in 2 randomly assigned 2-
hr experimental sessions (deprived and non-deprived).  Salivary cortisol was
collected at 3 different time points during each experimental session (1 p.m. – 5
p.m.): upon arrival (Time 1), after cognitive performance tests (i.e. RIPT) (T2),
and end of session (T3).  Cortisol concentrations at T1, T2 and T3 were 5.32,
4.61 and 4.39 nmol/L in the deprived condition, and 7.14, 5.46 and 5.10 nmol/L
in the non-deprived condition.  Cortisol was significantly (p < 0.009) reduced
after 12-hr tobacco deprivation and over time (p < 0.0001).  There were no
significant gender differences.  This gradual decrease in salivary cortisol during
the experimental session may be attributed to the ordinary circadian cortisol
fluctuations.  There were significant decrements in performance during tobacco
deprivation.  The administration of the cognitive tasks did not increase cortisol
levels (T2 < T1) in both deprived and non-deprived conditions.  Furthermore,
there was no significant correlation between cortisol and self-reported craving
(r = 0.18, ns) and withdrawal scores (r = -0.067, ns).  These results support
findings that cortisol decreases with overnight tobacco deprivation, and
contribute to the notion that cigarette smokers, even when tobacco deprived,
have diminished adrenocortical responses to stress.
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M.S. Eisenberg, A.D. Vogel, M. Lanier, D. Fiore, G. Fields, J. Myers and D.S.
Metzger, University of Pennsylvania, Philadelphia, PA

FACTORS ASSOCIATED WITH DRUG AND SEXUAL RISK AMONG 1733
INJECTION DRUG USERS IN PHILADELPHIA

Relevant HIV prevention research and intervention requires access to
populations at high risk of HIV infection.  As the epidemiology of the epidemic
and access to prevention services (e.g.. needle exchange, drug treatment, and
HIV care) in the U.S. changes, it is important to examine the current
characteristics of individuals at highest risk of infection.  As part of the
enrollment process for a large randomized trial evaluating a social network and
peer education intervention, 1,733 injection drug users (IDU) in Philadelphia
were prescreened using a structured risk assessment between December of 2002
and October of 2004.  Logistic regression was used to examine factors
associated with drug, sex and combined risk behaviors. Subjects had a mean
age of 41; 24% were women, 65% African American or Latino.  Results of
logistic regression analyses identified three variable significantly associated
with the combined indicator of sexual and injection related  risk  Unstable
living situation (OR: 1.63 p<.01), being female (OR: 1.53 p<.05) and not using
the needle exchange (OR: 1.49  p<.05) were independently associated with
practicing high risk behaviors.  Age, race, and currently in drug treatment were
unrelated to the composite risk measure.  Although significant risk reduction
has occurred among IDUs in Philadelphia, segments of the population remain at
substantial risk.  Engaging these highest risk IDUs in prevention research and
interventions requires new outreach methodologies and intervention strategies.
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A.K. Elkader, B.A. Sproule, P. Selby and B. Brands, University of Toronto,
Canada

INFLUENCE OF MAJOR DEPRESSIVE DISORDER ON THE PHARMACOKINETIC-
PHARMACODYNAMIC RELATIONSHIPS OF METHADONE

There is a high rate of comorbid major depressive disorder (MDD) in patients
in methadone maintenance treatment (MMT). Patients with MDD may have an
altered response to opioids. Hypothesis: In MMT patients with MDD, the
relationship between methadone pharmacodynamics (PD) and
pharmacokinetics (PK) is altered compared to non-MDD patients, such that
they may experience more significant changes in mood and negative symptoms
in relation to changes in methadone concentrations, particularly in nonholders.
Procedures: PD and serial methadone concentration determinations were made
over one 24-hour dosing interval in stabilized MMT patients. Results: 13
subjects have completed the study to date: 5 MDD, 8 non-MDD; age 38.5±10.2
years; 4 female, 9 male; mean dose 97.7±45.0 mg/day. Preliminary results
confirmed that depressed subjects had higher scores on the ARCI negative
composite scale, (area under the effect curves (AUECs): 751±338 vs. 351±168,
p=0.02). Depressed subjects had lower positive mood scores (AUEC: –613±466
vs. –32.4±196, p=0.009) on the Profile of Mood States (POMS). Depressed
subjects had significantly greater changes in mood (high-low score: 23.0±13.5
vs. 10.9±3.8, p=0.033) and had higher total mood disturbance scores (AUEC:
1809±975 vs. 519±559, p=0.011) on the POMS. Self-reported holder/nonholder
grouping  (2 MDD holders, 6 non-MDD holders, 3 MDD nonholders, 2 non-
MDD nonholders) suggest that depressed subjects, regardless of ‘holder’ status
experienced more opioid withdrawal: Subjective Opioid Withdrawal Scale
AUECs for MDD holders vs. non-MDD holders (328 vs. 66) and MDD
nonholders vs. non-MDD nonholders (383 vs. 110). PK data available to date
(n=7) suggests that nonholders had a higher maximum rate of decline (160±28
(ng/ml)/hr vs. 72±28 (ng/ml)/hr) for (R,S)-methadone (5 holders, 2 nonholders).
Conclusions: Results indicate that MMT patients with comorbid MDD may be
more sensitive to negative opioid effects, including the experience of opioid
withdrawal.
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E.H. Ellinwood, X. Zhang, Q. Chen, T.H. Lee and C. Davidson, Duke
University Medical Center, Durham, NC

LONG-TERM NEUROTOXICITY AFTER CHRONIC HIGH-DOSE
METHAMPHETAMINE

Recently Segal et al (2003, Neuropsychopharmacol 28:1730-40) reported
pharmacokinetic data indicating that chronic escalating continuous dosing of
methamphetamine (MA) better models the human binger. This is in contrast to
the commonly used 1-day MA dosing. Here we compare the long-term effects
of 2 chronic MA regimens. We treated adult male rats with saline (SAL), MA
minipumps (MP; 25 mg/kg s.c. X 7 days) or MP plus daily MA injections (1-6
mg/kg s.c.; escalating dose (MPED)). On day 28 of withdrawal we challenged
with 2 mg/kg MA. Both MA groups showed behavioral sensitization. On day
30 tissue was taken for analysis. HPLC revealed that both the MP and MPED
treatments had reduced tissue dopamine (DA) levels in the caudate (p<0.05;
SAL, 133; MP, 55; MPED, 80 ng/pg) but not the accumbens core or shell. The
DOPAC/DA ratio, an index of DA turnover, was increased in the MP but not
MPED group in both the caudate (p<0.05; SAL, 0.14; MP, 0.32; MPED, 0.19)
and core (p<0.05; SAL, 0.38; MP, 0.83; MPED, 0.41) but not the shell.
Tyrosine hydroxylase positive neurons in a section of the substantia nigra (SN)
were counted and the MP group showed greatest losses (SAL, 114; MP, 61;
MPED, 85). Nitrotyrosine and NOS staining in the SN, dorsal raphe and locus
coeruleus will also be presented.
Thus chronic high-dose MA causes long-term loss of DA neurons in the SN and
DA tissue content in the caudate, as well as increased DA turnover rate in the
caudate and core. Surprisingly the MPED regimen was not as neurotoxic as the
MP treatment, perhaps due to greater mortality in the MPED group where
animals with greatest DA neurotoxicity may have died and thus not contributed
to the data. Nevertheless, despite the loss in DA indices in both MP and MPED
groups, these rats still exhibit a long-term sensitized response to MA. We
hypothesize that changes in NO flux account for both the neurotoxicity and
behavioral sensitization seen here. Supported by NIDA (DA14323).
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I. Elman, B. Frederick, D. Ariely, S. Dunlap, J. Rodolico, D. Penetar, N. Mazar,
J. Cohan, R. Pitman and S. Lukas, McLean Hospital, Harvard Medical School,
Belmont,  MIT, Cambridge, and Massachusetts General Hospital, Harvard
Medical School, Boston, MA

EFFECTS OF SOCIAL AND MONETARY STIMULI ON THE REWARD
CIRCUITRY ACTIVATION IN PATIENTS WITH POST TRAUMATIC STRESS
DISORDER

Although post-traumatic stress disorder (PTSD) is classified as an anxiety
disorder, it is a complex condition with features beyond anxiety.  Among these
are symptoms of “emotional numbing,” which include diminished interest in
significant activities, feelings of detachment or estrangement from others,
restricted range of affect, and sense of a foreshortened future.  The
pathophysiological significance of emotional numbing remains unclear, but it
may be associated with deficits in reward mechanisms subserving enjoyment of
everyday events, similar to diminished hedonic capacity in substance use
disorders (SUDs).  To address this issue, we examined the effects of two
distinct categories of reward, one social and the other monetary, on local
hemodynamic responses, using BOLD fMRI in 6 patients with PTSD and 14
healthy volunteers (matched by demographic and educational characteristics).
The social reward was viewing attractive vs. average male and female faces.
The monetary reward involved financial incentives incorporated in a gambling-
like task, which allowed assessment of signal changes that either anticipate or
accompany monetary gains and losses under varying conditions of controlled
expectation.  All images were acquired on a 3 Tesla Siemens Trio MR imaging
system.  Compared with healthy controls, patients with PTSD displayed
significantly smaller signal changes in the nucleus accumbens, cingulate gyrus
and prefrontal cortex (p<0.05, corrected for multiple comparisons).  These data
implicate decreased reward functioning in the pathophysiology of PTSD.
Although the high comorbidity of SUDs in PTSD is usually interpreted as
reflecting self-medication to reduce anxiety, the present findings offer an
alternative explanation, viz., that PTSD subjects use drugs that artificially
stimulate the reward system to compensate for an underlying deficit.  This may
point the way to the development of therapeutic agents that improve reward
function and offer symptom amelioration for both PTSD and SUDs.
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K. Engerman, J.O. Bailey and R.J. Harrison, Howard University, Washington,
DC

ETHNICITY, PEER GROUP AFFILIATION AND SES AS PREDICTORS OF DRUG
USE

Adolescence marks the transition between childhood and adulthood.  During
this time period, peers serve as social groups where adolescents form bonds and
learn attitudes and values about societal issues, such as drug use.  For this
reason, peer pressure has the potential to challenge parental authority as
adolescents seek autonomy.   Because these challenges may differ by ethnicity
and socioeconomic status (SES) this study used longitudinal data to examine
ethnic and SES differences and peer group affiliation and its relationship to
drug use.  Bronfenbrenner’s ecological systems theory of human development
suggested hypotheses about the interrelationships among ethnicity; SES; peer
group affiliation; and drug use.  Peer group affiliation was defined and
measured by affiliation with more and with less learning oriented peers.   Drug
use was derived from self-reported account of cigarette, alcohol, marijuana, and
cocaine use.  The sample for this study was 16,489 students who participated in
both the first follow-up (10th grade) and second follow-up (12th grade) student
questionnaire of the National Education Longitudinal Study of 1988
(NELS:88).  Logistic regression models were constructed to determine whether
peer group affiliation and drug use in 10th grade predicted drug use in 12th
grade, and whether the relationships varied by ethnicity and SES.  Findings
indicated that affiliation with less learning oriented peers, and the use of
cigarettes, alcohol, and marijuana in 10th grade were significant predictors of
cigarette, alcohol, and marijuana use in 12th grade (p <.001).  The use of each
drug, with the exception of alcohol, served as a predictor of cocaine use in 12th
grade (p<.05).  Being a member of an ethnic group other than Black was
predictive of cigarette and marijuana use (p<.05) and being White was
predictive of alcohol use (p<.001).  SES served as a predictor for alcohol and
marijuana use (p<.01).
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M.E. Ensminger, H.S. Juon and K.E. Fothergill, Johns Hopkins University
Bloomberg School of Public Health, Baltimore, MD

CHILDHOOD AND ADOLESCENT ANTECEDENTS OF DRUG USE IN
ADULTHOOD

In this study we follow a community cohort of inner city children into
adulthood at age 42 in order to better understand how early characteristics
contribute to drug use over the life course.   In previous work with this
population, we found that aggressive and shy-aggressive behavior in first grade,
readiness for school at an early age, and adolescent social bonds predicted drug
use in adolescence.  At age 32, we found early shy-aggressive behavior
continued to increase the risk for males, and early shy behavior was protective
for females.  We now extend these inquiries ten years later into adulthood at
age 42.  Children (N=1242) and families in the 57 first grade classrooms from
Woodlawn, an inner city community in Chicago, have been followed over the
life course.  At age 42, 833 participants were re-interviewed (375 males and
458 females).  We examined early predictors of cocaine use and marijuana use
at this stage of life. We found 13.5% males (n=50) and 9.4% females (n=43)
were currently using marijuana, and 6.5% males (n=24) and 3.3% females
(n=15) were currently using cocaine.  For males, no early childhood behaviors
were related to marijuana use, but adolescent marijuana use increased the risk
of later use.  Males who were shy in first grade were less likely to use cocaine
at age 42.   For females, being aggressive in first grade increased the risk of
using both marijuana and cocaine at age 42.  In addition, females who had
strong school bonds and parental supervision were less likely to use either
marijuana or cocaine.  These findings indicate that drug use at age 42 has roots
in childhood behavior, and that parental supervision during adolescence
continues to influence drug use 25 years later at age 42.
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K. Eroshina, A. Bobrik, N. Vasilieva and Y. Neumark, Open Health Institute,
Moscow, Russia and Hebrew University-Hadassah, Jerusalem, Israel

CHARACTERISTICS OF INJECTING DRUG USERS IN THREE CITIES IN
RUSSIA: BASELINE FINDINGS OF A COHORT STUDY TO EVALUATE HARM
REDUCTION/NEEDLE EXCHANGE PROGRAMS

Former Soviet Union countries are experiencing some of the steepest increases
in HIV incidence in the world, with about 90% of new cases occurring among
intravenous drug users (IDUs). Little evaluation has been done to date of the
over 75 existing harm reduction (HR) projects in Russia. This study examines
patterns of behaviors and STDs among HR participants and non-participants in
3 Russian cities with varying degrees of HR activity. A total of 959 IDUs were
recruited in Tomsk (where HR activities are relatively new), Pskov (established
HR programs) and Velikiy Novgorod (no existing HR programs). Baseline data
indicate significant cross-city differences on a range of socio-demographic,
health, drug-use, and sexual activity factors. HIV prevalence ranged from 0%
-9%, and HCV from 31%-80%. The greatest difference between HR
participants and non-participants was in needle disposal in the past month: over
80% of HR participants and 3% of non-participants exchanged needles, while
considerably fewer participants than non-participants threw needles in the
garbage (33% vs. 76%), left them at injection sites (8% vs. 34%), or gave them
away (4% vs. 8%). Other factors independently associated with HR
participation include ever being tested for HIV (OR=6.8, p<0.001), knowledge
about HIV transmission (2.2, p=0.004), condom use at last coitus (OR=2.2,
p<0.001), the number of times the last syringe was used (OR=0.40, p<0.001 for
2-4 times; OR=0.19, p<0.001 for >4 times) and having injected with a
previously-used needle in the past month (OR=0.36, p=0.001). We anticipate
tracking changes in behaviors and disease status as these IDUs are followed-up
in subsequent survey rounds. Information generated from this ongoing study
will help guide national and local policy with regard to the prevention of further
HIV-spread through the continued development of HR programs in Russia.
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T.J. Escher, S.B. Quello and B.J. Mason, The Scripps Research Institute, La
Jolla, CA

GABAPENTIN AS A TREATMENT FOR CONCURRENT CANNABIS AND
ALCOHOL USE DISORDERS IN AN EARLY STAGE PROOF-OF-CONCEPT
STUDY

BACKGROUND: Cannabis and alcohol use disorders are two major public
health problems that have a high rate of co-occurrence. Abstinence syndromes
from both cannabis and alcohol include key symptoms of negative affect and
disturbed sleep that relate to relapse. Gabapentin is a novel anticonvulsant drug
that appears to act on both GABA and glutamate systems to reduce CNS
excitability. Clinical reports support the efficacy and safety of gabapentin in
treatment of depression, anxiety, insomnia, aggression, and alcohol withdrawal.
A medication with safety and efficacy for the negative affect and sleep
disturbances often associated with cannabis and alcohol relapse is of significant
interest as a potential pharmacotherapy for these comorbid disorders.
PURPOSE: The goal of this double-blind placebo-controlled one-week proof-
of-concept study is to determine the degree to which gabapentin (1200 mg/d)
versus placebo reduces urge to use cannabis and alcohol and suppresses
symptoms of protracted abstinence (e.g., negative affect, sleep disturbance, and
craving) in non treatment-seeking subjects with concurrent cannabis and
alcohol use disorders. METHODS: Subjects were 21 paid volunteers (males =
76%, mean age = 31.9 years) with concurrent DSM IV cannabis and alcohol
abuse or dependence. Cannabis and drinking data were collected from self-
report diaries and timeline interviews, BACs, liver function tests and urine
toxicology screens.
RESULTS: Gabapentin was associated with a decrease in symptoms of
cannabis withdrawal relative to placebo as measured by the Marijuana
Withdrawal Checklist (MWC) and subjects reported less sleep disturbance and
enhanced sleep quality. Gabapentin was also associated with decreased urge to
use cannabis and alcohol. CONCLUSION: These preliminary findings from a
one-week proof-of-concept study support the utility of gabapentin for reducing
symptoms of protracted abstinence and urge to use in non treatment-seeking
subjects with co-occurring cannabis and alcohol use disorders.
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E. Evans, S. Spear, D. Huang and Y. Hser, University of California, Los
Angeles, CA

TREATMENT OUTCOMES AMONG AMERICAN INDIANS IN CALIFORNIA

This study examines differences in substance abuse treatment outcomes
between 368 American Indians and 368 non-American Indian clients, matched
in terms of treatment provider, primary drug problem, sex, and age (+ 3 years).
These patients were recruited from 39 substance abuse treatment programs in
13 California counties and were assessed at multiple time points over two years
starting in the year 2000.  Examination of American Indian patient
characteristics at treatment entry showed that the mean age was 35.2 years,
51.4% were male, mean years of education was 11.6, approximately one-
quarter were employed full or part-time, and 44.6% reported alcohol as their
primary drug problem followed by methamphetamine (28.0%), marijuana
(13.0%), heroin (8.4%), and cocaine (5.4%).  Official records on arrests,
incidents of driving while under the influence of alcohol or drugs, and mental
health care were obtained one year before and after treatment entry.
Differences in patient characteristics, treatment retention, and outcomes were
examined.  Results show that the two groups were similar in problem severity
and patient characteristics at treatment admission.  American Indians stayed in
treatment for fewer days, particularly when entering residential care, and about
half either completed treatment or stayed in treatment for more than 90 days.
Logistic regression analyses showed that both groups improved after treatment
admission although American Indians had fewer arrests, especially for public
nuisance offenses and incidents of driving while under the influence of alcohol
or drugs, indicating that American Indians can benefit from the care offered by
general substance abuse treatment programs.
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S.M. Evans and A. Bisaga, New York State Psychiatric Institute and Columbia
University, New York, NY

ACUTE INTERACTION OF BACLOFEN IN COMBINATION WITH ALCOHOL IN
MODERATE/HEAVY DRINKERS

The GABA-B agonist, baclofen, has shown promise in recent preclinical
models of alcoholism and has demonstrated some potential utility in the
treatment of alcoholism in humans. In the present study, the acute effects of
baclofen in combination with alcohol were tested in 14 (10 male, 4 female)
moderate/heavy alcohol drinkers (mean of 28 drinks/week) who were not
alcohol dependent.  Each person participated in six 2-day inpatient phases
spaced at least one week apart. During each inpatient phase, baclofen (0, 40 and
80 mg) was administered orally 2.5 hrs before either alcohol or a placebo
beverage. Alcohol (approximately 0.75 g/kg based on total body water) was
administered in 4 divided drinks of 150 ml each, spaced 20 min apart. The
effects of baclofen, alone and in combination with alcohol were assessed using
breath alcohol concentrations (BAC), and a range of subjective, psychomotor
performance and physiological measures. Baclofen did not alter breath alcohol
concentrations, which peaked at 90 mg/dl 15 min after the fourth drink.  Neither
baclofen alone, nor alcohol alone, substantially impaired performance on the
Digit Symbol Substitution Task or the Balance task.  However, alcohol in
combination with 80 mg baclofen impaired performance on both tasks.  On the
Biphasic Alcohol Effects Scale (BAES), alcohol alone produced mild increases
in Stimulation scores, while alcohol alone and baclofen alone produced mild
increases in Sedation scores.  Alcohol in combination with 80 mg baclofen
produced greater increases in Stimulation and Sedation scores than either drug
alone.  At baseline, there were no differences in alcohol craving scores.  After
alcohol administration, alcohol alone, but not baclofen, increased alcohol
craving scores.  Further, the greatest increases in alcohol craving scores after
alcohol administration were observed when alcohol was combined with 80 mg
baclofen. Overall, baclofen was well-tolerated and produced minimal effects on
subjective and performance measures. These preliminary findings suggest that
baclofen produces mild sedation in this population, but increases alcohol
craving in the presence of alcohol consumption.  Future laboratory studies need
to be conducted to determine if these increases in alcohol craving alter alcohol
self-administration.
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M. Evola and A.M. Young, Texas Tech University Health Sciences Center,
Lubbock, TX

CTAP EVOKES PARTIAL GENERALIZATION TO DISCRIMINATIVE STIMULUS
EFFECTS OF MORPHINE IN PIGEONS TRAINED IN A THREE-KEY MORPHINE
DISCRIMINATION

In pigeons trained to discriminate a low-dose of morphine (1.8 mg/kg i.m.), a
high-dose of morphine (10 mg/kg i.m.) and saline, it was observed that
cumulative doses of the opioid antagonist CTAP (D-Phe-Cys-Tyr-D-Trp-Arg-
Thr-Pen-Thr-NH2) (0.1-100 mcg, i.c.v.) partially generalized to both the low
and high dose stimulus effects of morphine.  Therefore, CTAP was further
evaluated for partial opioid agonist activity in this assay.  As expected, centrally
administered MS (0.01-1.0 mcg, i.c.v.) and DAMGO (0.03-32 mcg, i.c.v.)
generalized to the low dose MS cue but only partially generalized for the high
dose cue before behavior was suppressed.  A peak effect of 50% high-dose
responding was observed for MS (0.3 mcg, i.c.v.) and 56 % for DAMGO    (32
mcg, i.c.v.).  Central administration of the opiate antagonist naltrexone (NTX;
0.1-10 mcg, i.c.v.) did not generalize to either the low or high dose MS cue.  In
contrast, CTAP evoked partial low-dose responding at a dose of 0.1 mcg, i.c.v.,
which persisted to a dose of 100 mcg, i.c.v.  Furthermore, 66% of responding
was emitted on the high-dose key at the highest test dose of CTAP (100 mcg).
To evaluate whether CTAP’s partial generalization resulted from activity at
opioid receptors, pigeons were pretreated with NTX (1.0 mcg, i.c.v.) and tested
with cumulative doses of MS (0.01-100 mcg, i.c.v.) or CTAP (0.1-100 mcg, i.c.
v.).  NTX did not alter the low-dose stimulus effects of MS, but did antagonize
the high-dose stimulus and response suppressing effects of MS.  In contrast,
NTX antagonized the low-dose stimulus effects of CTAP but did not
antagonize high-dose stimulus or response suppressing effects of CTAP.
Therefore, although cumulative doses of CTAP evoked partial generalization to
both the low and high dose stimulus effects of morphine, we were unable to
effectively antagonize these effects by pretreating with NTX.  This suggests
that CTAP’s partial generalization to MS may not be opioid mediated.
[Supported by DA03796 & GM08167 from NIH].
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S.B. Ewing, M.M. Sanchez, L.A. Neidert, A.C. Murnane and L.L. Howell,
Yerkes National Primate Research Center, Emory University, Atlanta, GA

EFFECTS OF EARLY LIFE STRESS ON SENSITIVITY TO STIMULANTS IN
RHESUS MONKEYS

Early life stress has been shown to have profound, long lasting effects on
behavior and hypothalamic-pituitary-adrenal (HPA) axis function.  These
alterations in stress reactivity may also play a role in the propensity to abuse
drugs by changing their reinforcing effects.  The present study was designed to
determine whether rhesus monkeys that have experienced early life stress
(n=4), in the form of periodic maternal separations, will show altered responses
to psychostimulant drugs as compared to control animals (n=4).  Experimental
monkeys experienced periodic maternal separations between the ages of 3-6
months and exhibited a phenotype showing perturbations in HPA axis function
and a hyper-responsivity to stress.  In vivo microdialysis experiments have been
conducted in these animals while awake in order to characterize basal
monoamine levels and to examine their responsiveness to drug challenges with
cocaine and amphetamine.  Preliminary data shows that regardless of rearing
history, animals do not differ in their response to cocaine.  However, maternally
separated animals show a greater increase in extracellular dopamine in the
caudate nucleus in response to amphetamine.  Ongoing behavioral studies
conducted in these animals will characterize drug self-administration behavior
under a complex second-order schedule of i.v. drug delivery.  In addition,
reinstatement of drug self-administration behavior following extinction will
provide an index of propensity to relapse to drug use following a period of drug
abstinence.  Results from these studies will further our understanding of the
long-term effects of early life stress and how these effects may contribute to an
increased propensity to use drugs.  Understanding the factors that modulate or
predict vulnerability to drug use may prove useful in prevention efforts.
(Supported by USPHS grants MH58922, DA10344, DA00517 and RR00165.)
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M. Farré, S. Abanades, F. Fonseca, O. Sánchez, E. Menoyo, S. Pichini, M.
Segura and R. de la Torre, Universitat Autònoma, Universitat Pompeu Fabra,
Barcelona, Spain, and Istituto Superiore Sanità, Rome, Italy

ABUSE LIABILITY OF GAMMA-HYDROXYBUTYRATE (GHB, SODIUM
OXYBATE) IN HUMANS: A PILOT STUDY

GHB is an endogenous neurotransmitter with sedative-hypnotic properties. It
has been used in anesthesia,  for the treatment of narcolepsy/catalepsy and in
alcohol detoxification therapy. GHB is abused by attendees at dance clubs and
rave parties. GHB is usually consumed in combination with other psychoactive
drugs. GHB can induce strong sedation and reversible coma, and has been used
as a rape-drug. This pilot study was designed to select the doses of GHB to be
used in subsequent definitive study. Eight healthy male recreational users of
GHB participated in two experimental sessions. The study was double-blind
and randomized. Drug conditions were: a single oral dose of GHB (30 mg/kg,
40 mg/kg, 50 mg/kg or 60 mg/kg) and placebo. Study variables included vital
signs (blood pressure, heart rate,  oral temperature, pupil diameter),
psychomotor performance (DSST, balance, Maddox-Wing), hormones
(cortisol, prolactin), subjective effects (visual analog scales, ARCI-49 item and
VESSPA questionnaires), and pharmacokinetics. GHB showed a dose-response
relationship. GHB induced euphoria (“high” and MBG-ARCI) and stimulation
at lower doses. At higher doses, GHB produced an impairment of psychomotor
performance and induced sedation (PCAG-ARCI). A high variability on the
GHB bioavailability was observed. GHB administered at low-medium doses
seems to show a high abuse liability.
Supported by grants: FIS (02/0824, G03/005 and C03/06) and CIRIT
2001SGR00407
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D. Feltne, G. Haig and T. Hunt, Pfizer Inc., Ann Arbor, MI and PPD
Development Clinics, Austin, TX

EVALUATION OF THE SUBJECTIVE AND REINFORCING EFFECTS OF
DIPHENHYDRAMINE, LEVETIRACETAM, AND VALPROIC ACID

Few unscheduled sedative medications have been evaluated for their subjective
and reinforcing effects in humans. To increase the database of studied
unscheduled sedatives and to evaluate the ability of human laboratory measures
to discriminate between scheduled and unscheduled sedative drugs, 24 subjects
with a history of experience with several classes of drugs of abuse, including
sedatives and/or alcohol, and who reported liking a test dose of pentobarbital
300mg were randomized to single doses of diphenhydramine (DPH) 400mg,
levetiracetam (LEV) 4000mg, valproic acid (VPA) 1500mg, diazepam (DIA)
30mg or placebo in a double-blind, 5-way crossover study. Outcome measures
included the ARCI, Drug Effect Questionnaire (DEQ), Next Day Questionnaire
(NDQ), Multiple Choice Procedure (MCP) and others. DIA, DPH, and LEV
produced strong and generally similar signals on drug strength measures,
whereas the VPA signal was insufficient to allow for a full assessment of its
subjective effects. DIA, DPH, and LEV were experienced primarily as
sedatives. These drugs also produced impairments in psychomotor processing
speed and memory measures, though the LEV effects were less pronounced
than those of DIA or DPH. On the ARCI-MBG and the NDQ measures “Take
Again” and “Willing to Pay”, DIA produced a significantly greater effect than
placebo, whereas all three other active drugs did not. Other measures of abuse
potential did not distinguish between DIA and all three other active drugs. LEV
significantly increased the crossover point on the MCP, whereas DIA did not,
suggesting that more work may be needed to refine this exploratory measure.
Assessed across ten measures of abuse potential, the rank order of statistically
significant findings suggestive of abuse potential was DIA (9/10 significant) >
LEV (6/10) > DPH (5/10) > VPA (2/10). These data suggest that the ARCI-
MBG subscale and NDQ “Take Again” and “Willing to Pay” may provide
greater specificity than other measures of abuse potential in discriminating
between diazepam and several unscheduled sedative drugs.
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P. Feng, J.J. Meissler, Jr., M.W. Adler and T.K. Eisenstein, Temple University
School of Medicine, Philadelphia, PA

EFFECT OF MORPHINE WITHDRAWAL ON ORAL SALMONELLA INFECTION

Previously our laboratory has shown that withdrawal from morphine induces
immunosuppression in mice, which is maximal at 24-48 h post withdrawal.
The present study investigated the effects of morphine withdrawal on oral
Salmonella typhimurium infection.  Mice were made dependent by
implantation of a slow-release morphine pellet.  Withdrawal was induced by
removal of pellets after 96 h. Controls received a placebo pellet that was
similarly removed.  To examine the effect of withdrawal on sensitivity to
Salmonella infection, mice were orally inoculated with 1x104 virulent
organisms at 24 h post withdrawal.  It was found that morphine withdrawal
significantly decreased the mean survival time of Salmonella infected mice, but
it did not significantly change mortality of the mice over 30 days after
infection.  Necropsy studies carried out at various times over 12 days after
infection showed that withdrawal from morphine significantly increased the
numbers of Salmonella in Peyer’s patches, mesenteric lymph nodes (MLN) and
spleens over the infection period.  Levels of the inflammatory cytokines TNF-
alpha, IFN-gamma and IL-6, as well as the chemokine MCP-1, were assayed in
MLN and spleen homogenates using the Cytometric Beads Array assay.
Morphine withdrawn animals had higher levels of these cytokines and the
chemokine in the spleen than those of placebo withdrawn mice.  The present
studies demonstrate that at 24 h post withdrawal mice have decreased resistance
to on oral bacterial infection, which correlated with higher levels of
proinflammatory cytokines and chemokine.  This work was supported by NIDA
grants DA14223 and DA13429.
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A.F. Fernander, University of Kentucky, College of Medicine, Lexington, KY

ACCULTURATION, SMOKING, AND NICOTINE DEPENDENCE AMONG
AFRICAN AMERICAN WOMEN

Data suggest acculturation may operate as a risk factor for tobacco use in some
populations and as a protective factor in others.  The goals of the study were to
examine the influence of acculturation on smoking status among 190 African
American women, and to examine the role of acculturation on multiple
outcome measures of nicotine dependence: # of cigarettes smoked per day
(CPD); time to first cigarette (TTF); carbon monoxide (CO); and cotinine
(COT).  Acculturation was assessed by the African American Acculturation
Scale-Revised (AAAS-R) total score and subscale scores.  High scores on the
AAAS-R reflect a traditional African American cultural orientation.  52% were
smokers; mean age was 38 years; 93% had an income of $49,999 or less; 24%
had at least a college degree; and 66% were at least 3rd generation African
Americans.  Of the smokers, average CO was 11.7 ppm; average COT was
68.26 ng/ml; 80% smoked menthol cigarettes; TTF was within 20 minutes of
awakening for 55% of the women; and 61% of the sample smoked 10 or less
CPD.  Analyses revealed higher scores on the cultural superstitions subscale
were significantly associated with current smoking status (df=178, t=2.40, p.
<02) and CPD (DF[3,79], F=3.31, p<.05) among smokers.  In addition, higher
scores on the preference for things African American subscale were associated
with CPD (DF[3,79], F==2.75, p<.02) among smokers.  Furthermore, higher
total scores were significantly associated with TTF (DF[3,80], F=2.78, p<.05)
among smokers.  The data suggest African American smokers who engage in
culturally-based norms and superstitions may believe themselves invulnerable
to the deleterious effects of smoking.  The findings will be discussed in terms of
how some traditional practices of African Americans may impact their risk for
smoking and nicotine dependence.  An important implication of the study is
that intervention programs may need to be tailored to African Americans with a
traditional cultural orientation – the likely smokers.
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S.E. Ferreira, M.T. Mello and M.L.O. Souza-Formigoni, Federal University of
Sao Paulo,  San Paulo, Brazil

ENERGY DRINKS AFFECT SUBJECTIVE EFFECTS OF ALCOHOLIC
INTOXICATION IN VOLUNTEERS

The consumption of energy drinks (ED) has quickly become popular in many
countries, with reports of increased physical/psychomotor performance, mood
improvement and reduction of alcohol intoxication symptoms after its
ingestion. Considering that there is few scientific evidence of these effects, the
purpose of this study was to evaluate the performance of healthy volunteers in
psychomotor and mood tests after alcohol (0.6 or 1.0 g/kg) combined with ED
(Red Bull? 3.57 ml/kg). Methods: 26 healthy volunteers were randomly
assigned to two groups (0.6 or 1.0g/kg of alcohol) and submitted to four test
sessions, one week apart, being the first one drug-free. In the following sessions
they randomly received alcohol alone, ED alone or Alcohol+ED. They were
submitted to tests of motor coordination, visual reaction time and the mood
state (POMS). Results: The harmful effects of ethanol ingestion on the motor
coordination and visual reaction time were not reduced by the 3.57 ml/kg of
ED. However, ED reduced the subjective effects of alcohol on mood, the
sensations of fatigue and mental tiredness and increased the vigor sensation.
Discussion: Although most of the effects of ED on alcoholic intoxication were
not confirmed, the subjective feeling of intoxication was reduced, suggesting a
possible placebo effect. However, studies using other doses of ED and alcohol
are needed to clarify this question, since, in mice, there is some evidence of the
effects of ED in decreasing the depressant effects and increasing the stimulant
effects of ethanol. Supported by AFIP, CNPq and FAPESP.
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M.J. Ferris, J.M. Silvers, B.J. Strupp, C.F. Mactutus and R.M. Booze, University
of South Carolina, Columbia, SC and Cornell University, Ithaca, NY

PRENATAL COCAINE EXPOSURE ALTERS THE MONOAMINE SYSTEM IN A
GENDER-SPECIFIC MANNER: DOPAMINE D1 RECEPTORS

Prenatal cocaine exposure has been shown to produce increased sensitivity to
the attention disrupting effects of SKF81297, a selective agonist of dopamine
D1 receptors (Bayer et al., 2000).  This data suggests possible long-lasting
changes in D1 receptors. The current studies were designed to test for altered
content of D1 receptors. Female Sprague-Dawley rats were surgically
implanted with an intravenous access port (Mactutus et al., 1994) and allowed
one week to recuperate before being paired with male rats for breeding.  Upon
detection of sperm with vaginal lavage, females were considered to be at
gestational day 0 (GD0).  Beginning on GD8, animals received saline or 3.0
mg/kg IV cocaine either 1/day or 2/day until GD21, delivered as a bolus
injection.  Following delivery, male and female pups were allowed to grow to
adulthood and brains were removed and frozen for autoradiographic receptor
binding studies.  3H SCH23390 was used to quantify levels of dopamine D1
receptors in the prelimbic region, cg1 and cg2.  In the prelimbic region, there
was a gender by cocaine interaction, F(2, 458) = 7.25, p < .001.  Most notably,
D1 receptor levels for male rats in the 1/day cocaine group were significantly
higher than for males in the saline control group, while the opposite was true
for female rats.  That is, D1 receptor levels for female rats in the 1/day cocaine
group were significantly lower than for females in the saline control group.
Results showed no effects of gender or cocaine in cg1.  In cg2, there was a
gender by cocaine interaction, F(2, 458) = 3.468, p < .05.  D1 receptor levels
for male rats in the 1/day cocaine group were unaffected relative to the male
saline control group, while D1 receptor levels for female rats in the 1/day
cocaine group were significantly lower than for females in the saline control
group.  These interactions emphasize the differential effects of prenatal cocaine
exposure across gender, particularly with a receptor associated with attention
deficits (Bayer, 2000).  Supported by NIDA DA009160, DA013965,
DA013137, DA013712, and DA014401.
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U. Feske, R.E. Tarter, L. Kirisci and P.A. Pilkonis, University of Pittsburgh and
Medical Center, Pittsburgh, PA

BORDERLINE PERSONALITY AND SUBSTANCE USE IN WOMEN

Objective: Research on the relation between personality disorders (PDs) and
substance use disorder (SUD) has primarily focused on antisocial PD (ASPD)
in predominantly male samples.  However, in women with SUD, borderline PD
(BPD) is among the most frequent co-occurring Axis-II conditions.  We focus
on BPD because (1) core BPD traits (e.g., affective lability, impulsivity) are
known to predispose to and covary with SUD, (2) BPD and SUD have common
familial precursors (e.g., family history of SUD, child abuse), and (3) BPD
appears to have a localizable neurobiological diathesis, most saliently
evidenced as prefrontal cortex dysfunction which is also implicated in the
etiology of SUD.  Hypotheses: We tested two hypotheses: (1) there is a
significant association between BPD and SUD beyond the effects contributed
by other PDs and (2) ASPD is a partial mediator of the relation between BPD
and SUD.  Procedures: The sample included 232 women who participated in
projects on the assessment of PDs; the majority (83.6%) were psychiatric
patients.  DSM Axis-I and II diagnoses were established using best-estimate
procedures.  Results: Hypothesis (1) was tested by calculating odds ratios for
the relation between (1) each individual PD and SUD, (2) BPD and SUD
controlling for ASPD, (3) BPD and SUD controlling for all other cluster B PDs,
and (4) BPD and SUD controlling for other cluster B PDs and cluster C PDs.
Both BPD and ASPD were consistently associated with SUD.  Histrionic PD
also  revealed significant relations with SUD, but these associations were
weaker and less consistent.  Tests for the mediating effects of ASPD yielded
significant results.  Because BPD continued to be associated with SUD even
when accounting for the effects of ASPD, these findings support the role of
ASPD as a partial mediator in the relation between BPD and SUD.  Conclusion:
Our findings emphasize the need to take into account the role of BPD in
examining the relation between PDs and SUD.  This is true particularly because
women with SUD are at risk for a variety of adverse outcomes (e.g., suicide,
domestic violence); these outcomes are further amplified in the presence of
BPD.
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D.S. Festinger, D.B. Marlowe, P.A. Lee and D.S. DeMatteo, Treatment
Research Institute, Philadelphia, PA

ROLE OF JUDICIAL STATUS HEARINGS IN DRUG COURT: 24-MONTH
CRIMINAL RECIDIVISM

This presentation reports 24-month post-admission criminal recidivism data for
misdemeanor drug court clients assigned to different dosages of judicial status
hearings. In our prior research, we randomly assigned 181 drug-abusing
offenders to attend either high-doses (biweekly) or low-doses (as-needed; only
when requested by the judge or case manager) of judicial status hearings.
Results indicated that the two conditions did not differ significantly on weeks
of urinalysis-confirmed abstinence, counseling attendance, or drug abuse
severity.  Findings did, however, reveal a significant interaction effect,
indicating that clients with Antisocial Personality Disorder (APD) or a history
of drug abuse treatment achieved longer periods of abstinence and greater
counseling attendance when assigned to the biweekly condition.  The current
project extends these analyses by examining the effect of different doses of
judicial status hearings on criminal recidivism rates during the 24 months
following admission into the drug court program.  Recidivism rates were
examined using official criminal justice records from the State of Delaware.
Results indicate that 60% (n = 108) of the sample was criminally arrested, and
that 19% (n = 34) was arrested for a felony charge during the 24-month period.
However, there were no significant main effects of group on either number of
criminal or felony arrests.  We also found no significant group x APD or group
x prior treatment interactions.  Results further indicated that 73%  (n = 79) of
those  arrested were criminally charged, and that 37% (n=29)  of these
individuals were charged with a drug offense during the 24-month period.  As
with criminal and felony arrests, there were no significant main or interaction
effects on number of drug related charges.  These results suggest that the
interaction effects found in our initial study did not extend to criminal
recidivism for the 24-month period following drug court entry.  This indicates
the need for effective aftercare strategies to maintain the effects of drug courts
beyond the initial active phases of the program.
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D.A. Fiellin, M.V. Pantalon, M.C. Chawarski, L.E. Sullivan, B.A. Moore, D.
Barry, P.G. O’Connor and R.S. Schottenfeld, Yale University School of
Medicine, New Haven, CT

COUNSELING AND ATTENDANCE REQUIREMENTS FOR BUPRENORPHINE
TREATMENT IN PRIMARY CARE

To investigate systematically the independent effect of two intensities of
counseling and attendance requirements for patients receiving buprenorphine
maintenance in a primary care we conducted a 6-month randomized clinical
trial of standard medical management (SMM) and enhanced medical
management (EMM). One hundred and sixty-six participants were randomly
assigned to one of three treatments: EMM and thrice weekly attendance and
medication pick-up (EMM3); SMM and thrice weekly attendance and
medication pick-up (SMM3); or SMM and weekly attendance and medication
pick-up (SMM1). SMM was a brief (15-minute) manual-guided, medically
focused counseling treatment provided by trained nurses. EMM was a more
extended (45 minute) manual-guided advice and counseling provided by the
same trained nurses.  Patients in all three treatment arms had monthly physician
visits. 56 patients were randomized to EMM3, 56 to SMM3 and 54 to SMM1.
The groups did not differ with respect to mean age (35.1 vs. 35.9 vs. 37.1
years), % male (79% vs. 77% vs. 78%), % white (82% vs. 77% vs. 70%), %
prescription opioid dependent (22% vs. 21% vs. 18%), years of opioid use (7.5
vs. 8.6 vs. 8.1), or % prior methadone treatment (71% vs. 59 vs. 67%); p> 0.05
for all comparisons. There were no differences between treatment arms
regarding treatment outcomes: proportion completing 24 weeks of treatment
(43% vs. 39% vs. 48%); the percent of opioid negative urine screens (45% vs.
44% vs. 43%); percent of cocaine negative urine screens (52% vs. 48% vs.
53%); proportion achieving 3 weeks of continuous opioid negative urine
screens (64% vs. 68% vs. 61%), or achieving 6 weeks of continuous opioid
negative urine screens (37% vs. 46% vs. 50%); p> 0.25 for all comparisons.
Brief weekly counseling and attendance with medication distribution has
comparable efficacy as more intensive counseling and thrice weekly attendance
for patients receiving buprenorphine in primary care.
Supported by NIDA grants: DA09803-04A2, DA00167, 2K12DA00167-11
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J.E. Fife, K.S. Ingersoll and C.J. Heckman, Virginia Commonwealth University,
Richmond, VA

READINESS FOR MEDICATION ADHERENCE AMONG HIV+ DRUG ABUSERS

Non-adherence undermines treatment outcomes among people with HIV, who
often take complicated medication regimens with little systematic support.  Our
past research has identified patient “readiness” for adherence as a predictor of
subsequent adherence.  What predicts readiness for medication adherence
among HIV+ substance abusing patients? 56 participants (44% women)
enrolled in the cross-sectional study. 89% were African American and 11%
were European American. 40 % were HIV + and 60% had AIDS. 65% were
heterosexual and 35% identified as gay, lesbian, bisexual or transgender.
Measures included the CES-D scale for depression, the MOS social support
survey for social support, and the NEO-FFI for normal personality traits, as
well as visual analog scales that measured patient’s ratings of importance,
confidence, and readiness for achieving perfect medication adherence on a scale
of 0-10.. Bivariate correlation analyses and multiple regression analysis were
used to explore the strength and direction of relationships. Depression and
social support were  negatively correlated. Social support and agreeableness
had significant positive correlations with readiness.  Significant multiple
regression models identified importance as the best predictor of confidence, and
confidence as a strong predictor of readiness for adherence, while depression,
social support, and agreeableness were related to importance and confidence.
Social support and depression are indirectly related to readiness and their
effects appear to work through their influence on perceived importance and
confidence, all of which may be amenable to intervention  There are few
effective behavioral interventions for non-adherence in HIV+ substance
abusers.  Adherence interventions could raise confidence and importance partly
through addressing depression and poor social support. Interventions that
include social skills training to increase agreeable behaviors may also increase
the probability of social support and subsequent enhancement of readiness for
optimal adherence to difficult HIV medication regimens.   Further implications
of the data for the development of novel interventions will be discussed.
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A. Finlinson, H.M. Colon, R.R. Robles and M. Soto, Universidad Central del
Caribe, Bayamon, PR

MODULATING THE EFFECTS OF PRIMARY DRUGS OF USE: A QUALITATIVE
STUDY OF POLYDRUG USE HISTORIES AMONG RECENTLY INITIATED
INJECTION DRUG USERS IN SAN JUAN, PUERTO RICO

Drugs that enhance positive effects or attenuate negative effects of primary
drugs of use  (e.g., marijuana or cocaine) may increase primary drug
involvement and influence transitions to drugs with higher dependence
potential.  This topic, which is important for understanding polydrug abuse, is
explored in formative research that employed in-depth drug history narratives
in a sample of recently initiated injection drug users (IDUs) residing in San
Juan, Puerto Rico.  Individual interviews lasting about two hours were
conducted with 25 IDUs, ages 19 to 32, who had injected drugs a mean of 11.6
months.  A majority of subjects was male (84%), born in Puerto Rico (84%),
and currently lived with a parent or grandparent (71%).  Dropping out of school
was common; 40% had no high school diploma or equivalence, and many
(70%) had been incarcerated.  Two patterns will be discussed: 1) use of a
continuum of drugs (cigarettes, alcohol, benzodiazepines, cocaine) to enhance
or attenuate effects of marijuana; 2) use of a continuum of drugs (alcohol,
benzodiazepines, snorted heroin) to attenuate effects of crack cocaine.  In both
patterns (marijuana in pattern 1 and cocaine in pattern 2), increased use of a
primary drug appeared to be influenced by enhancing or attenuating drugs,
which were used in a particular order reflecting their effectiveness in
modulating effects of primary drugs at different intensities of use, as well as by
participants’ perceptions of the relative dangers associated with different
enhancing or attenuating drugs.  Neither availability nor access appeared to
affect the order in which participants employed drugs used to modulate primary
drugs.  These findings may be relevant to pharmacological and epidemiological
studies of polydrug abuse.
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B.D. Fischer and L.A. Dykstra, University of North Carolina at Chapel Hill,
Chapel Hill, NC

INTERACTIVE EFFECTS OF A N-METHYL-D-ASPARTATE RECEPTOR
ANTAGONIST IN COMBINATION WITH
LOW-EFFICACY MU-AGONISTS IN C57BL/6 MICE

Low-efficacy and/or mixed action opioids have lower potential for abuse
relative to drugs such as morphine, making them ideal for the treatment of acute
pain. However, these drugs often are limited by lower efficacy and the
development of tolerance. Previously, our laboratory and others have shown
that N-methyl-D-aspartate (NMDA) receptor antagonists can inhibit the
development of tolerance as well as potentiate the antinociceptive effects of
morphine and other agonists that vary in efficacy at the mu -opioid receptor.
The present study extended these findings by evaluating the effects of various
low-efficacy mu -agonists in combination with the NMDA antagonist
LY235959 using a fixed-ratio 3 schedule of food presentation to examine the
rate-decreasing effects of these combinations and a tail-flick procedure to
examine antinociception. Data were examined with dose-addition analysis. The
NMDA antagonist LY235959 (ED50 = 4.76) as well as the mu-opioid receptor
agonists morphine (ED50 = 3.14), buprenorphine (ED50 = 0.113), and
nalbuphine (ED50 = 4.22) all decreased response rates in the FR3 schedule.
Morphine, buprenorphine, and nalbuphine also produced dose-dependent
antinociception as measured with the tail-flick procedure (ED50 = 4.91, 0.25,
and 3.43, respectively), whereas LY235959 had no measurable effect in this
assay. Fixed-ratio mixtures of LY235959 and morphine (0.25:1, 0.76:1, 2.28:1),
LY235959 and buprenorphine (17.96:1, 53.89:1, 161.68:1), as well as
LY235959 and nalbuphine (0.46:1, 1.38:1, 4.13:1) produced additive or infra-
additive effects in the assay of schedule-controlled responding while producing
additive or super-additive antinociceptive effects. These results provide
additional evidence to suggest that combination treatment of NMDA
antagonists and low-efficacy opioid agonists may increase antinociceptive
effectiveness while reducing non-specific rate-reducing effects. (Supported by
grants R01-DA02749 and T32-DA07244).
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J. Fisher and M. Copenhaver, University of Connecticut, Storrs, CT

EXPERTS OUTLINE WAYS TO CHANGE THE DECADE-LONG YEARLY RATE
OF 40,000 NEW HIV INFECTIONS IN THE U.S.

Just over 20 years since the first cases of AIDS were reported in the U.S., about
950,000 people in the U.S. still live with HIV and 450,000 people have died
due to AIDS thus far (e.g., CDC, 2004). Injection drug users (IDUs) have
remained one of the most critical target populations for HIV risk in the U.S.
(HHS, 2001). The U.S. HIV epidemic has slowed to a relatively stable 40,000
new infections per year since the mid 90s. Given this stable state, now is the
opportune time to consider how we have arrived at this point and how we might
optimize our efforts and outcomes in the next decade. Our goal in this study
was to provide a brief overview of the current state of the HIV epidemic in the
U.S. and then, based on a survey of prominent HIV behavioral research experts,
present suggestions for decreasing the current yearly rate of 40,000 new HIV
infections. To this end, we present data from an anonymous, open-ended, brief
survey of 50 top ranking behavioral research experts in the field of HIV
prevention. Responses were received from thirty-one experts who provided
their input regarding:  (1) The primary reasons they believe the rate of the HIV
epidemic in the U.S. has persisted in recent years (i.e., has not declined), and
(2) How they believe we can most efficiently decrease the current rate of new
HIV infections in the U.S.  Responses to Item 1 formed four clusters of reasons
suggested for the persistent rate of new infections:  Intervention level reasons,
Society level reasons, Person level reasons, and Multiple Risk Factor level
reasons. Responses to Item 2 formed three clusters of strategies suggested for
decreasing the current rate of new infections:  Improved Targeting of HIV
Prevention Efforts, Large Scale Changes to HIV Prevention, and Integrating
HIV Prevention into more aspects of society. Our results  have both broad and
specific implications for future U.S. HIV prevention efforts targeting IDUs.
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M. Fishman, L. Payne, J. Gooch and P. Clemmey, Johns Hopkins University,
Baltimore, MD

ENGAGEMENT AND RETENTION OF ADOLESCENTS IN CONTINUING CARE
FOLLOWING RESIDENTIAL TREATMENT

Residential treatment has been shown to be an effective modality for adolescent
substance abusers, yet relatively few adolescents receive post-residential
treatment services designed to sustain initial treatment gains made during
residential care. This study presents preliminary data on the effectiveness of an
assertive continuing care intervention designed to increase adolescent’s
engagement in, and retention in, outpatient substance abuse treatment. The
primary intervention included role induction during residential treatment, 12-
wks of intensive outpatient sessions, an adaptation of a structured treatment
manual (Adolescent Community Reinforcement Approach – ACRA), an
assertive engagement phone calling protocol, small caseload case management
with a positive “cheerleading” approach, weekend pro-social activities,
transportation, home visits, and a 9-mo course of recovery checkup phone calls.
Results: Study participants (N=95) were predominantly male (74%), African
American (69%), with a mean age of 16.1. Following an index episode of
residential treatment (mean length of stay = 24.8 days), 96.8% had preliminary
engagement in outpatient treatment, defined as attending at least 1 continuing
care session within the first 2 wks post residential discharge.  The mean number
of service encounters over the course of the 12-wk program was 27.5, and
85.3% attended 10 or more sessions. Two-thirds (66.3%) of participants were
retained at the end of 12 weeks. By comparison, historical data from the same
treatment setting prior to the implementation of the intervention had shown that
56% of the adolescents attended any continuing care sessions, the mean number
of sessions attended was 11, and 40% attended 10 or more sessions. Overall,
these preliminary results suggest that the program is effective in increasing
engagement and retention in adolescent continuing care. Further research is
needed to examine the mechanism and effects of enhanced engagement and
retention on adolescent substance abuse treatment outcomes.
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L.J. Floyd, W. Latimer and B. Mancha, Johns Hopkins University Bloomberg
School of Public Health, Baltimore, MD

ALCOHOL, MARIJUANA AND ADOLESCENT SEXUAL BEHAVIOR

Within the United States adolescent substance use and precocious sexual
behavior are among the leading public health concerns.  Among adolescents
alcohol and marijuana use have been associated with the increased likelihood of
engaging in risky sexual activities. The International Longitudinal Survey of
Adolescent Health was administered to 1406 school-based youths.  Females
comprised approximately half of the predominately White sample.  The mean
age was 14 years (SD = 1.67).  Approximately 25% of the youth had initiated
sexual intercourse, 59% indicated condom use, and 14% reported having more
than one lifetime sexual partner.  Lifetime substance use rates were 70% for
alcohol and 27% for marijuana. Logistic regression indicated a significant
association between levels of alcohol use (low, medium and high) and the onset
of sexual intercourse among middle and high school youths. Odds ratio were
4.5 (95% CI =1.94, 10.52) for the medium alcohol use group and 7.89 (95% CI
= 3.35, 18.12) for frequent drinkers. Similarly, marijuana use was associated
with increased likelihood of initiating sexual intercourse.  At the highest level
of marijuana use, grade level moderated the effects of marijuana on sexual
intercourse.  Middle school youths who frequently used marijuana were 10
times more likely to be sexually active while high school youths were about 7
times more likely to be sexually active.  Differing levels of alcohol and
marijuana use did not distinguish youths who used condoms from those who
did not use condoms during the most recent instance of sexual intercourse.
However, as anticipated, higher levels of drug use were associated with a
greater number of lifetime sexual partners.  The present findings support
previous studies that demonstrate a relationship between adolescent substance
use and risky sexual behaviors. Further, the findings suggest the need for more
research focusing on the differential impact of substances
on  different sexual behaviors.
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T. Fong, T.F. Newton, J.D. Roache, A.D. Kalechstein, R. de la Garza, II, C.
Wallace, M. Dawes, D. Bloch, T. Holmes, A. Elkashef and N. Chiang,
University of California, Los Angeles, CA, University of Texas, San Antonio,
TX, NIDA, Bethesda, MD and Stanford University, Palo Alto, CA

THE SUBJECTIVE EFFECTS OF INTRAVENOUS METHAMPHETAMINE DURING
TREATMENT WITH BUPROPION

Bupropion is a weak inhibitor of 5-HT, NE and DA reuptake and has been
shown to be effective for nicotine dependence. Pre-clinical studies indicate that
bupropion may be effective in treating methamphetamine (MA) dependence
through its effect on DA systems. This study assessed the interactions between
intravenous MA and treatment with sustained-release bupropion. MA-
dependent subjects (N=20) were  randomized to receive either placebo or
bupropion in a double-blind fashion. Subjects underwent a baseline series of
three separate, intravenous MA infusions (0, 15, and 30 mg). Subjects were
then administered placebo or bupropion (150 mg twice a day) for six days
followed by a second, separate series of MA infusions. Cue-induced craving
was assessed at the beginning of the study (using a neutral, non-drug related
video cue) and preceded the 0 or 15 mg MA infusions. There was a significant
main effect of MA dose on all VAS scores other than the depression subscale.
Bupropion treatment attenuated the MA effects on several components of the
scale, including “any drug effect”, “high”, and “stimulated” (p<.05 in all cases).
In addition, for “desire” and the “likely to use” scores, patients receiving
placebo showed higher ratings following the 30 mg dose of MA than following
the 15 mg dose (p<.05), while patients receiving bupropion treatment did not
show this dose-related increase. There was also a significant effect of
bupropion treatment on craving as evidenced by a decrease in the GCS total
score in this group (p<.01). Together these preliminary results suggest that
bupropion may reduce several subjective excitatory effects produced by acute
MA exposure, especially measures related to cue-reactive craving.

Supported by NIDA: DA00388, DA-08804, DA014593
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R.F. Forman, A.T. McLellan and G.E. Woody, University of Pennsylvania and
Treatment Research Institute, Philadelphia, PA

NO PRESCRIPTION WEBSITES: OPIOID MEDICATIONS AVAILABLE WITHOUT
A PRESCRIPTION

To determine the availability of websites offering to sell opioid medications
without a prescription over the internet the investigators conducted 47
standardized Google searches using a variety of opioid medication terms
including codeine, no prescription Vicodin, and OxyContin.  In each search,
two independent raters examine the first 100 links generated in each search.
Resulting links were coded as “no prescription websites” (NPWs) if they
offered to sell opioid medications without a prescription. Over 50% of the links
obtained in the internet 47 searches were coded as NPWs.  The proportion of
links yielding NPWs exceeded 60% when only the first 20 links were
considered; use of the search prefix no prescription increases the availability of
NPWs.  Over 300 opioid NPWs have been identified and entered into a
database. Three national drug usage monitoring studies have cited significant
increases in prescription opioid use over the past five years, particularly among
young people. The emergence of NPWs introduces a new vector for
unregulated access to opioids.  Research is needed to determine the impact of
NPWs on prescription opioid use initiation, misuse and dependence.
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K.L. Foster and E. Houtsmuller, Johns Hopkins University, Baltimore, MD

ALCOHOL EFFECTS IN A CUMULATIVE DOSING PARADIGM DURING
ACAMPROSATE TREATMENT IN HEAVY DRINKERS

Acamprosate (Campral ®) was recently approved in the US as a
pharmacotherapy for alcoholism.  Medications for drug abuse may increase
abstinence by altering subjective effects of the target drug, reducing craving, or
through other, less direct mechanisms.  Despite acamprosate’s established
efficacy in clinical trials, few studies have investigated its mechanism of action.
In this study, potential effects of acamprosate on subjective, physiological, and
pharmacokinetic alcohol effects were evaluated in heavy drinkers in a
cumulative alcohol dosing paradigm. During a six-week period, 11 volunteers
were maintained on three doses of oral acamprosate (0, 2, and 4 g,
counterbalanced, double-blind) for 11 days at each dose. Under each dose
condition, three sessions were scheduled.  During the first session, alcohol was
administered in a cumulative dosing procedure (target BAL =.08), mimicking a
typical alcohol self-administration pattern and allowing for examination of
acamprosate effects on both the ascending and descending limb of the blood
alcohol curve.  Alcohol dose (in beer) was calculated based on subject weight,
height and gender, divided into four drinks consumed at 30 min intervals.
Subjective, physiological, psychomotor and pharmacokinetic alcohol effects
were collected at regular intervals.  Sessions 2 and 3 were alcohol self-
administration sessions; results will be presented elsewhere. In our cumulative
dosing paradigm, BAL curves were highly similar across subjects and
conditions, with the peak (0.078) consistently occurring at 135 min. Alcohol
produced typical subjective effects, increasing good effect, strong effect, and
high during the ascending BAL limb and increasing sedation during the
descending limb. Acamprosate did not alter alcohol pharmacokinetics or
subjective effects on either the ascending or descending limb. These results
confirm and extend our previous findings that acamprosate does not alter
alcohol pharmacokinetics and does not have robust effects on acute subjective
effects of alcohol administered as a bolus dose or in a more naturalistic,
cumulative fashion. Supported by: R01 AA12394.
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M.A. Fox and A.L. Riley, American University, Washington, DC

THE SELECTIVE DELTA OPIOID ANTAGONIST NALTRINDOLE POTENTIATES
A MORPHINE-INDUCED CONDITIONED TASTE AVERSION

Given that overall drug acceptability may be a function of the balance between
a drug’s rewarding and aversive effects, the ability to alter the aversive
properties of a drug by selectively affecting the receptor subtypes mediating
these effects may have implications for drug use and abuse. This was examined
in the present study in which the effects of the selective delta opioid antagonist
naltrindole on the development of a morphine-induced conditioned taste
aversion (CTA) were assessed.   Female Sprague-Dawley rats were given 20-
min access to a novel saccharin solution every fourth day for a total of five
exposures.  Each access was immediately followed by an IP injection of either
vehicle or naltrindole (3.2, 5.6 or 10.0 mg/kg).  Forty minutes later, animals
were given an IP injection of either vehicle or morphine (10.0 mg/kg).  Animals
administered vehicle at each time significantly increased saccharin
consumption on the final aversion test, as did animals administered 5.6 mg/kg
naltrindole prior to a subsequent vehicle injection.  Animals administered 10.0
mg/kg naltrindole and vehicle did not show a change in saccharin consumption.
Animals injected with vehicle 40 minutes prior to morphine did not decrease
saccharin consumption on the test day.  However, animals administered 5.6 or
10.0 mg/kg naltrindole prior to morphine significantly decreased saccharin
consumption.  That is, although neither naltrindole nor morphine alone induced
a CTA, these drugs in combination induced a significant dose-dependent CTA.
Thus, it appears that blocking delta opioid receptors dose-dependently
potentiates the development of a morphine-induced CTA.  This study assessed
the specific receptor mediation of a morphine-induced CTA and may have
implications for the development of potentially therapeutic compounds to alter
the aversive effects of morphine.

This research was supported in part from a grant from the Mellon to ALR.
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H.C. Fox, M. Garcia, G. Anderson, R.M. Malison, M.J. Kreek and R. Sinha,
Yale University School of Medicine, New Haven, CT and The Rockefeller
University, New York, NY

GENDER DIFFERENCES IN RESPONSES TO STRESS AND DRUG-CUES IN
COCAINE-DEPENDENT INDIVIDUALS

Research has shown that stress and drug-cue induced craving and related
arousal may increase the risk of relapse in cocaine abusers.  This study
examined gender differences in these psychobiological responses. Forty eight
recently abstinent treatment-seeking cocaine abusers (24M / 24F) were matched
for race, educational status, age and history of cocaine use.  All were exposed to
three imagery conditions: stress, drug-related cues and neutral/relaxing
imagery. Imagery sessions were presented on consecutive days in a random
order.  Subjective measures (craving and anxiety), cardiovascular measures
(heart rate, SBP and DBP) and biochemical markers (ACTH, cortisol, prolactin,
EPI and NE) were assessed at baseline and following imagery presentation.
Significant main effects of condition were seen for every dependent measure.
Baseline gender differences were observed in cortisol, ACTH, prolactin, heart
rate and SBP, although similar increases to stress and drug-cues were found in
each of these for both men and women. Gender interactions with condition
were found only for NE (p < 0.0001) and subjective anxiety (p = 0.01).
Extended analysis indicated that females showed increased NE levels in the
drug-cue compared with neutral condition (p = 0.001) and increased reported
anxiety in the stress compared with drug-cue condition (p = 0.001).  These
differences were not seen in males.  Findings indicate that anxiety-related
responding in females is specific to the type of cue while in males anxiety-
related responding appears non-specific. The findings show gender-specific
cue-related responses and support the need for development of gender-specific
interventions in cocaine addiction. (Supported by RO1-DA11077, P50-
DA16556 to Yale University and P60-DA05130 to Rockefeller University).
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R.G. Fox, J.D. Ross and K.A. Cunningham, University of Texas Medical
Branch, Galveston, TX

THE DISCRIMINATIVE STIMULUS EFFECTS OF COCAINE IN HIGH- AND LOW-
RESPONDER RATS

Individual differences in locomotor activation upon exposure to a novel
environment can be used to predict sensitivity to psychostimulants and may
represent differential susceptibility to drug addiction. The purpose of the
present study was to test the hypothesis that distinctions between high
responder (HR) and low responder (LR) rats would be evident in their ability to
recognize the discriminative stimulus effects of cocaine. Male Sprague-Dawley
rats (N=112) were separated into HR (15% of animals with highest activity;
n=16) and LR phenotypes (15% with lowest activity; n=16) based on locomtor
activity counts in response to novel, open-field activity monitors (low-light
conditions). Rats were then trained to discriminate cocaine (5 mg/kg, IP) from
saline (1 ml/kg, IP) in a two-lever water-reinforced FR20 task. The HR rats
exhibited a trend to acquire the discrimination more rapidly than LR rats
(p=0.14). The dose-response relationship for cocaine (0.625-10 mg/kg) and the
timecourse (15, 30 and 60 min) for the training dose of cocaine were similar in
HR and LR rats, except that the lowest dose of cocaine engendered significantly
less cocaine-lever responding (0.625 mg/kg) in HR vs. LR rats (p<0.05). While
several substitution tests with dopamine and serotonin ligands did not
differentiate between HR and LR rats, we did observe a differential response to
chronic cocaine (15 mg/kg/day for 14 days) administered in the absence of
discrimination training. Following the chronic treatment regimen, HR rats that
received chronic cocaine exhibited a significant disruption of drug-lever
appropriate responding (from 99% to 57%; p<0.05) that was not observed in
LR rats (from 99% to 84%; p>0.05).  Thus, while the acquisition of the cocaine
discrimination did not differ between HR and LR rats, these data suggest that
the HR vs. LR phenotype is associated with subtle distinctions in their ability to
discriminate cocaine from saline. Further study is required to establish the
neural mechanisms underlying these distinctions. Supported by NIDA DA
00260, DA 06511 and DA 16500.
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F.H. Franken, E.J. Luther and E.T. Moolchan, NIH/NIDA Intramural Research
Program, Baltimore, MD

PATTERNS OF SMOKING AMONG TOBACCO-ADDICTED YOUTH: REAL-TIME
ASSESSMENTS FROM PATIENT ELECTRONIC DIARIES

Facilitating youth smoking cessation has remained challenging. Uncovering
temporal and behavioral patterns of use within daily smoking cycles might
better inform therapeutic approaches by uncovering periods of preferential
vulnerability. We hypothesized that among addicted adolescent smokers
seeking cessation treatment, smoking prevalence and consumption would be
highest during the evening hours.  Preliminary data from patient electronic
diaries were obtained for smoking prevalence and consumption from 261
entries for 5 participants enrolled in an adolescent tobacco study (mean age
15.6 SD 1.1, 1 African American, 3 Caucasians, 1 Other, mean Fagerström Test
for Nicotine Dependence 4.0 SD 2.4, mean cigarettes per day 12.2 SD 2.7).
Patient diary entries were divided into three subgroups: Morning (5a-12p),
Afternoon (12p-6p), and Nighttime (6p-5a). Preliminary results show that the
frequencies of smoking episodes are predominate in the afternoon and
nighttime (Morning 26%, Afternoon 71%, Nighttime 91%). Mean cigarettes
smoked throughout the day also show an increase in consumption in the
afternoon and nighttime periods (Morning 1.6 SD 1.3, Afternoon 3.4 SD 3.2,
and Nighttime 4.2 SD 4.0). Analysis of variance revealed significant
differences in temporal patterns for both smoking prevalence and consumption
levels (p<0.01). If confirmed in a larger sample, these patterns suggest that
therapeutic efforts should be preferentially applied to establish coping skills to
address evening and nighttime smoking among teen smokers attempting to quit.
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M. Frazier, E.T. Moolchan, D. Luckenbaugh, F. Franken, W. Aklinand M.
Ernst, NIH/NIDA Intramural Research Program, Baltimore, MD, University of
Maryland, College Park, MD and NIMH, Bethesda, MD

EXTERNALIZING SYMPTOMS AND SMOKING TRAJECTORY AMONG
ADOLESCENTS SEEKING SMOKING-CESSATION TREATMENT: A
DIMENSIONAL ANALYSIS

Psychopathology is related to early smoking initiation and regular tobacco use.
Adolescents who report elevated externalizing symptoms, manifested in
conduct disorder, attention deficit/hyperactivity disorder, and oppositional
defiant disorder, may be most at-risk for engaging in tobacco use. The current
study examined the relationship between externalizing symptomatology and
smoking trajectory among adolescents who requested smoking cessation
treatment. Externalizing disorder was assessed using the Diagnostic Interview
for Children and Adolescents (DICA-IV) based on DSM-IV criteria while the
Child Behavior Checklist/4-18 (CBCL) and the Youth Self-Report for
adolescents 11 to 18 years (YSR) were used to dimensionally assess the
severity of externalizing symptoms.  Sixty-five adolescents were included in the
study: (mean ± SD) age 15.2 ± 1.4 years, cigarettes per day 17.6 ± 7.1,
Fagerström Test for Nicotine Dependence 7.1 ± 1.3, 72% female, 71%
European American.  Based on retrospective self-reported smoking history,
participants were grouped into four trajectory categories: early rapid, early
slow, late rapid, and late slow. Early onset was defined as first use at age 12 or
younger and rapid progression was defined as first use to daily smoking in one
year or less.  Results indicated that externalizers, per DICA diagnosis, are about
6 times more likely (p = 0.04) to be in the early slow progressor group than in
the late slow progressor group.  Interestingly, no other measure of externalizing
behavior was significantly associated with a specific smoking trajectory. Future
studies investigating smoking trajectory and psychiatric comorbidity should
prospectively examine the influence of psychopathology in the acquisition of
smoking behavior.
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B.B. Frederick, S. Dunlap, D. Ariely, D. Penetar, N. Mazar, S.E. Lukas and I.
Elman, McLean Hospital, Belmont, Harvard Medical School, Boston, and MIT,
Cambridge, MA

MEN, WOMEN, MONEY AND BEAUTY: GENDER DIFFERENCES IN THE
BRAIN-PROCESSING OF REWARDING STIMULI

A growing body of evidence implicates gender in the course of drug abuse and
dependence.   However, the relation between reward function and gender is a
relatively unexplored domain of the addiction literature.  To begin addressing
this issue, we examined the effects of two distinct categories of reward (that
were previously demonstrated to reliably activate reward centers in humans),
one social and the other monetary, on local hemodynamic responses, using
BOLD functional magnetic resonance imaging in 14 healthy heterosexual
volunteers (7 females and 7 males matched by demographic and educational
characteristics).  The social reward was viewing attractive vs. average male and
female faces.  The monetary reward involved financial incentives incorporated
in a gambling-like task, which allowed assessment of signal changes that either
anticipate or accompany monetary gains and losses under varying conditions of
controlled expectation.  All images were acquired on a 3 Tesla Siemens Trio
MR imaging system; event-related curves were reconstructed and analyzed
using a General Linear Model in BrainVoyager.  Anatomical images were
acquired using a novel  acquisition method (”match-warped” images)
developed at McLean Brain Imaging Center to provide accurate alignment
between functional and anatomic images in the presence of large magnetic field
inhogeneities.  Relative to males, female subjects (studied during mid follicular
of their menstrual cycle) had significantly higher bilateral cingulate and lower
medial prefrontal cortex activations in response to beautiful male faces in
comparison to their male counterparts responding to beautiful female faces.
Moreover, females had significantly greater bilateral cingulate, insular and
medial prefrontal cortex changes during expectancy and receipt of monetary
reward.   These data suggest that gender can modulate various aspects of reward
function.  Further studies are needed to confirm these observed gender
differences and to investigate their role in more severe and rapid course of
addictive processes in women.
Supported by DA17959 (IE), DA00343 (SEL), and DA14013 (BBF).
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K.B. Freeman, M.I. Konaklieva and A.L. Riley, American University,
Washington, DC

ASSESSMENT OF SODIUM CHANNEL INHIBITION AND GENERAL
PERIPHERAL ACTION IN COCAINE-INDUCED CONDITIONED-TASTE
AVERSION

Although the rewarding effects of cocaine appear to be mediated by its
blockade of central monoamine uptake, the mechanisms and sites of action for
its aversive effects have yet to be determined.  Using the conditioned taste
aversion (CTA) preparation, the present study examined the role of sodium (Na
+) channel blockade in cocaine’s aversive effects by comparing cocaine to the
local anesthetic procaine.  Furthermore, the role of cocaine’s peripheral actions
in its aversive effects was examined by comparing cocaine to the quaternary
analog cocaine methiodide in establishing CTAs.  Specifically, 80 male
Sprague-Dawley rats were given 20-min access to a novel saccharin solution
followed immediately by a subcutaneous (SC) injection of vehicle (equivolume
to highest cocaine dose injection), cocaine (18, 32 or 50 mg/kg), procaine (18,
32 or 50 mg/kg) or cocaine methiodide (equimolar to the three cocaine doses).
On the following three days, animals were given 20-min access to water to
recover. This procedure continued until subjects completed four
conditioning/recovery cycles. On the day following the final water-recovery
session, subjects were given 20-min access to saccharin in a final one-bottle
aversion test. Over trials, cocaine, procaine and cocaine methiodide each dose-
dependently suppressed saccharin consumption with the magnitude of cocaine’s
suppressive effects greater than that of procaine and cocaine methiodide at each
dose tested.  The fact that both procaine and cocaine methiodide were effective
at inducing aversions suggests that the aversive effects of cocaine are, in part,
mediated by Na+ channel blockade and/or general activity in the PNS.
However, the weakness of the aversions induced by procaine and cocaine
methiodide relative to cocaine suggests that other factors such as central
monoamine uptake may be working in concert with Na+ channel blockade and
general peripheral action to produce the conditioned suppression.
This work was supported in part by a grant from the Mellon Foundation to
ALR.
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T. Freese, R. Rawson, V. Pearce, I. Diaz, A. Elkashef, E. Smith and Other
MCTG Investigators, University of California, Los Angeles, CA, NIDA,
Bethesda, MD and Five MCTG Research Sites

HEPATITIS C AND HIV RISK AMONG PARTICIPANTS IN MEDICATION
TRIALS FOR METHAMPHETAMINE DEPENDENCE

Understanding the relationships between methamphetamine use and other risky
behaviors may lead to the development of increasingly effective treatments.
HIV-and Hepatitis C risk data was collected in two NIDA-funded multi-site
medication treatment trials with the NIDA Methamphetamine Clinical Trials
Group (MCTG).  A total of 257 current methamphetamine users participated in
these studies.  Of these, 15.8% tested positive for Hepatitis C (Hep C).  HIV
seroprevalance data were not available for these participants.  However, sexual
and drug risk behaviors for both Hep C and HIV were assessed.  Fifty four
(21%) of clients reported use by injection during the previous 30 days.  A
significant association was seen between past 30 days injection and being HepC
positive with 40.4% of injectors testing positive for HepC while only 9.5% of
non-injectors were HepC positive (chi square = 29.26, df=1, p<.001).  Among
current injectors (n=54), 14.8% reported sharing needles with an average of
1.25 people during the past 30 days.  A total of 203 participants (78.9%)
reported sexual activity during the past month.  Of these, 148 (72.9%) reported
having a regular partner and 77 (37.9%) reported casual sex partners.  Condom
use was low in both groups with 69.6% and 29.9% reporting NEVER or
RARELY using condoms with regular and casual partners, respectively.
Conversely, 18.2% and 35% reported ALWAYS using condoms with regular
and casual partners, respectively.  In spite of a myriad of educational efforts
methamphetamine users continue to engage in behaviors that place them at risk
for Hep C and HIV infection.  It is important for service providers to educate
patients about screening for infectious diseases especially if they are injectors,
given the strong association between injection and Hep C and the observed risk
behaviors for both Hep C and HIV.
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K. Frost-Pineda, R.J. Melker, R. Pomm, T. Morey, D. Dennis and M.S. Gold,
University of Florida College of Medicine, Gainesville, and Professional
Resource Network, Fernandina Beach, FL

SENSITIZATION IN THE OPERATING ROOM: FENTANYL EXPOSURE, ABUSE
AND DEPENDENCE

Background: We have followed and reported on demographics, dual disorders,
and treatment outcomes of State of Florida impaired professionals (1) and have
noted clear evidence of an overrepresentation of anesthesiologists among
physician drug abusers and addicts(2,3).  Our subsequent studies have shown
that opioids, like fentanyl, and anesthetic agents are present in the operating
room air.  Methods:  To further study this phenomenon, we examined all State
of Florida case data on physicians who listed fentanyl as their drug of choice to
see what proportion had exposure in the operating room. Results:   Among
physicians who abuse fentanyl, our data indicates that over 93.8% have had
extensive prior exposure in the operating room.  Conclusions: The current
hypothesis is that access to opioids place some specialties at greater addiction
risk.  However, high rates of opioid abuse and dependence among
anesthesiologists and other exposed health care professionals may be due to
second-hand inhalation causing sensitization.  Future studies should quantify
exposure and examine provoked craving among physicians which may be at
risk.  References:  1. Gold MS, Pomm R, Kennedy Y, Jacobs W, Frost-Pineda
K. 5-Year State-Wide Study Of Physician Addiction Treatment Outcomes
Confirmed By Urine Testing.  Program No. 668.1.  2001 Abstract
Viewer/Itinerary Planner. Washington, DC: Society for Neuroscience, 2001.
Online at www.sfn.org. 2. Gold MS, Frost-Pineda K, Pomm R, Melker RJ. Is
addiction an occupational hazard for anesthesiologists? The College on
Problems of Drug Dependence 2004.  Available online at http://biopsych.
com:81/cpdd04_web/  3. Gold MS, Byars JA, Frost-Pineda K. Occupational
Exposure and Addictions. Psychiatr Clin North Am. 2004 Dec;27(4):745-53.
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P. Fudala, R. Walsh, W. Ling, P. Casadonte, F. McSherry W. Williford, J.
Collins, D. Raisch, S. Kilby, A. Saxon, B. Johnson, P. Ordorica, U.
Malkerneker, A. Elkashef, VA Med. Ctrs. (Various), NIDA, Bethesda, MD,
UCLA, CA VACSP Data Coordinating Ctr. and VACSP Pharmacy Coord. Ctr.,
Albuquerque, NM

OFFICE-BASED TREATMENT OF OPIOID DEPENDENCE WITH
BUPRENORPHINE/NALOXONE SUBLINGUAL TABLETS: RESULTS FROM A
MULTICENTER STUDY

The objective of this trial was to determine if buprenorphine/naloxone
sublingual tablets (BUP/NX) could be used safely and effectively for the
treatment of opioid dependence in office-based treatment settings. The study
utilized a prospective, open-label design in which BUP/NX treatment could be
continued for a period of 1 yr and was conducted between 1999 and 2002.
Dosing was flexible with an upper daily limit of 24mg/day (expressed as the
BUP component); up to a 4-wk supply of medication could be prescribed.
There were 38 treatment sites and 33 pharmacies which participated in 6 state
areas (CA, FL, IL, NY, TX, WA). Study pts were unpaid volunteers seeking
treatment who met DSM-IV criteria for opioid dependence and who were at
least 15 yrs of age. Five hundred eighty two individuals were enrolled; 33.7%
of them were women. The median pt age was 36.5 yrs. The 16-wk retention rate
was 62% and was similar across treatment settings (private offices,
university/hospital clinics, HMOs/PPOs). The most commonly prescribed
BUP/NX maintenance dosages were 24 (n=155), 16 (142), and 8mg (59).
Opioid use based on positive urine results decreased from 90.5% at baseline
(n=569) to 29.6% (396), 23.6% (285), and 19.0% (162) at months 3, 6, and 12,
respectively.  Two deaths occurred during the study, both determined to be
unrelated to the study medication. Ten SAEs were considered at least possibly
related to the study medication: inpatient detoxification for ethanol or drugs of
abuse (4); hospitalization for depression (1) and psychosis/bipolar disorder (1);
mandatory withdrawal due to incarceration (1); heroin overdose (1);
impaction/constipation (1); spontaneous abortion (1). Commonly reported
adverse events, considered at least possibly study-medication related, included
constipation (reported by 14.9% of participants), headache (14.3%), and nausea
(9.8% each). This was the first multicenter, outpatient trial to use BUP/NX for
the treatment (including induction) of opioid dependence in office-based
settings and the first to allow for dispensing of BUP/NX through community
pharmacies.
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B.E. Fuller, E. Edmundson and D. McCarty, Oregon Health and Science
University, Portland, OR

COUNSELORS OF THE CLINICAL TRIALS NETWORK

PURPOSE: The National Drug Abuse Treatment Clinical Trials Network
(CTN) is a collaboration between community treatment programs and
universities to test emerging therapies in clinical settings.  The counselors
participating in the CTN were surveyed to describe the workforce and assess
attitudes toward the adoption of new technology and evidence-based practices.
METHOD: Treatment organizations (n = 106; 97% response rate), treatment
units (n = 359; 93% response rate) and staff in the treatment units (n = 3769;
71% response rate) responded to a series of surveys to describe the membership
of the CTN.  Characteristics of the counselors are described in this analysis.
PARTICIPANTS: Counselors (n = 1370) were a subset of the treatment unit
workforce.  The counselor workforce was culturally diverse; 18% were African
American, 10% Hispanic/Latino, 4% multiracial, 65% Caucasian and 2.5%
Asian/Pacific Islander and American Indian.  Most counselors (61%) were
women, 44% had Masters or doctoral degrees and 63% were licensed.
Counselors reported a mean of 44 years of age, an average of 7 years
experience in the substance abuse field, and an average of 22 direct client
contact hours per week.  FINDINGS: Comparisons between counselors in
residential and outpatient settings suggest differences in work responsibilities,
experience, knowledge and attitudes.  Residential counselors provided
significantly more direct client contact hours (25.5 hours per week) than
outpatient counselors (20.1 hours per week) and had significantly fewer years
experience as substance abuse professionals (5.8 years vs. 7.6 years).
Counselors who worked in agencies that offered both residential and outpatient
services were more likely to have knowledge of the ASAM Placement Criteria.
Residential programs had significantly less supportive attitudes toward use of
evidence-based practices, naltrexone and buprenorphine. DISCUSSION:
Implementation of evidence-based practices may require different strategies in
residential and outpatient settings because of differences in the counseling
workforce.
Authorship includes the Node Baseline Coordinators.
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A. Gage, S. Chabac and A. Goodman, Forest Laboratories, Inc., New York, NY,
Lipha S.A., Lyon, France and Lipha Pharmaceuticals, Inc., New York, NY

ACAMPROSATE EFFICACY IN ALCOHOL-DEPENDENT PATIENTS: SUMMARY
OF RESULTS FROM THREE PIVOTAL STUDIES

Introduction:  Acamprosate is indicated, in conjunction with psychosocial
support, for the maintenance of abstinence in alcohol dependent patients.  Data
from three previously published trials have been re-analyzed, applying a
consistent definition of “complete abstinence,” the primary measure of efficacy.
Methods:  Using uniform patient tracking and data recording methodology in
the three double-blind, placebo-controlled, pivotal efficacy trials of
acamprosate, the rate of complete abstinence was re-assessed.  Additional
efficacy outcomes calculated in this re-analysis were the percent days abstinent
and time to first drink.  For all efficacy measures, dropouts were considered
treatment failures.  A total of 998 alcohol-dependent patients (623 treated with
acamprosate 1332 or 1998 mg/day and 375 who received placebo) were
included in the re-analysis.  Results:  The efficacy of acamprosate was
confirmed across all efficacy measures in all three pivotal studies.  The rate of
complete abstinence was statistically significantly higher with acamprosate
1998 mg/day (16%-38%) compared to placebo (9%-13%, p<0.05).  Both
percent days abstinent and time to first drink were statistically significantly
greater among acamprosate-treated patients compared with placebo (p<0.01).
Conclusions:  Re-analyses of three pivotal trials using a more stringent
definition of abstinence confirmed that acamprosate is effective in the treatment
of alcohol dependence.
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S. Galea, D.C. Ompad, C.A. Chan, D. Vlahov and C.M. Fuller, New York
Academy of Medicine, New York, NY and Columbia University, New York,
NY

CORRELATES OF ILLICIT METHADONE USE IN NEW YORK CITY

Objective: Few studies have examined the use of illicit methadone in the U.S.
We assessed the prevalence and examine correlates of lifetime and current
illicit methadone use in New York City.  Methods: Adolescent and young adult
(age 15-40) heroin, crack, and cocaine users were recruited in New York City
between 2000 and 2004. We present data collected through interviewer-
administered questionnaires. Multivariable logistic regression was used to
identify correlates of illicit methadone use.  Results: Among 1393 participants,
71.9% were male, 73.9% Hispanic, 7.2% White, and 15.1% were Black.  Mean
age was 29 years.  Lifetime prevalence of illicit methadone use was 32.7%;
18.9% had used in the last 6 months. In multivariable logistic regression,
correlates of lifetime illicit methadone use were past year heroin dependence
(OR=5.71, 95% CI: 3.90, 8.36), daily heroin use in the last six months
(OR=2.62, 95% CI:1.96, 3.50), and being in methadone treatment in the last 6
months (OR=2.53, 95% CI:1.88, 3.40).  Correlates of recent illicit methadone
use included heroin dependence (OR=6.25, 95% CI:3.26, 11.98), daily heroin
use (OR=2.75, 95% CI:1.99, 3.82), less than daily methamphetamine use
(OR=3.69, 95% CI:1.48, 9.24) and having been to the ER in the last 6 months
(OR=1.43, 95% CI:1.05, 1.95), but not a methadone treatment program.
Conclusions:  Illicit use of methadone is not uncommon.  Predictably, both
lifetime and current illicit methadone use were associated with heroin
dependence and daily use.  Lifetime use associated with treatment in past 6
months and current use not associated with treatment suggests that illicit use
might precede being in methadone programs.
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D.H. Gandhi, E.C. Katz, J.H. Jaffe, E. Weintraub and J. Benford, University of
Maryland School of Medicine, and Friends Research Institute, Inc., Baltimore,
MD

METHADONE MAINTENANCE FOR HEROIN USERS WITH SERIOUS MENTAL
ILLNESS

Psychiatric disorders are common among opiate users, including those in
methadone maintenance. Little research has been done on engagement and
outcomes of seriously mentally ill (SMI) patients in methadone maintenance.
We describe a special multidisciplinary team within a Baltimore City
methadone program developed to engage and retain SMI patients. Admission to
the care of the team requires 1) the presence of a DSM IV Axis I diagnosis of
severe mental illness besides substance use; 2) need for more extensive services
than routinely available in the program; and 3) significant functional
impairment. The preliminary data presented are based on a review of the clinic
records. Twenty-five patients (SMI group) were enrolled to receive services
with the team during the first three years, of whom 18 were still in treatment at
the end of the period. The primary Axis I diagnoses were Schizophrenia (5),
Schizoaffective disorder (3), Bipolar disorder (4), Major depressive disorder-
severe (10; 5 with psychotic features), and other psychoses (3). Ten patients in
the SMI group received integrated mental health and substance abuse treatment
in the program, whereas the rest received mental health services outside of the
clinic. A random sample of 25% of the general methadone clinic population (N
= 106) was used as a comparison group for analysis. The mean retention in
treatment was 2.5 years for the SMI group as compared to 1.9 years for the
comparison group. The mean Addiction Severity Index psychiatric composite
score was .42 for the SMI group and .16 for the comparison group (p<.001).
The last 12 months’ drug screen data showed no significant differences between
the SMI and the comparison groups, though there was a trend toward higher
proportions of cocaine and benzodiazepine positives in the SMI group. The data
suggest that heroin users with SMI can be engaged and retained in methadone
maintenance with comparable results as patients without SMI, but may require
more extensive services and a flexible, harm-reduction oriented approach.
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B.R. Garner, K. Knight, D.D. Simpson and P.M. Flynn, Texas Christian
University and Institute of Behavioral Research, FortWorth, TX

OFFENDER SUBSTANCE ABUSE TREATMENT FOR WOMEN: AN
EVALUATION OF GENDER DIFFERENCES

The number of women being incarcerated has increased at a faster rate than
men during the last decade (Harrison & Beck, 2004).  Women now account for
approximately 10% of the total prison population.  According to one report,
60% of women in state prison report using drugs in the month prior to their
offense (Greenfeld & Snell, 1999), suggesting a need for prison-based drug
treatment services.  Previous research has examined gender differences at
intake to prison-based treatment in an effort to identify the unique needs of
women and provide support for modifying current prison-based programs to
meet these needs.  The current study expands upon previous research by using
the Texas Christian University (TCU) Criminal Justice – Client Evaluation of
Self and Treatment (CJ-CEST) survey to examine differences between a sample
of  457 male and 210 female prisoners (total N=667) admitted to six 9-month
prison-based drug treatment programs.  The initial set of analyses examined CJ-
CEST score differences in several domains identified by the TCU Treatment
Process Model (Simpson, 2004) as being important treatment process
indicators.  Confirming findings of previous research, results revealed higher
ratings of problem severity by women than by men.  Despite the higher ratings
of problem severity, women in general reported higher levels of treatment
motivation, engagement, and program satisfaction, as well as lower levels of
criminal thinking.  Additional analyses revealed a significant interaction
between gender and depression level (high vs. low) with criminal thinking.
Findings suggest that targeted interventions for women in corrections-based
treatment programs may be essential to address their unique psychosocial
problems and criminal thinking errors.
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K.M. Gatchalian, R. Yi, A.R. Buchhalter and W.K. Bickel, University of
Arkansas for Medical Sciences, Little Rock, AR and Pinney Associates,
Bethesda, MD

RELATIONSHIP BETWEEN IMPULSIVITY AND ROUTE OF ADMINISTRATION
IN OPIATE-DEPENDENT ADULT OUTPATIENTS AT INTAKE AND DURING
TREATMENT

Injection drug users (IDUs) are a population characterized by excessive risk.
High-risk behavior observed among IDUs may be associated with degree of
impulsivity.  One reliable and sensitive measure of impulsivity is delay
discounting.  The present study used a computerized delay discounting
procedure to assess the relationship between impulsivity and route of
administration (intravenous vs. intranasal) among adult outpatients in treatment
for opiate dependence.  An analysis of variance (ANOVA) revealed that at
treatment intake, intravenous (IV) opiate users delay discounted monetary
rewards significantly more than intranasal (IN) users.  The delay discounting
procedure was repeated following six weeks of treatment, with decreases in
discounting observed in both groups.  No difference in discounting was
observed between IV and IN users at week six, indicating a greater reduction in
discounting among IV users than among IN users.  Degree of delay discounting
differentiates IV and IN opiate-dependent treatment seekers and the significant
decrease in discounting after six weeks of treatment may be an important
correlate of decreased risk behavior associated with positive treatment
outcomes, especially among IV users.
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M.Y. Gauthereau, E.M. Salinas-Stefanón and S.L. Cruz, Cinvestav-IPN,
Mexico, D.F., Mexico and BUAP, Puebla, Mexico

TOLUENE INHIBITS SODIUM CURRENTS IN SKELETAL MUSCLE SODIUM
CHANNELS BUT NOT IN THE MUTANT F1579A IN XENOPUS LAEVIS
OOCYTES

Toluene is an organic solvent widely used as a drug of abuse. It is well-
documented that this solvent can produce cardiac arrhythmias and sudden
sniffing death. In agreement with this, we have recently reported that toluene
can inhibit cardiac sodium channels expressed in Xenopus laevis oocytes in a
manner that resemble the action of local anesthetics. The purpose of this work
was to analyze the effect of toluene on skeletal muscle sodium channels (Nav
1.4) and compare it with the mutant channel F1579A that lacks the local
anesthetic binding site expressed in Xenopus laevis oocytes. Toluene inhibited
Nav 1.4 sodium currents (INa+) in a concentration-dependent manner with an
IC50 of 2.6 mM, but had no significant effect on F1579A channels. The
inhibition was slow, reaching a steady state after approximately 6 min. An 80%
recovery was observed after washout. Toluene (3 mM) blocked Nav 1.4 INa+
proportionally throughout the entire current-voltage relationship, while it
produced a minimum F1579A channel inhibition. In native channels,
inactivation was produced at more negative potentials in the presence of 3 mM
toluene. Surprisingly, recovery from inactivation was slower both in Nav1.4
and F1579A channels in the presence of 3 mM toluene. This solvent blocked
INa+ in a use- and frequency-dependent manner in Nav1.4 channels. The
mutation of one amino acid in the position 1579 of Nav1.4 channels
importantly modifies toluene effects. These results suggest that the local
anesthetic binding site is important for toluene action.
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L. Gelberg, M. Robertson, L. Arangua, R.M. Andersen, H. Morgenstern and B.
D. Leake, University of California, Los Angeles, CA and University of
Michigan, Ann Arbor, MI

HEPATITIS C AMONG HOMELESS ADULTS IN LOS ANGELES

Persons infected with the hepatitis C virus (HCV) are at high risk for serious
long-term health problems, and they are potentially infectious to others. NIH’s
national agenda for preventing the spread and consequences of hepatitis C
includes early detection, treatment, and prevention efforts for high-risk and
infected persons. Recent research by our team and others suggests that
homeless adults in urban areas are at particularly high risk for HCV infection
due to their high rates of risky drug use. Despite their apparent high risk,
however, there are no population–based studies of hepatitis C in this group. For
emerging infectious diseases, protecting the health of the community as a whole
will depend on protecting the health of those most at risk. The objective of this
study was to document the prevalence and correlates of hepatitis C infection
among homeless adults, and to identify high-risk subgroups that should be
targeted for screening and subsequent treatment or prevention efforts. We
conducted a community-based probability survey of 500 homeless adults in all
of the shelters and meal programs in the Skid Row area of Los Angeles, using a
2-hour face-to-face interview and blood testing for HCV. In this paper, we will
present preliminary findings on rates and correlates of HCV infection, and we
will identify groups with relatively high prevalence of HCV. The findings from
this study will be used to inform clinicians, health planners, and health policy
makers regarding HCV screening, prevention, and treatment for homeless
persons.
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T. Geng, P.K. Seitz, M.L. Thomas and K.A. Cunningham, University of Texas
Medical Branch, Galveston, TX

PROTEIN EXPRESSION PATTERNS DURING WITHDRAWAL FROM REPEATED
COCAINE EXPOSURE: A PROTEOMICS APPROACH

Withdrawal from repeated cocaine use in humans results in unpleasant effects
including depression, anxiety and paranoia. In an attempt to better understand
the mechanisms underlying the withdrawal syndrome and to gain insight into
new therapeutic approaches, we are assessing patterns of protein expression in
the brains of rats withdrawn from repeated, intermittent cocaine exposure. The
goal of the present study is to utilize Surface Enhanced Laser
Desorption/Ionization-Time of Flight Mass Spectrometry (SELDI-TOF MS), an
analytical technology that combines chromatography and mass spectrometry, to
reveal specific protein expression patterns during withdrawal. To this end, we
treated male Sprague-Dawley rats (n=8/group) with saline (1 ml/kg) or cocaine
(15 mg/kg) twice a day for 7 days. Animals were sacrificed and proteins were
extracted from the nucleus accumbens (NAc) on day 3 or 14 following the last
treatment injection in order to analyze transient and enduring changes in protein
expression, respectively. Preliminary data from day 3 show that cocaine-treated
rats (2 tissue pools, n=4 rats/pool) displayed a protein expression pattern
distinct from saline-treated rats. Comparison of mass spectra using CM10
(weak cation exchange) ProteinChip arrays (Ciphergen) demonstrated that
some peaks (e.g. 3.3 and 15.7 KDa) decreased, whereas other peaks (e.g. 6.6
and 7.03 KDa) increased in cocaine treated groups relative to saline controls. In
contrast, day 14 spectra showed fewer differences. In the future, we plan to
analyze extracts from the individual rats. Proteins or peptides that are
differentially expressed will be targeted for further identification and
verification. The discovery of a protein signature associated with withdrawal
from repeated cocaine exposure by SELDI-TOF MS may help us describe
coordinated changes in protein expression and ultimately aid in understanding
the functions of important proteins involved in cocaine addiction. Supported by
NIDA DA 16905, DA 00260, DA 06511.
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L.R. Gerak, J.M. Moerschbaecher and P.J. Winsauer, Louisiana State University
Health Sciences Center, New Orleans, LA

COMPARISON OF THE DISCRIMINATIVE STIMULUS EFFECTS OF
PREGNANOLONE AND ETHANOL IN RATS

Many of the behavioral effects of neuroactive steroids are mediated by GABAA
receptors; however, other receptor systems also appear to be involved.  The
mechanism of action of ethanol seems to be equally complex with many of the
same receptor systems involved in its behavioral effects.  In order to determine
whether the effects of neuroactive steroids and ethanol are uniquely similar as a
result of these apparent similarities in their actions at multiple receptor systems,
the current study compared the discriminative stimulus effects of the
neuroactive steroid pregnanolone with those of ethanol and other positive
GABAA modulators.  Twelve rats discriminated 5.6 mg/kg of pregnanolone
while responding under a fixed-ratio 20 schedule of food presentation.
Pregnanolone dose-dependently increased responding on the pregnanolone-
appropriate lever.  The positive GABAA modulators flunitrazepam (0.032-1
mg/kg) and pentobarbital (0.32-10 mg/kg) substituted for pregnanolone at doses
that did not dramatically alter response rates.  In contrast, neither morphine (3.2
-56 mg/kg) nor the negative GABAA modulator B-CCE (1-10 mg/kg)
substituted for pregnanolone up to doses that decreased response rates to <25%
of control.  When ethanol (0.32-1.33 g/kg) was administered either immediately
or 15 min before the 30-min sessions, it substituted for pregnanolone only in
some rats; in other rats, ethanol produced <20% responding on the
pregnanolone-appropriate lever up to doses that markedly decreased response
rates.  Thus, the substitution of positive GABAA modulators for pregnanolone
and the lack of substitution of morphine and B-CCE in all rats suggest that
GABAA receptors have an important role in the discriminative stimulus effects
of pregnanolone.  The failure of ethanol to substitute for pregnanolone in some
rats indicates that there are differences in the discriminative stimulus effects of
these two drugs, despite their similarly complex mechanisms of action.
Supported by USPHS DA12427 and AA09803.
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L.A. Ghandour, S.S. Martins and H.D. Chilcoat, Johns Hopkins University
Bloomberg School of Public Health, Baltimore, MD

PATTERNS AND CLUSTERING OF SYMPTOMS OF ANALGESIC DEPENDENCE:
A LATENT CLASS APPROACH

Background: There is increasing concern about the rise in analgesic misuse in
the US over the past few years, yet little is known about dependence and its
symptomatology. Objective: To identify empirically-defined classes of extra-
medical analgesic users based on observed clustering of their dependence
symptoms using latent class (LC) analysis; to compare these classes to existing
diagnostic categories; and to test for variation in latent class structure across
subgroups of past-year analgesic users, as well as age, gender, race/ethnicity.
Method: The 2002 National Survey on Drug Use and Health (NSDUH) data
was analyzed using LC analysis and LC regression in M-plus. Results: 8.7% of
analgesic users met DSM-IV criteria for dependence. The best fitting model
was the 3-Class model. Class 1 (86% of users) was the “non-dependent group”
with ≤5% prevalence for all other symptoms. Class 2 (11% of users) exhibited
mainly symptoms of “tolerance” (67%) and “spending a great deal of time
getting analgesics/recovering from its effects” (61%) and lower percent
probabilities of other symptoms (≤25%). Class 3 included a small group of
users (3%) who reported relatively high probabilities on all symptoms of
dependence. Regression analyses revealed that males were more likely to be in
Class 3 and Class 2 than in Class 1 (reference). Older users (≥35 vs. 18-25 year
olds) were more likely to be in Class 3, whereas 12-17 yr olds (vs. 18-25) were
more likely to be in Class 2. African Americans and Hispanics (vs. Whites)
were more likely to be in Class 2. Analgesic users who also used other
prescription and/or other illicit drugs (vs. analgesic users only) were also more
likely to be in Class 3 and Class 2. Conclusion: Symptoms of analgesic
dependence using LC analysis cluster differently than traditional diagnostic
criteria. Depending on the demographic profile, and use of other drugs,
analgesic users appear to belong to different classes of problems. This carries
great implications for the diagnosis, prevention and treatment of analgesic
dependence. This study was supported by Janssen Medical Affairs, L.L.C
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I.M. Glenn, S.E. Meredith and J. Dallery, University of Florida, Gainesville, FL
AN INTERNET-BASED VOUCHER PROGRAM FOR SMOKING ABSTINENCE

Abstinence reinforcement therapy is an effective treatment for promoting drug
abstinence.  Few studies, however, have extended this treatment to cigarette
smokers.  We exposed participants to an internet-based voucher program to
initiate smoking abstinence.  Participants were 20 heavy smokers (≥ 20
cigarettes/day for ≥ 2 years and an initial carbon monoxide (CO) reading of ≥
20 ppm).  During a five-day baseline phase, participants earned non-contingent
vouchers for submitting two samples daily.  Then, during a four-day shaping
phase, participants earned vouchers for gradual reductions in CO value.  During
the ten-day abstinence induction phase, voucher values increased for each
consecutive negative (≤ 7) CO.  Participants were provided with a laptop,
webcam, and CO monitor to record carbon monoxide levels twice each day (≥
8 hours apart) for four weeks.  Recordings were sent via e-mail to researchers
twice each day.  Fifteen participants achieved sustained abstinence (CO ≤ 7
ppm) during the abstinence induction phase.  Results suggest that internet-based
abstinence reinforcement therapy is an effective means of initiating abstinence
from cigarette smoking.  Supported by NIDA grant R21DA015289.

231

R.A. Glennon and R. Young, Virginia Commonwealth University, Richmond,
VA

PIZOTYLINE FULLY ANTAGONIZES THE DISCRIMINATIVE STIMULUS
EFFECTS OF MDMA

MDMA, known by various names including (±)N-methyl-1-(3,4-
methylenedioxyphenyl)-2-aminopropane and Ecstasy, is a very popular
psychoactive substance. Since first having demonstrated in 1986 that MDMA
serves as a discriminative stimulus in rats, we have continued to investigate its
stimulus mechanism(s) of action. MDMA releases both dopamine (DA) and
serotonin (5-HT); however, we and others have been unable to fully antagonize
the stimulus effects of MDMA using reasonably selective antagonists such as
D1 and D2 DA antagonists and 5-HT1A and 5-HT2 antagonists. Indeed, it is
commonly accepted that MDMA might produce its stimulus effects via a rather
complex mechanism. Accordingly, using male SD rats trained to discriminate
MDMA (1.5 mg/kg, i.p.; 99% MDMA-appropriate responding) from vehicle,
we examined “broad spectrum” neurotransmitter antagonists, including
pizotyline (pizotifen), cyproheptadine, and clozapine, with the expectation that
a less selective antagonist might be more effective if multiple stimulus
mechanisms are involved. Administration of pizotyline in combination with the
MDMA attenuated stimulus effects in a dose-dependent manner such that 5.25
mg/kg of pizotyline plus 1.5 mg/kg of MDMA produced 14% MDMA-
appropriate responding (AD50 = 2.5 mg/kg). A binding profile was obtained
(PDSP) and of about 50 populations examined, pizotyline displayed high
affinity (i.e., Ki <100 nM) for 5-HT2A-C, 5-HT3, 5-HT6, 5-HT7, D1-5, H1,
H2, m1-3,5, and alpha1A-adrenoceptors. Interestingly, pizotyline has been
previously shown to fully antagonize the stimulus effects of hallucinogens (e.g.
DOM, LSD, 5-OMe DMT). Although the present study sheds little mechanistic
light on the MDMA stimulus, it does demonstrate that the stimulus can be
effectively antagonized. Given that pizotyline is a reasonably safe agent  (e.g.
clinical application as an antimigraine and antidepressant medication), further
studies are warranted.  [Supported by DA-01642.]
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S.H. Godley, R.R. Funk and M.D. Godley, Chestnut Health Systems,
Bloomington, IL

ARE ADOLESCENTS WHO ENTER OUTPATIENT TREATMENT STARTING
THEIR TREATMENT CAREERS?

The study of adult treatment careers has been an important area of study and
has revealed that many adults transition in and out of treatment over a number
of years. As research examining the effectiveness of interventions for
adolescents increases, it is important to learn more about their treatment
patterns. The opportunity to participate in multiple treatment episodes varies
based on the resources in a particular community, so we have chosen to
examine adolescent treatment patterns by tracking adolescents 12 months after
they entered their first treatment episode at the outpatient level in communities
that had at least outpatient and residential treatment options available. Out of a
group of 297 adolescents ages 12 to 18 that entered outpatient treatment, 73%
(n=216) reported that it was their first treatment episode. These adolescents had
a median age of 16 and reported a median of 3 years since beginning substance
use. To describe their treatment patterns, we used parameters defined by Hser et
al. (1997), including participation, frequency, type, length, and intensity. Out of
the 216 adolescents who began the 12-month period with an outpatient
treatment episode, 18% reported participating in intensive outpatient, and 20%
reported participating in residential treatment during the 12 months. Sub-setting
to those with admission and discharge dates for treatment episodes (n=131), the
number of treatment episodes ranged from 1 to 4, with a median of 1 and a
mean of 1.5. A third had more than one treatment episode. The number of
treatment days ranged from 1 to 232 overall, with a median of 17.5. The
adolescents averaged 15.3 days in outpatient, 3.5 days in IOP, and 12.1 days in
residential treatment. Over the year period, an examination of the intensity of
treatment revealed that the bottom quartile of adolescents had a median of 5
days of treatment, the 2nd quartile had a median of 12 days of treatment, the
3rd quartile had a median of 24 days, and the top quartile had a median of 76.5
days of treatment. Further work is needed to learn what proportion of
adolescents have treatment patterns that evolve into long-term “treatment
careers” and the effect of multiple treatment episodes on adolescent and young
adult recovery trajectories.
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B.A. Goldberger, M.I. Fileger, M.L. Merves and M.S. Gold, University of
Florida, College of Medicine, Gainesville, FL

FENTANYL USE AND ABUSE: NEW EMERGING TRENDS IN DRUG ABUSE

Recent trends in the use and abuse of prescription opioids including fentanyl
have been linked to a rise in prescription drug-related deaths in the state of
Florida. Fentanyl is a synthetic opioid analgesic that possesses approximately
100 times the potency of morphine.  Fentanyl has been employed clinically
during the surgical anesthesia process as an IV anesthetic agent for many years
due to its high potency and short duration of action.  Fentanyl is also available
in the form of a transdermal patch (Fentanyl Transdermal System, Duragesic®,
Janssen Pharmacetica Products, L.P.) for the treatment of persistent, moderate-
to-severe chronic pain.  The patch is designed to provide continuous, systematic
delivery of fentanyl for 72 hours at rates of 25, 75 or 100 µg/hr. Due to
fentanyl’s high abuse potential, reports of Duragesic abuse have increased in
the state of Florida. During the first six months of 2004, fentanyl was reported
as an agent responsible for the cause of death in 59 decedents. In addition to the
placement of multiple patches on the body, users have devised techniques for
the removal of the contents of the drug reservoir for oral, IV or smoked
administration. Not only has there been an increase in reports of purposeful
abuse of the medication, but reports of accidental overdose are also on the rise.
In conclusion, efforts to address this escalating trend of abuse should be
undertaken through minimization of drug diversion, effective physician and
patient education on the appropriate use of the Duragesic patch, and the
development of a drug delivery system with a fail-safe mechanism to prevent
removal of drug.
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M. Goldman, R.N. Ehrman, M. MacDougall, K. Marquez, J. Hakun, H. Hurt, A.
R. Childress and C.P. O’Brien, University of Pennsylvania School of Medicine
and Children’s Hospital of Philadelphia, Philadelphia, PA

AN AFFECT-CONGRUENT GO-NOGO TASK FOR USE WITH INNER-CITY
ADOLESCENTS AT RISK FOR DRUG DEPENDENCE

Behaviorally, chronic cocaine users show deficits in pre-potent response
inhibition during performance of a Go-NoGo task and a failure to recruit the
brain substrates critical for this task. Structurally, they have documented
hypodensity and hypoactivity in the prefrontal regions critical for inhibitory
control.  Our long term goal is to determine whether these deficits predate and
/or potentially predispose to cocaine use.  To accomplish this goal, we are
studying a cohort of inner city adolescents 11 to 14 years of age who are at high
risk for developing substance abuse. Our immediate goal was to develop a Go-
NoGo task that is simple and engaging for this disadvantaged population
(average IQ 82).  Our task utilized affectively congruent stimuli  (e.g. Go
stimuli = “positive” flowers and, NoGo stimuli = “negative” bugs) and a
parametric design with a graded ratio of Go to NoGo stimuli. The task
consisted of three phases with varying proportions of NoGo trials- 12%, 25%
and 33%.  Task difficulty is a directly related to the proportion of NoGo trials,
with the 12% condition being the most difficult. After testing 19 subjects on
two administrations, we demonstrated that our task produces orderly results
across the three difficulty levels.  Specifically, the mean number of commission
errors per difficulty level were: 12% = 10 (+ 2.9),  25% = 8 (+ 3)  & 33% =
7.32 (+ 3.2).  There was a significant difference in errors of commission
between the 12.5% and 33% conditions on both task administrations.  At the
most difficult condition (i.e.12%), our task also exhibited good test-retest
reliability, with a Spearman’s rho= 0.794.  Lastly, performance on our affect-
congruent task at all levels of difficulty was significantly better  (p < .05) than
performance on a task with the same parametric design which used letter
stimuli in place of affect congruent stimuli. Further, subjects reported that they
found the affect-congruent task more engaging.  Because our affect-congruent
stimuli enhanced our subjects’ engagement on the task, we believe it is a better
candidate for use in an adolescent population then the standard Go-NoGo task.
It will be featured in our battery of neuropsychological and neuroimaging tasks
used to predict drug use initiation, maintenance and dependence.
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E.T. Golub, H. Hagan, M. Latka, R.A. Pollini, J.V. Campbell, M. Coady, and S.
A. Strathdee, Johns Hopkins University, Baltimore, MD, NDRI, Inc., New York
Academy of Medicine, New York, NY, Public Health Seattle-King County,
Seattle, WA and UCSD, CA

PERCEPTIONS AND PREFERENCES REGARDING HCV TREATMENT AMONG
HCV-INFECTED INJECTION DRUG USERS IN THREE U.S. CITIES

Background: Given the high prevalence of HCV among IDUs and the recently
revised NIH consensus statement on HCV treatment, it is important to identify
IDUs’ perceptions and preferences about HCV treatment. We investigated
knowledge and perceptions that guide HCV+ IDUs to seek treatment.
Methods: Subjects participated in STRIVE, a multi-site intervention trial
among HCV+, HIV- IDUs aged 18-35 who injected drugs in the 6 months prior
to baseline. Knowledge regarding treatment availability, safety and
effectiveness, prior treatment, current interest in treatment, and barriers to
receiving treatment were investigated.  Results: Of 626 participants completing
the baseline visit, 77% were male, 60% Caucasian, 24% Hispanic, and median
age was 26 years. 54% of participants received their first HCV-positive test at a
research study. Most participants (84%) knew that HCV treatment is available.
Perceived treatment efficacy was low; 48% believed that treatment can prevent
symptoms in some patients but cannot cure HCV, and another 3% thought that
none of the available treatments work. Conversely, perceived safety was high;
66% thought that HCV treatment is safe. Of those HCV RNA+, only 20%
(67/406) were ever offered treatment; of those, only 16 (36%) began treatment,
9 (35%) of whom did not complete it. Of those who were offered treatment but
did not start, 89% cited current interest. 88% would be willing to try injectable
medication, and participants preferred to inject themselves (62%) over a
physician, family member or friend.  Median time willing to travel for weekly
treatment was 30 minutes, and they were more likely to prefer thrice weekly or
daily treatment if they could inject it themselves.  Conclusions: Knowledge
about treatment availability and safety were high.  Only a small proportion of
participants had ever been offered treatment, or had begun treatment if offered,
despite high interest in receiving treatment. Programs need to address the
disconnect between interest and behavior.
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K. Gonsai, M. Sofuoglu, J. Poling, G. Gonzalez and T.R. Kosten, Yale
University, School of Medicine, New Haven and VA Connecticut Healthcare
System, West Haven, CT

COCAINE WITHDRAWAL SYMPTOMS PREDICT MEDICATION RESPONSE IN
COCAINE USERS

Accumulating evidence suggests that cocaine users who fulfill DSM-IV criteria
for cocaine withdrawal have more severe problems related to cocaine
dependence than those who do not fulfill withdrawal criteria. In addition,
cocaine users with more severe cocaine withdrawal symptoms have better
treatment response to the adrenergic blocker propranolol, relative to placebo.
The purpose of this study was to examine the influence of cocaine withdrawal
symptoms on addiction severity and treatment outcomes in methadone
stabilized cocaine users who participated in pharmacotherapy trials using
GABA medications. This analysis included 85 male and female cocaine users
who were maintained on methadone. The main analysis compared subjects who
fulfilled DSM-IV cocaine withdrawal criteria (n=45), to those who did not
(n=40) for demographic, psychosocial and cocaine urine results during the trial.
Subjects who fulfilled DSM-IV cocaine withdrawal criteria, compared to those
who did not, were more likely to have a lifetime history of major depression,
and have greater impairment on the Addiction Severity Index (ASI) composite
scores for psychiatric and legal problems. Cocaine users who did not fulfill
criteria for cocaine withdrawal showed a greater increase in cocaine free urines
in response to pharmacotherapy using hierarchical linear modeling (Z=2.0,
p=0.04).  Similarly, those with low cocaine withdrawal severity, defined as
reporting less than 2 DSM-IV withdrawal symptoms, showed a better response
to pharmacotherapy (Z=2.3, p=0.0009). Altogether, our results and previous
studies support the clinical utility of cocaine withdrawal symptoms in
predicting treatment response to medications. Furthermore, low withdrawal
severity may predict better treatment response to GABA medications, while
high withdrawal severity may predict better response to adrenergic blockers.
This hypothesis needs to be tested in prospective clinical trials (Supported by
NIH grant  P-50 DA12762 and VA New England MIRECC).

237

G. Gonzalez, M. Sofuoglu, K. Gonsai, B. Martell, J. Poling and T.R. Kosten,
Yale University, School of Medicine, New Haven and VA Connecticut
Healthcare System, West Haven, CT

OPEN-LABEL PILOT STUDY EVALUATING DOSE TOLERABILITY OF
ARIPIPRAZOLE IN COCAINE-DEPENDENT PATIENTS

Aripiprazole is an atypical antipsychotic agent (quinolinone derivative) with
partial agonist activity at D2 and 5-HT1A receptors, and antagonist activity at
5-HT2A receptors. The use of a partial D2 agonist in human subjects abusing
cocaine may have potential use in the pharmacotherapy of cocaine dependence.
The purpose of this study is to evaluate the safety and tolerability of
aripiprazole in cocaine dependent patients. Five male and two female (AA = 3;
C = 2; H =2) treatment seeking cocaine dependent subjects with an average age
of 35 years (SD = 9) received a starting dose of aripiprazole 5mg/day (n = 3) or
aripiprazole 10mg/day (n =4). Subjects were scheduled to receive up to
15mg/day based on tolerability and clinical improvement. Baseline assessments
included Severity of Dependence Scale, SCID, ASI, cocaine withdrawal
symptoms (CSSA) and urine toxicology. Urine toxicology was performed
thrice weekly, CSSA was repeated for the two initial weeks and AIMS
performed weekly. Among the patients started on 10mg/day one developed
acute dystonia, and others complained of mild headache, sedation, activation
and insomnia, which did not occur in those started on 5mg/day. The AIMS was
scored 0 for all participants while in the study. The main analysis was
performed with chi-square and HLM. For all seven the average cocaine
withdrawal symptoms (CSSA) dropped from a baseline score of 35 (SD = 15)
to 25 (SD = 20) at week 2. Cocaine craving (Subscale CSSA) dropped from a
baseline score of 7.7 (SD = 5.9) to 4 (SD = 4) at week 2. Cocaine free urines
increased from 39% at baseline to 86% at week 2 (Chi square = 7.1, p = 0.07).
These preliminary results suggest that aripiprazole is better tolerated when
started at 5mg/day than at 10mg/day in cocaine dependent patients.
Aripiprazole may reduce cocaine withdrawal symptoms and facilitate initial
abstinence by its dopamine agonist activity at low doses (Supported by NIH
grants K23DA14331(GG), K05DA00454 (TRK), P50-DA018197 and Bristol-
Myers Squibb).
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J.L. Goode, Y. Lugo and S.P. Kurtz, University of Delaware, Coral Gables, FL
THE SEXUAL RISK BEHAVIORS OF ECSTASY USERS IN MIAMI, FLORIDA

Hypothesis: Ecstasy (MDMA) users are sexual risk takers particularly
vulnerable to sexually transmitted infections, including HIV/AIDS. Procedures:
186 current ecstasy users ages 16 to 41 in Miami, Florida, were recruited
through targeted and respondent-driven sampling strategies. Computer assisted
personal interviews were conducted to collect quantitative demographic, drug
use, and sexual history data, including several measures of sexual activity under
the influence of ecstasy. Analyses: Descriptive statistics, including frequencies
and means, were generated with SPSS, version 12.0. Pearson’s chi-square and
t-tests were used to identify bivariate relationships. Results: The final sample is
40% female, 56% Hispanic, and 31% White, with a median age of 23.
Respondents consumed a mean of 255 ecstasy pills (range 5 – 4800) in their
lifetime. Overall, 96.2% reported ever having vaginal sex, of whom 74.9%
reported inconsistent condom use; 52.7% have ever engaged in anal sex, of
whom 60.2% did not always use condoms. Respondents reported a median of
10 lifetime sex partners and 2 partners in the past 12 months. The majority of
the sample (79.6%, n=148) engaged in sexual activity while high on ecstasy; of
these, 77% found it “more pleasant”, 37.2% engaged in “more varied” sex acts,
25.7% were “less likely” to use a condom, and 23% were “less selective” of
their partner. The number of lifetime ecstasy pills consumed was associated
with ever having sex on ecstasy (p=.000), but was unrelated to any of the sexual
risk variables while high on the drug. Moreover, lifetime pill consumption does
not appear to be related to sexual behavior in general, including number of sex
partners or history of STI. However, those who were less likely to use condoms
while high on ecstasy were also less likely to be selective of their partners
(p=.000). Importance of findings: Ecstasy appears to alter the experience of
those who engage in sexual activity under its influence.  Although lifetime pill
use does not appear to increase the propensity for sexual risk taking, ecstasy
users nevertheless demonstrate sexual behaviors that merit concern. Further
study is warranted and public health implications are discussed.
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A.K. Goodwin and E.M. Weerts, Johns Hopkins University School of Medicine,
Baltimore, MD

COMPARISON OF THE BEHAVIORAL EFFECTS OF GAMMABUTYROLACTONE
AND GAMMA-HYDROXYBUTYRATE IN BABOONS

Abuse of gamma-hydroxybutyrate (GHB) and related compounds is a growing
public health concern.  Although GHB is restricted under the Controlled
Substances Act, the chemical precursor gammabutyrolactone (GBL) is
available in industrial solvents, pesticides, and other products.  When ingested,
GBL is metabolized into GHB and is reported to produce effects similar to
those of GHB in humans.  Additionally, instructions for converting GBL into
GHB before ingestion are readily available on the internet.  In our previous
study in baboons, acute GHB (32-420 mg/kg) administration resulted in dose-
dependent decreases in food-maintained behavior, increased durations to
complete a fine-motor task, and overt signs of sedation, muscle relaxation, and
abdominal discomfort (Goodwin et al., in press).  The present study
characterized the behavioral effects of acute GBL administration in baboons
(N=4) using similar procedures.  GBL (32-240 mg/kg) or vehicle were
administered via an intragastric catheter.  A fine motor task was presented to
subjects 30, 60, and 120 min after GBL or vehicle infusion.  Food pellets were
available under a fixed-ratio schedule of reinforcement 20 hr/day starting 60
min after infusion of GBL or vehicle, and trained observers characterized the
overt behavioral effects beginning 30 min after infusion.  Similar to GHB, GBL
dose-dependently decreased the number of food pellets earned and produced
overt signs of gastrointestinal distress, muscle relaxation, and sedation.  GHB
disrupted performance on the fine-motor task only at 120 min post infusion,
whereas GBL did so at 30, 60, and 120 min post infusion.  Additionally, the
behavioral effects of GBL were consistently present in subjects at lower doses
than those of GHB.  These data indicate GBL is behaviorally active in baboons
and produces effects similar to those of GHB.  However, GBL was more potent
and had a shorter onset when compared to GHB.

Supported by NIH/NIAAA R03-AA13111-02 (Weerts) and NIH/NIMH T32
MH015330

240

60



CPDD 2005 Annual Meeting, Wyndham Palace, Orlando, FL

A.L. Gordon, H. Stacey, V. Pearson, R.R. Haslam, O.V. Lopatko and J.M.
White, University of Adelaide, Women’s and Children’s Hospital, and Drug and
Alcohol Services Council, Adelaide, Australia

BUPRENORPHINE AND METHADONE IN PREGNANCY: EFFECTS ON THE
MOTHER, FETUS AND NEONATE

The aim of the current prospective study is to assess the efficacy and safety of
buprenorphine maintenance (BM) regarding pregnancy progression and the
incidence and severity of Neonatal Abstinence Syndrome (NAS) compared to
methadone maintenance (MM) and non-opioid exposed control pregnancies. It
is hypothesised that BM will be as efficacious as MM during pregnancy and in
addition the incidence and severity of NAS will follow in the order: control <
buprenorphine < methadone. This trial is a non-randomised, open label, flexible
dosing study. Data will be presented on 25 sets of women and their infants in
each of the three groups of BM, MM and control pregnancies. Drug efficacy
during pregnancy will be compared between BM and MM. The occurrence of
adverse events throughout the antenatal period, labour and delivery and the first
4 weeks of the postnatal period will be compared between BM, MM and
control pregnancies for the mother, fetus and newborn. The severity of NAS
and the requirement for pharmacological treatment to control NAS will also be
compared between all 3 groups of infants, as some symptoms are non-specific
to NAS. Preliminary results from a sample size of 20-24 pregnancies in each
group show that there is no difference in the use of additional substances
between mothers on either BM and MM programs. There were more adverse
events for BM and MM pregnancies than control pregnancies throughout the
antenatal period, labour and delivery and the first 4 weeks of the postnatal
period. Preliminary results show that buprenorphine produces NAS of
intermediate severity between methadone exposed and control infants and that
more total morphine is needed to control NAS in methadone exposed infants
than buprenorphine exposed infants over the 4 week postnatal follow up period.
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D.A. Gorelick, M.L. Copersino, W. Better, R.I. Herning, J.L. Cadet, R.A.
Nelson, and S.J. Boyd, NIH/NIDA Intramural Research Program, Baltimore,
MD

EEG AND CEREBRAL BLOOD FLOW VELOCITY ABNORMALITIES IN
CHRONIC COCAINE ABUSERS CORRELATE WITH INTENSITY OF COCAINE
USE

EEG and cerebral blood flow abnormalities have been documented in chronic
cocaine abusers.  To identify possible relationships between EEG and blood
flow changes and their relationship to the intensity of cocaine abuse, we
recorded the resting eyes-closed EEG of 98 (77 male, 21 female; mean [SD]
age: 35.5  [5.2] years) cocaine abusers. The intensity of recent cocaine use
(days of use in the 30 days prior to screening) was determined from Addiction
Severity Index; the mean number of days of cocaine use for this sample was
19.0 [6.8].   Testing occurred within five days of their admission to a closed
research unit.  Fifty-six non-drug-using, age-matched control subjects (29 male,
27 female) were tested  as outpatients.   A 3-minute period of resting EEG was
recorded from 16 electrodes (Fp1, F3, C3, P3, O1, F7, T3, T5, Fp2, F4, C4, P4,
O2, F8, T4, and T6).   Artifact-free EEG was converted to six frequency bands
(delta, theta, alpha1, alpha2, beta1 and beta2) using a fast Fourier transform.
Middle cerebral artery blood flow velocity was measured by transcranial
Doppler sonography.  EEG delta and theta power were significantly (p < 0.05)
reduced in the cocaine abusers compared to control subjects.  Pulsatility index
(PI), a measure of cerebral blood flood resistance, was significantly (p < 0.05)
elevated in cocaine abusers compared to control subjects.  As the intensity of
recent cocaine use increased, PI increased (r= 0.36, p < 0.001) and low
frequency EEG power decreased  (delta power: r= -0.25, p< 0.002; theta power:
r= -0.29, p< 0.001).  EEG measures were not correlated with PI (r= .070, NS
for delta power; r = -0.09, NS for theta power).  These observations support the
notion that the EEG and TCD changes reflect different physiological processes
in early abstinence in cocaine abusers.
Supported by NIDA intramural funds.
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L. Gouarier, P. Melin and J.P. Lang, Hopital European Geroges Pompidou,
Paris, Saint Dizier Hospital, Saint Dizier, and Strasbourg Hospital, Strasbourg,
France

INTEREST OF THE FIBROSCAN IN A TOXICOLOGY CONSULTATION:
PRELIMINARY RESULTS

Within a toxicology consultation, the liver comorbidity is important due to both
viral hepatitis and alcohol abuses. Today, it is highly difficult to perform a
blood examination for screening in this population. FibroScan® (Echosens,
Paris, France) is a non invasive technique measuring liver stiffness which
allows early detection and an increase of patient awareness to the importance of
liver disease. This is what we attempted to demonstrate in this study. Over six
month, two groups of 30 patients were consecutively seen for the first time in
toxicology consultation. The first 30 patients were given a blood examination
prescription. The next 30 patients underwent a liver stiffness measurement and
were then also given a blood examination prescription. However, in case of a
liver stiffness higher than 8 kPa, the physician insisted on the extent of the
fibrosing liver disease absolutely requiring a blood examination. Both groups
were comparable in terms of gender and age distribution as well as of duration
of drug addiction and socioprofessional group. In the first group, only 17
patients out of 30 had their blood examination performed after two months out
of which 7 had HCV infection. In the second group benefiting from the
FibroScan®, out of the 6 patients with a liver stiffness higher than 8 kPa, all
performed the blood examination. On of these patients had alcoholic liver
disease, 3 had HCV infection and 2 had both. The 5 patients with an HCV
infection benefited from FibroTest® (Biopredictive, Paris, France) a
biochemical score assessing liver fibrosis. 4 patients were METAVIR F2 and
one patient was METAVIR F3 according this test which is consistent with liver
stiffness higher than 8 kPa. Out of the 24 remaining patients of the second
group (liver stiffness lower than 8 kPa), 16 performed their blood examination.
FibroScan® appears as a good tool to increase the patients’ awareness to a
potential liver disease and allow, besides helping screening, to detect as soon as
the first consultation patients with a severe liver disease requiring specific
follow up.
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J.G. Grabowski, F.G. Moeller, A. Dougherty, A. Stotts, A. Garcia, K. McQueen,
H.M. Rhoades, G. Ingersoll, I. Daher, R.A. Meisch and J.M. Schmitz,
University of Texas Health Science Center, Baylor College of Medicine,
Houston, and University of Texas Medical Branch-Galveston, Galveston, TX

OPTIMAL DOSING STRATEGIES IN OPIOID MAINTENANCE

Optimal dosing strategies for opioid maintenance have been examined
over several decades, producing evolutionary improvements in
treatment regimens. We implemented two linked clinical trails, one
comparing three maintenance dosing strategies (recently completed),
the other comparing two dose reduction strategies (ongoing). Opioid
dependent patients were randomly assigned to receive LAAM (1) at a
fixed average dose, (2) a weight based dose, or (3) dosing to a
composite measure of optimal effect.  Subject entry into the study was
predicated on interest in a 5 month maintenance followed by a 5 month
dose reduction regimen. Subjects provided informed consent and
underwent extensive psychological and medical screening including
EKG’s for QT evaluation. Of 108 subjects, 33 received the “Fixed
Dose”, 36 were “Dosed to Weight”, and 39 were “Dosed to Effect”.
Overall demographics were 33%/67% female/male, the majority white,
mean age 40 years, 12 years of education, and 76% employed. Past 30
day opioid use included heroin (96%), other opioids (46%), methadone
(27%). Opioid positive screens were greatly diminished in all groups
with the greatest reductions for the “Dose to Effect” and the least for
the “Fixed Dose”. Five month retention was best (80%) for the Dose to
Effect group. Effects/Side effects, EKG and other measures are
described, though all were nominal and infrequent. While future
LAAM availability is uncertain, the results are generalizable to other
opioid maintenance medications. They support previous findings
indicating benefit of higher compared to lower dose,  but also focus on
data based monitoring and adjustment.
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Z. Graczyk, M.D. Majewska, W.F. Krol and C.W. Schindler, NIH/NIDA
Intramural Research Program, Baltimore, MD and VA Maryland Health System,
Baltimore, MD

NEUROSTEROIDS DHEAS AND ANDROSTERONE ALTER RAT LOCOMOTOR
RESPONSES TO COCAINE IN OPPOSITE DIRECTIONS

Neurosteroids influence neurotransmission by interacting with neurotransmitter
receptors. Dehydroepiandrosterone sulfate, DHEAS, acts as  allosteric
antagonist of the inhibitory GABA-A receptor and an agonist of the  NMDA
receptor. By these actions it facilitates secretion of DA, NE and Ach. Clinical
studies (conducted by some of us) showed that cocaine addicts, who manifested
higher plasma levels of DHEAS during cocaine withdrawal imposed by 3
weeks of inpatient therapy, were more successful in maintaining cocaine
abstinence  than addicts, who had low plasma levels of DHEAS. However,
treatment of addicts with 100 mg/day of exogenous DHEA (converted in vivo
to DHEAS), which produced supraphysiological levels of DHEA/S in plasma,
lead to greater cocaine use by addicts. In order to clarify this discrepancy we
investigated the effects of exogenous DHEAS on cocaine-induced locomotor
activity in rats. Acute i.p. injection of DHEAS potentiated effects of cocaine on
most locomotor activity parameters, while per se it did not alter activity up to a
dose of 40 mg/kg.  Chronic injection of DHEAS to rats for 5 days, markedly
lowered locomotor activity induced by cocaine. Acute administration of
androsterone inhibited locomotor stimulating effects of cocaine in manner
similar to that of chronic DHEAS. These data may explain the puzzling clinical
results. It is possible that prolonged exposure of humans or rats to high levels of
DHEAS results in conversion of its significant portion to its neuroinhibitory
metabolite, androsterone, which down-regulates physiological and
psychological responses to cocaine and reduces cocaine craving, but acute
administration of DHEAS to rats or daily treatment of addicts with high dose of
DHEA, results in instant potentiation of euphorogenic and locomotor effects of
cocaine.  (Sponsor: IRP, NIH).
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A. Graham, M.Y. Smith, J.D. Haddox and C. Wright IV, Purdue Pharma L.P.,
Stamford, CT

REDUCING THE POTENTIAL FOR DIVERSION OF PRESCRIPTION OPIOIDS:
INTERVENTION OPTIONS

Introduction: Although The Controlled Substances Act of 1970 envisioned a
closed distribution system for scheduled medicines such as prescription opioids,
there is a potential for diversion at each node in this supply chain process. We
describe major points of leakage in the distribution process for prescription
opioids and outline specific, tested interventions pharmaceutical manufacturers
can implement to minimize the risks of such leakage. Methods: We
systematically reviewed media reports on diversion of prescription opioids,
interviewed experts in pharmaceutical diversion, and reviewed DEA 106
reports obtained via FOIA. We then developed and implemented an array of
interventions targeted at these vulnerable points. Results: We identified five
potential points of diversion in the prescription opioid supply chain: (1) during
the manufacturing process (converting raw materials into finished product); (2)
in-transit (between manufacturer and distributor, and between distributor and
final dispenser; (3) at the prescriber level; (4) at the dispenser level, and (5) at
the patient level.  Interventions within the purview of pharmaceutical
manufacturers include: 1) manufacturing sites: color-coded, pocketless
uniforms for appropriate employees; installation of biometric access devices;
closed-circuit television monitoring; RFID labels on pill bottles; anti-
counterfeiting features on bottle labels; 2) transit: deliveries via armored
vehicles and guards; counter-surveillance in a chase car; GPS tracking devices
on delivery trucks; air shipments hand-carried to locked package cage; RFID
readers at each transit point; 3) prescriber level: diversion prevention education;
distribution of tamper-evident prescription blanks; support of well-designed
State prescription monitoring programs; 4) dispenser level: diversion
prevention education; use of Internet drug diversion clearinghouse; 5)
consumers: education about diversion and safe medication handling.
Conclusion: Numerous opportunities for diversion exist in the closed
distribution system.  Manufacturers, however, have an armamentarium of
intervention options that can be deployed to minimize diversion risk.  Future
research is needed to evaluate the impact of these interventions in reducing
prescription opioid diversion.
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J.D. Grant, J.F. Scherrer, A.E. Duncan, T. Jacob, B. Waterman and K.K.
Bucholz, Washington University School of Medicine, St. Louis VA Medical
Center, St. Louis University School of Public Health and WRS LLC, St. Louis,
MO, and Palo Alto VA Health Care Services, Menlo Park, CA

ASSOCIATIONS BETWEEN PATERNAL HISTORY OF DRUG DEPENDENCE AND
OFFSPRING MARIJUANA USE

Family history of substance use is associated with increased substance use in
offspring.  The present analyses examine the impact of paternal history of illicit
drug dependence  (DD) on offspring marijuana (MJ) use, problems, abuse, and
dependence in a children-of-twins sample.  In 1992, 8169 male twins completed
a telephone diagnostic interview; in 2003, 839 children (mean age = 22.7, range
12-32) from 488 of those twins completed a telephone diagnostic interview (1-3
children from both members of 91 MZ and 66 DZ pairs; children from 1 twin of
92 and 82 MZ and DZ pairs).  Children were classified based on the lifetime
DD status of their fathers and/or uncles:  GP1=411 children (49%) with a DD
father, GP2=138 children (16%) with a non-DD dad but a DD uncle who was
an MZ cotwin of their dad, GP3=121 children (14%) with a non-DD dad but a
DD uncle who was a DZ cotwin of their dad, and GP4=169 children (20%) with
no DD for either their father or their father’s twin.  Logistic regression was used
to test whether the familial DD group was associated with MJ use transitions
and age of MJ initiation.  Significant differences (p < .05) were observed with
GP1 > GP4 for having friends who use MJ and having siblings who use MJ.
For offspring opportunity to use, GP1 = GP2 = GP3 > GP4 (p < .05); and for
offspring ever use GP1 = GP2 > GP4.  Although differences were not
significant for having any MJ problem or meeting MJ abuse or dependence
diagnoses, the pattern was consistent with GP1 > GP4.  GP1 was younger than
GP4 (p < .05), and there was a trend toward a younger age of MJ initiation (p
< .10).  These results suggest that family history of DD is associated with
greater exposure to MJ; differential rates of diagnosis may not have been
observed because of low power and/or because the respondents were not fully
through the period of risk.  Supported by AA11822, AA11667, AA11998,
DA14363, DA14632, AA12640
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K.W. Grasing and S. He, Department of Veterans Affairs Medical Center,
Kansas City, MO and University of Kansas Medical Center, Kansas City, KS

CLORGYLINE, RASAGILINE, AND L-METHAMPHETAMINE MODIFY
MORPHINE-SEEKING AND MORPHINE-REINFORCED BEHAVIORS: INSIGHTS
TOWARDS SELEGILINE’S MECHANISM OF ACTION

Previously called L deprenyl, selegiline is an irreversible inhibitor of type B
monoamine oxidase (MAO), which can also inhibit MAO-A when administered
at relatively high doses or chronically.  Selegiline forms active metabolites
which include L-methamphetamine and L-amphetamine, and has
neuroprotective and neurorestorative effects.  Although marketed for treatment
of Parkinson’s disease, selegiline is also being evaluated as a potential
treatment for abuse of cocaine and as an aid for smoking cessation.  The present
study was undertaken to determine the mechanisms through which selegiline
attenuates morphine-seeking and morphine-reinforced behaviors.  Male Wistar
rats were trained to self-administer morphine (3.2 mg/kg-inj) under a
progressive ratio schedule.  After a stable pattern of morphine self-
administration was established, chronic treatment was initiated with saline,
clorgyline (a selective inhibitor for MA- A, 1.0 or 10 mg/kg-day), rasagiline (a
selective inhibitor for MAO-B, 1.0 or 10 mg/kg-day), or L-methamphetamine
(the major psychostimulant metabolite of selegiline, 3.2 mg/kg-day).  Daily
treatment was continued during extinction, cue-induced reinstatement,
morphine-induced reinstatement, and reacquisition of morphine self-
administration.  All drug treatments attenuated extinction responding.
Responding during cue-induced reinstatement was attenuated by 10 mg/kg-day
of clorgyline or 10 mg/kg-day of rasagiline.  However, responding during
morphine-induced reinstatement and reacquisition of morphine self-
administration was only attenuated by 10 mg/kg-day of rasagiline.  These
findings suggest that effects of selegiline on morphine reinforcement and
morphine-seeking behavior are mediated by combined inhibition of MAO-A
and -B, rather than selective effects on MAO-A and -B, or effects of
psychostimulant metabolites.  In contrast, extinction responding can be
attenuated by any of these mechanisms.
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T.A. Green, I.N. Alibhai and E.J. Nestler, University of Texas Southwestern
Medical Center, Dallas, TX

EFFECT OF AMPHETAMINE ON TRANSCRIPT AND PROTEIN LEVELS OF
CREB-FAMILY TRANSCRIPTION FACTORS IN RAT STRIATUM

Prior work has shown that altering CRE-mediated transcription by
overexpressing CREBor a dominant-negative mutant CREB (mCREB)
in striatum affects how an animal reactsto environmental stimuli,
including behavioral responses to drugs of abuse.  Further,
administration of stimulants increases levels of phosphorylated CREB
and CRE-mediated transcription.  However, CREB is but one member
of a family of transcriptionfactors that bind to CRE and CRE-like
sequences to alter gene expression.  The presentexperiments investigate
the effect of acute and repeated amphetamine administration on
expression of all CREB-family transcription factors using quantitative
PCR.  Results show that acute amphetamine produces substantial
increases in expression of the inhibitory transcription factors ICER and
ATF3 but modest or no increase in expression of the activating
transcription factors CREB, CREM, ATF1, ATF2 or ATF4.  With
repeated amphetamine administration, however, the amphetamine-
induced increases in ICER and ATF3 transcript waned, while CREB
and ATF2 transcript progressively increased with repeated dosing.  The
differential regulation of expression for inhibitoryand stimulatory
CREB-family transcription factors with repeated amphetamine is one
possible mechanism of dysregulation from repeated exposure to
amphetamine.  Ongoing studies are investigating changes in protein
levels under similar conditions.

249

K.M. Green and M.E. Ensminger, Johns Hopkins University Bloomberg School
of Public Health, Baltimore, MD

UNDERSTANDING GENDER DIFFERENCES IN DRUG USE BY CONSIDERING
DRUG-EXPOSURE OPPORTUNITIES

This poster presents the findings from an investigation of gender differences in
the first opportunity to use marijuana and how differences in opportunity
account for gender differences in marijuana use among 605 urban youth
interviewed annually for five years. Epidemiological data highlight gender
differences in both rates of use and abuse with men in all age groups more
likely to use illicit substance and more likely to develop drug disorders than
women. Gender differences in prevalence data can potentially be explained by
research showing that males and females may have differential drug exposure
opportunities. This study analyzes longitudinal data collected in grades 6
through 10 with a cohort of individuals who originally participated in a school-
based, universal preventive intervention in first and second grades in Baltimore,
MD. Our findings show that males were significantly more likely than females
to have been offered marijuana by the end of 10th grade (76% versus 65%,
p<.01). The mean age of first being offered marijuana was 12 for both males
and females. Of those offered marijuana, males and females were equally likely
to have used marijuana (33%). Once offered marijuana, there were also no
differences in the timing of first use; 46% of males and 45% of females used
marijuana within the same year that they had been offered marijuana. An
additional 26% of males and 25% of females used marijuana within one
additional year after being offered marijuana. Thus, the vast majority of males
and females who reported any use of marijuana began their use soon after being
offered the substance. Racial and socioeconomic differences in marijuana
opportunities and transition to use are also presented. Findings suggest that
preventive programs should considering addressing exposure opportunity as
one of the earliest stage of drug involvement and focus on assisting youth avoid
both opportunities and use once the opportunity is presented.
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M.K. Greenwald and L.A. Haunert, Wayne State University, Detroit, MI

HEROIN-DEPENDENT INDIVIDUALS DISCOUNT HEROIN AT VERY SHORT
DELAYS, MORE SO DURING IMAGINED OPIOID WITHDRAWAL THAN
SATIATION

Previous studies of heroin (and other drug/money) discounting have typically
employed hypothetical delays that range from 1 wk to 25 yr., thereby
measuring a stable trait-like tendency toward impulsive choice. This ongoing
within-subject study is evaluating whether opioid dependent research
participants not seeking treatment (n = 28 to date) discount heroin more so
during imagined heroin withdrawal than satiation at very short delays of 3, 6,
12, 24, 48, 72 and 96 hr, thereby measuring dynamic (pharmacological) state-
dependent variations in impulsive choice. Participants complete a
questionnaire, choosing between receiving 21 different hypothetical amounts of
heroin now (30 bags [street value of $10 each] descending to 0.3 bags) or a
fixed amount (30 bags) later. These 21 choices are repeated at each of the 7
temporal delays (presented in shorter to longer order) under each of the
imagined pharmacological conditions, withdrawal and satiation (in
counterbalanced order). Percent maximum values for delayed (self-control)
choice indicate that during satiation, heroin is discounted substantially and this
effect is significantly enhanced during withdrawal even at the earliest delay,
Condition X Delay F(6,162)=12.7, p < .001.
                    3 hr      6 hr    12 hr    24 hr  48 hr    72 hr    96 hr
                   -------   ------  -------    -------  -------  -------  -------
Satiation      78.3     73.9    64.8      49.3    37.0    28.7     24.4
Withdrawal  38.7    32.2    30.3      24.1    20.4    19.8     22.3
Participants complete other questionnaires (Impulsive Relapse Questionnaire,
Stanford   Time Perception Inventory, and an ADHD screening tool); these
scores and other factors (e.g. route of heroin use) will be correlated with
individual differences in discounting (k parameter) in each pharmacological
condition. The present results are consistent with     heroin abusers' naturalistic
patterns of frequent withdrawal episodes and multiple daily   uses.  (Supported
by NIH/NIDA R01 DA15462 and Joseph Young, Sr. Funds from the State of
Michigan.)
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K. Grohman, E. Edwards, R. Eiden and K. Leonard,  The State University of
New York at Buffalo, Buffalo, NY

DEVELOPMENTAL EFFECTS OF MATERNAL SMOKING DURING PREGNANCY:
GENDER DIFFERENCES IN COGNITIVE FUNCTIONING AT AGES FIVE TO SIX

This study examined the association between maternal smoking during
pregnancy and early childhood cognitive development in their offspring, in
light of gender differences. SAMPLE AND METHODS: 172 families were
drawn from a community based longitudinal study of child development.
Families were matched for gender, maternal education, number of children,
income, and ethnicity. Exclusion factors included in utero use of alcohol or
drugs, and psychiatric comorbidity. Extensive interviews and observations were
made between the ages of 1 and 6 years. In this study, we used the WPPSI-R to
assess children’s cognitive functioning during the latter part of their
kindergarten year. FINDINGS: Children in the smoking group performed more
poorly than children of controls on measures of visual-spatial coordination
including Object Assembly (M = 9.97 vs M = 11.11), F (1, 171) = 4.74, p < .05,
Geometric Design (M = 9.79 vs M = 10.96), F (1, 171) = 7.42, p < .01, Block
Design (M = 9.60 vs M = 10.45),   F (1, 171) = 3.57, p = .06, and Animal Pegs
(M = 10.69 vs M = 11.52) F (1, 135) = 3.80, p = .05.  Interactions were also
found for smoking and gender on Comprehension, with females in the smoking
group performing more poorly (M = 10.35) than control females (M = 11.76),
and males in the smoking group (M = 11.39) and control group (M = 11.00) F
(3, 168) = 7.42,  p = .06, and on Geometric Design, with females in the
smoking group performing more poorly (M = 9.10) than female controls (M =
11.32), and males in the smoking group (M = 10.56) and control group (M =
10.56), F (3, 168) = 7.42, p = .01. IMPLICATIONS: In this sample,
vulnerabilities in children of mothers who smoke during pregnancy appear to
fall primarily in visual-spatial skills, which is consistent with previous
literature. Specific vulnerabilities were found in daughters of women who
smoked. Cognitive functioning scores for all children were in the normal range,
however, the lower scores for daughters in the smoking group reveal a
concerning developmental vulnerability that may contribute to later difficulties
especially in school performance.
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S.A. Gruber, J. Rogowska, P. Pimentel, A. Cerny and D.A. Yurgelun-Todd,
McLean Hospital, Harvard Medical School, Belmont, MA

FMRI CHANGES ASSOCIATED WITH DEFICITS IN INHIBITORY PROCESSING
IN MARIJUANA SMOKERS

Neuropsychological investigations of substance abusers have reported
impairments in functions associated with behavioral inhibition and decision
making. Given the role of frontal systems in decision making, we applied fMRI
techniques in an investigation of heavy cannabis smokers (MJ) and matched
control subjects (NC) to examine functional differences in inhibitory control.
We hypothesized that MJ smokers would have altered frontal activity during
inhibitory demands relative to NCs. fMRI images were acquired on a Siemens
Trio whole body 3T scanner using a quadrature RF head coil. Preprocessing
and statistical analyses were conducted in SPM99. Subjects performed a
modified version of the Stroop interference task. In addition to between-group
contrasts, we did a regression analysis to examine the functional correlates of
error processing. During interference, MJ smokers demonstrated significantly
lower activity in focal areas of the anterior cingulate cortex and higher
midcingulate activity relative to NCs (p>.05). Although both groups performed
the task well, MJ smokers made more errors of commission than NCs. Regions
of activation significantly associated with number of commission errors in NCs
included the left lingual gyrus, (p =.001) middle occipital gyrus,(p =.001)  and
the anterior cingulate (p=.001) while only activation within the left subgyral
white matter was associated with these errors in MJ smokers(p=.001).
Impulsivity, reflected in the number of errors of commission, may be directly
related to the ability to make accurate and appropriate decisions, a reported
difficulty for substance abusing individuals. These findings suggest that MJ
smokers exhibit different patterns of activity and error response during the
Stroop interference condition compared to NCs. The significant association
between anterior cingulate activation and  commission errors in NCs, but not
MJ smokers, lends further support for deficits in frontal processing in MJ
smokers.  MJ smokers demonstrate evidence of altered frontal neural function
during tasks that involve inhibition and performance monitoring, processes
which may contribute to addiction and/or hinder attempts at the discontinuation
of substance use.
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P. Grundt, T. Kopajtic, J.L. Katz and A.H. Newman, NIH/NIDA Intramural
Research Program, Baltimore, MD

PHARMACOLOGICAL EVALUATION OF NOVEL N-8-SUBSTITUTED-
BENZTROPANAMINE ANALOGS

Benztropine (BZT) has structural similarities to cocaine, but the behavioral
effects of BZT and many of its analogues differ from those of cocaine. To
improve the affinity at the dopamine transporter (DAT) and selectivity among
the sites at which these analogues bind, we have conducted SAR studies. The
pharmacological impact of various substitutions on the benzhydrol moiety,
addition of various ester groups at the S-2-position, the impact of 6-hydroxy
and (carbo)alkoxy moieties and different substituents on the tropane nitrogen
(N-8) have been evaluated extensively. Over the course of these studies,
instability of the 3-position ether linkage and insolubility of multi-tropane-ring-
substituted BZT analogues prompted recent investigations into the isosteric
replacement of the benzhydrol ether function by a diphenylmethyl amine
moiety.  In general, the N-8-substituted benztropanamines showed comparable
binding affinities at the DAT as their ether analogs, while selectivity over other
monoamine transporters, water solubility, and chemical stability were generally
improved. Further investigation of these novel analogs in vivo will reveal the
relationship between chemical structure, in vitro function, and behavioral action
in animal models of cocaine-abuse (Supported by the NIDA-IRP).
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J.M. Gulley, R.M. Allen, C.V. Everett and N.R. Zahniser, University of Illinois,
Champaign, IL, University of Colorado, Denver and Aurora, CO

INDIVIDUAL DIFFERENCES IN PSYCHOSTIMULANT-INDUCED BEHAVIORS:
DOPAMINE TRANSPORTERS, GENETICS AND CONDITIONING

Male Sprague-Dawley (S-D) rats exhibit a range of open-field behaviors to
cocaine (COC) and amphetamine (AMPH).  We have found that differences
between low- and high-responding rats is influenced, at least with respect to
COC, by individual differences in dopamine transporter (DAT) function in
dorsal striatum (dSTR) and nucleus accumbens (NAc).  Here, we tested two
additional hypotheses: (1) Genetic differences, especially in DATs, contribute
to diverse behavioral responses to AMPH, and (2) Individual differences in
COC-induced behaviors predict differences in COC conditioned place
preference (CPP).  To test hypothesis one, we analyzed behavior or measured
DAT number and function in 45 inbred male Lewis (LEW) and Fischer 344
(F344) rats.  Statistical analysis (ANOVA with post-hoc tests) revealed that
LEW, compared to F344, had greater locomotion and rearing to both novelty
and 0.5 mg/kg AMPH (i.v.).  Electrochemical measures of DAT function
showed that exogenous DA was cleared ~70% and ~40% slower in the dSTR
and NAc, respectively, of LEW compared to F344.  AMPH (0.5 mg/kg, i.v.)
increased DA clearance time up to ~300% in these rats, with F344 having a
relatively greater effect in both brain regions.  Quantification of DAT revealed
F344 have ~20% more DATs in dSTR and NAc, compared to LEW.  To test
hypothesis two, 24 male S-D rats were characterized as LCRs or HCRs in an
open-field arena and then tested in a CPP paradigm.  After 8 conditioning trials
(alternating drug and saline exposures), COC (10 mg/kg, i.p.) produced a small
but statistically significant increase in time spent in the COC-paired side of a
three-compartment CPP apparatus.  Under these conditions, differences in
open-field behavior did not predict the magnitude of COC CPP.  Taken
together, these findings suggest that differences in DAT number and function
contribute to individual differences in stimulant-induced behavior, but the
initial open-field response to COC may not predict subsequent conditioning
effects.
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A. Gutierrez Padilla, R. Vargas-Lopez, M. de la Torre, L. Avalos and O.
Campollo, UCINEX Antiguo Hospital Civil de Guadalajara, CUCS,
Universidad de Guadalajara and Centro de Estudios de Alcoholismo y
Adicciones, Guadalajara, Mexico

NEONATES OF DRUG-DEPENDENT MOTHERS IN A UNIVERSITY HOSPITAL IN
MEXICO

Drug use among mexican women has increased according to the National
addiction survey. The infants of those mothers are now being detected in
neotanal units although there are no published reports in México yet. We
describe the incidence and characteristics of infants of drug dependent mothers
(IDDM) in a University Hospital in Guadalajara (second largest in México)
during a 20 month-period. We studied all the newborns from drug dependent
mothers who were admitted to the neonatal intensive care unit (NICU) of the
Hospital Civil de Guadalajara from the 1st of january 2003 to october 2004.
The main selection criteria was being newborn of a drug dependent mother.
RESULTS There were 18 cases of  IDDM  (2%) out of a total of 992
admissions to the NICU during a 20 month period. The mother’s mean age was
24± 3 years; all were from low educational background. The drug(s) used by
the mothers included cocaine 8 cases (44%),  cocaine and alcohol 4 (22%),
marihuana and tobacco in 3(16%) and inhalants in 3(16%). Two mothers were
HIV positive and 2 had positive VDRL antigens. The neonates mean
gestational age was 37 ± 3 weeks, mean birth weight 2696 ± 429g,  mean size
48 ±2.6cm; apgar score was 8.3 ± 1.2 . Only 6 (38%) cases developed neonatal
abstinence syndrome (respiratory insuficiency and psycomotor agitation). The
mean lenght of hospital (NICU) stay was 6 ± 7 days and all received parenteral
therapy with phenobarbital. CONCLUSION.- Infants of drug dependent
mothers are now being admitted to NICU. In our experience these neonates did
not show many of the signs and symptoms usually reported in these cases. The
drug and type of dependence of the mother may influence fetal maturation and
hence the presence or not of immaturity signs and symptoms. Other factors
should be investigated.
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J.D. Haddox, M.Y. Smith and C. Wright IV, Purdue Pharma L.P., Stamford, CT

CHARACTERISTICS OF NONMEDICAL USERS OF HYDROMORPHONE:
RESULTS FROM THE NATIONAL SURVEY ON DRUG USE AND HEALTH

Introduction:  Epidemiological data indicate that the abuse and misuse of
hydromorphone, a Schedule II opioid analgesic, is increasing.  Little is known,
however, about the characteristics of nonmedical users of this potent analgesic.
Methods:  We analyzed data from the 2002 National Survey on Drug Use and
Health (NSDUH), a national, multistage, cross-sectional probability sample of
noninstitutionalized individuals aged 12 or older in the United States.
Frequencies, cross-tabulations and analysis of variance were performed.
Results:  Of the 30,095,263 individuals who reported any lifetime nonmedical
use of a prescription opioid, 3.93% were nonmedical users of hydromorphone.
Compared to those who reported never having used hydromorphone,
nonmedical users of hydromorphone were more likely to be 35 years of age or
older (82.9%vs. 47% respectively), white (85.0% vs. 75.0% respectively), to
have used needles to inject drugs (66.2% vs. 6.7% respectively), and to have
endorsed physical or emotional problems that had kept them from working over
the past year (80.7% vs. 34.1% respectively).  In addition, nonmedical users of
hydromorphone had a significantly lower mean age of initiation of alcohol
(13.3 years vs. 14.2 years respectively); cigarettes (13.6 vs. 19.9 years
respectively); and nonmedical use of prescription opioids (19.6 vs. 22.0 years
respectively).  Mean number of opioids used nonmedically was 7.9 for
nonmedical users of hydromorphone vs. 2.5 for those who had never used
hydromorphone nonmedically.  Nonmedical users of hydromorphone were also
significantly more likely to meet DSM-IV criteria for abuse/dependence of
alcohol, opioid analgesics, cocaine, and heroin.  Conclusion:  Individuals who
had used hydromorphone nonmedically at least once in their lifetime had a
history of poly-drug, needle and alcohol use, were more likely to have
significant emotional and/or physical problems that kept them from working,
and were at greater risk for abuse/dependence problems.
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H. Hagan, M. Latka, J. Campbell, E.T. Colub, R.S. Garfein, D.A. Thomas, F.
Kapadia and S.A. Strathdee, NDRI, Inc., New York Academy of Medicine, New
York, NY, Johns Hopkins University Bloomberg School of Public Health,
Baltimore, MD

ELIGIBILITY FOR TREATMENT OF HEPATITIS C VIRUS (HCV) INFECTION
AMONG INJECTION DRUG USERS (IDUS) IN A MULTISITE STUDY

Background: Although recent studies have demonstrated feasibility and
effectiveness of interferon with ribavirin as treatment for HCV-infection in
IDUs, treatment access has been low relative to other patient groups.  We
studied factors considered in determining treatment eligibility according to the
2002 NIH Consensus Guidelines for Management of HCV.
Methods: Eligible subjects included HCV-antibody positive IDUs aged 18-35
who injected drugs during the prior 6 months. We estimated the proportion of
HCV-RNA positive young IDUs who may be considered ineligible for HCV-
treatment according to measures of depression (Beck’s Depression Inventory
(BDI) score >19), problem drinking (Alcohol Use Disorders Identification Test
(AUDIT) score <8), and recent drug injection (last 30 days).
Results: Of 404 HCV-RNA positive subjects, 45% had BDI scores >19 and
37% scored >8 on AUDIT. Eighty-nine percent had injected at least once in the
past 30 days. Women were significantly more likely than men to have elevated
BDI scores, whereas men were more likely to have high AUDIT scores. Blacks
were significantly less likely than all other subjects to have high AUDIT scores.
When both depression and problem drinking were considered together, only
37% of subjects may meet treatment criteria; once recent drug use is included,
only 6% may be considered eligible for HCV treatment.
Conclusions: Increasing access to HCV-therapy in this population will require
concurrently addressing drug use, depression and alcohol use, which are all
treatable conditions.
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F.S. Hall, J.F. Randall-Thompson, A.L. Riley and G.R. Uhl, American
University, Washington, DC and NIH/NIDA Intramural Research Program,
Baltimore, MD

CO-OCCURRING DOSE-DEPENDENT COCAINE-INDUCED AVERSIONS AND
PREFERENCES CONDITIONED IN DOPAMINE TRANSPORTER KNOCKOUT
MICE

Cocaine produces multiple effects that contribute to its abuse liability. Aversive
effects are frequently reported by humans yet much less frequently studied than
reward. Combined conditioned taste aversion (CTA)/conditioned place
preference (CPP) procedures can concurrently assess cocaine aversion and
reward in mice (Randall-Thompson et al., CPDD :30; 2005). We now report
assessment of cocaine CTA/CPP in mice with a reduced (+/-) or deleted (-/-)
dopamine transporter (DAT). While DAT is a major cocaine recognition site
linked with cocaine reward, (-/-) DAT knockout (KO) mice are rewarded by
moderate cocaine doses (Sora et al., 1998; 2000; Rocha et al., 1998). We thus
provided mice with 1-h daily water exposure in drinking chambers for 7 days
and then: (a) 20-min free access to two-compartment CPP chambers to test
initial side preference (Day 7) (b) 1-h access to a novel saccharin solution in
drinking chambers followed  by injections of cocaine (20 mg/kg, sc) or saline
and confinement to the initially-non-preferred sides of CPP chambers (Days 8
and 10) (c) 1-h access to water in drinking chambers followed by injections of
saline and confinement to the initially-preferred sides of CPP chambers (Days 9
and 11). Mice were allowed to express how they distributed their time during
free access to both sides of the CPP chamber (Day 12) and drinking of water
and saccharin in drinking chambers (Day 13). After conditioning, (+/+)
wildtypes, (+/-) and (-/-) DAT KOs all drank less saccharin. Further, (-/-) DAT
KOs failed to demonstrate CPP with this 20 mg/kg regimen, although (+/-)
DAT KOs and wildtypes demonstrated significant CPP. These observations
support the idea that cocaine-induced aversive features remain in the lifelong
absence of DAT. Failure to establish CPP to high cocaine doses in (-/-) DAT
KOs might even suggest that these mice were more sensitive to the aversive
features that high doses of cocaine can produce. Cocaine’s actions at NET
and/or SERT provide sites for aversive, the”jittery” or “dysphoric” cocaine
features reported by humans. (Support: NIDA, Mellon Found.)
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D.L. Haller, M.C. Acosta and M.E. Olbrisch, St. Luke’s-Roosevelt Hospital
Center and Columbia University, New York, NY and Virigina Commonwealth
University Medical Center, Richmond, VA

SUBSTANCE USE IN THE MORBIDLY OBESE:  DO ADDICTIVE PROCESSES
OVERLAP?

Obesity is a complex disorder influenced by genetics, metabolism, neural
frameworks, behavior, food habits and physical activity.  Numerous parallels
between overeating and substance abuse have been demonstrated, including
chemical neuromediators (James et al., 2004; Gold et al., 1997). PET scans
have shown that there is a reduction in striatal dopamine availability in obese
subjects similar to what has been observed in drug-addicts (Noble, 2000; Wang
et al., 2004). Little is known about substance use in obese populations.  The
current study examined rates of tobacco, ETOH,  and illicit drug use in a
sample of 100 morbidly obese persons seeking obesity surgery.  Participants
were mostly female (88%), 42.3 years of age (SD=11.9), with 14.5 years of
education (SD=2.5). Comorbid medical problems included pain (78%), GERD
(63%), arthritis (55%), hypertension (50%), sleep apnea (44%), diabetes (38%),
hypercholesterolemia (32%), asthma (37%), skin problems (24%), and edema
(15%).  Twelve month use rates were consistent with population rates (21%-
tobacco, 37%-ETOH, and 7%-illicit drugs). Patients who reported significant
binge eating behavior were significantly different than those with either no
binge behavior or minimal binge behavior on the following variables: use of
tobacco to improve mood, weight concerns with tobacco use cessation,
noncompliance with prescribed medications, and having multiple prescribers
for the same drug.  In addition, binge eaters were more likely to endorse IV
drug use, needle sharing, sex with an IV drug user, and crack cocaine use.
Binge eaters reported being more irritable, having more difficulty with medical
adherence, and having more difficulty in their relationships with their doctors.
While obesity has been cited as a protective factor for other addictive processes
(Kleiner et al., 2004), rates of substance use in the current morbidly obese
sample are similar to those in the population.  However, within this sample,
while binge eaters did not exhibit higher rates of substance use, they endorsed
more mood and substance-related health risk than non-binge eaters.
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J.A. Hanner, H.E. Jones, C. Wong, M. Tuten and M.L. Stitzer, Johns Hopkins
Hospital and  Bayview Medical Center, Baltimore, MD

IMPACT OF REINFORCEMENT-BASED THERAPY ON HIV HIGH-RISK
BEHAVIOR IN HEROIN ABUSERS

Introduction: Reinforcement Based Therapy (RBT), modeled on the
earlier Community Reinforcement Approach (Budney & Higgins, 1998;
Meyers & Smith, 1995), is designed to target the specific needs of
inner-city heroin dependent patients exiting 3-day detox- ification
programs and has been shown to increase rates of abstinence and
retention in outpatient treatment among injection drug users. RBT
provides housing, counseling, employment assistance and recreational
therapy contingent upon drug abstinence. In this study RBTÕs effects
on patientsÕ HIV high-risk behaviors were examined. Methods:
Subjects (N=130) were enrolled in an RBT aftercare study at the Johns
Hopkins BayviewMedical Center from April 2000 through March
2001. Subjects randomized to the RBT group (n=66) received a 1-hour
HIV education session each week in addition to the incentives for drug
abstinence listed above, while subjects in the control group (n=64) were
referred for routine treatment in the community. These analyses
compared results from a modified Risk Assessment Battery (Navaline
et al., 1994) obtained from RBT participants and controls at four
follow-up interviews over 12 months. Results: PROC MIXED analysis
revealed group effect on reported injection drug use during the past 30
days F(1, 468)=5.64, (p=0.018) and the frequency of injection per day F
(1, 156)=10.16, (p=0.002). There was also a trend toward significance F
(1, 17)=4.42, (p=0.051) on reported sharing of drug equipment
paraphernalia. Tukey HSD group comparisons within sequence
revealed a significant difference (p=0.029) at the 1-month time point
for the number of times a participant had injected per day for the RBT
vs. the Control group (1.77 vs. 3.57). There was no significant
difference between the groups in regard to other injection practices. In
terms of sexual practices, RBT patients showed no signif- icant
differences in the number of sexual partners or in the likelihood that a
given partnerwould have a known HIV status. There was no significant
difference in safe sex practicewith regard to condom use within the
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L.L. Hanselka, I. Gromov, A. Bondora and H.C. Urschel III, Matrix Alliance
Recovery Systems, Dallas, TX

THE USE OF TRILEPTAL (OXCARBAZEPINE) IN ALCOHOL DETOXIFICATION
AND TREATMENT

Anecdotal evidence from clinical practice suggests that adding Trileptal
(oxycarbazepine) to standard alcohol detoxification treatment protocols
positively impacts cravings in patients receiving outpatient treatment for
alcohol dependence.  This exploratory study employed a retrospective chart
review to gather preliminary data to evaluate the potential effectiveness of
Trileptal in the detoxification and treatment of patients with DSM-IV alcohol
dependence.  The investigators accessed the medical records of 11 alcohol
dependent adults who recently completed detoxification and intensive
outpatient treatment at two Dallas facilities.  Subjects received Trileptal in
addition to standard detoxification medications.  Data were gathered regarding
subjective perceptions of the physical and psychological urges to use alcohol
over a 10-day period following dosing with Trileptal.  A 5-item questionnaire,
developed by the authors and utilized to monitor severity and intensity of
cravings during treatment, assessed strength of desires to use alcohol, strength
of environmental stimuli to trigger urges for alcohol, and the likelihood of
alcohol use in usual drinking situations.  Subjects completed the questionnaires
at baseline (upon admission to the program and pre-dosing with Trileptal) and
during post-dose intervals of 1-5 days and 5-10 days.  Overall mean scores
were obtained for baseline and for both follow-up intervals.  Independent mean
scores also were calculated for each questionnaire item at each time of
measurement.  Independent t-tests were performed for each mean comparison at
the 95% level of confidence.  Results indicated a highly significant difference
in overall means from baseline to the first follow-up interval (1 to 5 days)
(p=.0047) and from baseline to the second follow-up interval (5 to 10 days)
(p=.0007).  All other mean comparisons were significant (p<.05), suggesting
the efficacy of Trileptal as a pharmacotherapeutic agent in the reduction of
cravings in alcohol dependent patients.  While the findings support the potential
clinical utility of Trileptal in alcohol detoxification treatment, controlled studies
with larger samples will be needed to more fully investigate the effectiveness of
Trileptal in treating alcohol dependence.
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V.S. Harder and H.D. Chilcoat, Johns Hopkins University Bloomberg School of
Public Health, Baltimore, MD

DRUG-USE DISORDERS AND THE RELATIONSHIP WITH LATENT CLASSES OF
DEPRESSION

BACKGROUND: Previous research has investigated the relationship between
major depression and drug use disorders, but little is known about the
likelihood of drug use disorders among subtypes of depression.  METHODS:
Using data from the National Epidemiologic Survey on Alcohol and Related
Conditions (NESARC), a nationally representative sample of 43,093 adults,
latent class analyses of history of depressive symptoms were conducted to
identify the number of subtypes (classes) of depression.  Subsequent
multivariate latent class regressions of depression class on history of drug
(illegal or prescription) use disorder (abuse or dependence) were conducted
adjusting for risk factors including other substance (nicotine and alcohol) use
disorders, demographic characteristics and proxies for socioeconomic status.
RESULTS: The best fitting model identifies four latent classes of depression.
Most of the study sample (70%) has a history of no depression (class 1), 6% has
a history of mild depression (class 2), 13% has a history of moderate depression
(class 3) and 11% has a history of severe depression (class 4).  Those with a
history of drug use disorder are approximately one-third more likely (OR: 1.3,
95%CI: 1.1, 1.5) to be in the mild depression class, one-half more likely (OR:
1.5, 95%CI: 1.3, 1.7) to be in the moderate depression class, and more than
twice as likely (OR: 2.5, 95%CI: 2.3, 2.9) to be in the severe depression class
versus being in the no depression class.  Those with a history of drug use
disorder are more than one-half as likely (OR: 1.7, 95%CI: 1.5, 1.9) to be in the
severe depression class as compared to the moderate depression class.  There
was no difference in the likelihood of class membership for those with a history
of drug use disorder between the moderate and mild depression classes (OR:
1.1, 95%CI: 0.9, 1.5).  CONCLUSION: This study provides quantitative
evidence that those with a history of drug use disorder are more likely to be
members of the more severe depression classes than the milder depression
classes.  Supported by NIDA grant T32DA07292.
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M. Hardy, Y. Hser and Y. Huang, University of California, Los Angeles, CA

RESEARCHING THE DECLINE IN HEROIN TREATMENT ADMISSIONS IN
CALIFORNIA:  IS PROPOSITION 36 A DETERMINING FACTOR?

In November 2000, California’s voter-initiated Substance Abuse and Crime
Prevention Act (SACPA, better known as Prop 36) mandated a large-scale
criminal justice policy shift, offering community-based, court-monitored drug
treatment in lieu of incarceration or probation without treatment.  As part of a
multi-method study of the treatment system impact (TSI) and outcomes of Prop
36 in five counties, we examine treatment admissions from the California
Alcohol and Drug Data System prior to and during the first two years of  Prop
36.    From  the  year  prior,  total  general  admissions  in Year  One  of  Prop
36 (2001-02) increased 11% statewide and in four of the five TSI counties
(11% to 34%).  However, admissions to methadone programs decreased by
20% statewide and in all TSI counties (11% to 35%).  Admissions for clients
whose primary drug was heroin also decreased statewide (11%) and in all TSI
counties (11% to 35%).  Moreover, the percentage of heroin users in Prop 36
ranged from 1% to 15% in the TSI counties and 6% statewide, but 0% to 10%
were admitted to methadone programs, with a statewide average of 1%.   In
Year Two of Prop 36 (2002-03), total general admissions remained fairly
stable, while heroin and methadone admissions continued to decline statewide
and in four TSI counties.  Exploring secondary epidemiological data on opiate
use and treatment,  and  primary  semi-structured   interviews  with  42  TSI
county  stakeholders (alcohol and drug services, the court, probation, district
attorney, public defender, local parole, treatment, and mental health), we test
our hypothesis that these treatment admission trends are more likely rooted in
disparate county-level Prop 36 practices (e.g., arrest, charging, and
adjudication) and methadone policies, than in changing heroin use patterns.
Study findings could assist policymakers in California and other states in the
design and implementation of initiatives similar to SACPA. Supported by
NIDA Grant R01 DA15431.
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A.C. Harmon, D.A. White, and S.G. Holtzman, Emory University School of
Medicine, Atlanta, GA

PRECIPITATED WITHDRAWAL FROM ACUTE MORPHINE DEPENDENCE IN
THE RAT AND ODOR AVERSION

Opiate withdrawal is accompanied with a variety of physiological and
behavioral changes in many species following acute or chronic administration.
In rodents, one consequence of opiate withdrawal is avoidance of the
environment in which the withdrawal occurred, indicating that cues paired with
opiate withdrawal can affect behavior during subsequent exposure to those
cues. The purpose of this study was to determine if withdrawal precipitated by
naltrexone (NTX) approximately 4 hours after a single dose of 10mg/kg
morphine would condition aversion to a withdrawal-paired odor.  Male Long-
Evans (250-275g) rats (n=6/group) were placed in a novel cage and exposed to
an orange odor for 15 minutes (min).  They were then injected with morphine
and placed in a cage with no odor. Approximately 4 hours later, rats were
injected with saline or NTX (0.003-0.3 mg/kg) and immediately placed in a
third cage that contained a lemon odor for 30 min.  Following this conditioning,
rats were returned to their home-cage. Twenty-four hours later, rats were put
into a two-chamber place conditioning apparatus, in which one chamber
contained a lemon odor and the other chamber contained an orange odor, and
allowed to freely explore both chambers for 15 min. Rats were tested at 1 and 2
weeks after conditioning to assess persistence of the effect.  Rats injected with
morphine followed by 0.03 mg/kg NTX spent significantly less time in the
chamber with the withdrawal-paired odor than they spent in the chamber with
the non-paired odor throughout testing, suggesting a conditioned aversion to the
withdrawal-paired odor.  Rats injected with morphine followed by 0.3mg/kg
NTX showed an odor aversion at 24 hour and 1 week, but not at 2 weeks. The
lowest NTX dose resulted in odor aversion at 1 and 2 weeks. In contrast, rats
injected with morphine followed by saline spent an equal amount of time in
both chambers during the two weeks of tests. This procedure appears to afford a
sensitive and efficient alternative to traditional place conditioning procedures
for modeling the affective state induced by antagonist-precipitated withdrawal
from acute opiate dependence. [Supported by NIH grants DA00541, DA14122,
and KO5 DA00008]
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J.M. Harrer, T.M. Winhusen, S.P. Berger, R.J. Goldsmith, F. Kropp, J.P.
Mezinskis, A. Elkashef and E.C. Somoza, VA Medical Center/University of
Cincinnati, Cincinnati, OH, NIDA, Bethesda, MD and VA Medical Center,
Portland, OR

EFFECT OF MEDICINE ON THE RISK ASSESSMENT BATTERY IN THE
TREATMENT OF COCAINE DEPENDENCE

Aims. In substance abuse treatment, sexual risk behavior has been reported to
decrease with decreasing substance use.   In this study we hypothesize that
medications may enhance the effect of behavioral treatments in reducing sexual
risk behavior. As part of a larger study to evaluate efficacy in the treatment of
cocaine dependence, donepezil, gabapentin, lamotrigine, reserpine, sertraline,
and tiagabine were evaluated for effects on sexual risk behaviors. Method. Two
separate eight-week outpatient studies were conducted, each testing three
medications against an unmatched placebo. The studies were conducted at the
Medication Development Research Unit (MDRU) at VA Medical Centers in
Cincinnati and Dayton, Ohio.  Participants met DSM-IV criteria for cocaine
dependence. A total of 127 participants were enrolled with 105 participants
completing the final study measures. All participants received one hour of
individual cognitive behavioral therapy on a weekly basis.  Primary outcome
for this was the Risk Assessment Battery (RAB) administered at baseline and at
eight weeks.  Findings.  Using baseline-endpoint analysis, only reserpine and
sertraline treated groups measured a significant decrease in total RAB score --
placebo (n = 32) baseline 4.6 ± 2.6/endpoint 3.9 ± 2.6; reserpine (n = 15)
baseline 4.0 ± 2.9/endpoint 2.9 ± 2.5 p < 0.05; sertraline (n = 15) baseline 4.5 ±
1.5/endpoint 3.1 ± 1.6 p < 0.05.  Conclusions.  Although the numbers in this
study are small, of the drugs studied, only reserpine and sertraline showed a
significant positive effect of reducing RAB scores.  This effect may be
explained by the drugs mechanisms of action.  Sertraline increases serotonin
levels in the brain and a large number of studies support a relationship between
impulsive behavior and serotonin levels.  Whereas, reserpine the original
neuroleptic, blocks central amine neurotransmission and may illicit
disengagement as is seen with traditional antipsychotics like haloperidol.
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N.G. Harrington, D.R. Lane, R.S. Zimmerman, K.M. Lederer, C.A. Martin and
T.H. Kelly, University of Kentucky, Lexington, KY

THE EFFECTS OF TARGETED MEDIA-BASED PREVENTION MESSAGES ON
MARIJUANA USE BY HIGH-SENSATION AND COGNITION-SEEKING YOUNG
ADULTS:  AN EXPERIMENTAL ANALYSIS

Targeted media-based prevention interventions increase awareness of risks and
reduce both intention to use and reported use of marijuana.  This study
examined the effects of media interventions targeted on high sensation-seeking
and need for cognition on marijuana self-administration behavior among light-
to-moderate marijuana users who were high sensation seekers with a high need
for cognition.  It was hypothesized that marijuana self-administration would be
diminished by exposure to targeted marijuana prevention media messages.
Thirty-two subjects completed a 13-week study.  On seven occasions occurring
once every two weeks, subjects completed 4-hour marijuana self-administration
sessions in a residential laboratory.  Performance and cardiovascular
assessments were completed before and after paced smoking of a marijuana
cigarette (3.0% THC, w/w), as well as following the 4-hour marijuana self-
administration interval.  The first 3 sessions over 5 weeks served as baseline.
Subjects then completed public-service media evaluation sessions twice per
week over the final 8 weeks of the study.  In these sessions, subjects viewed a
series of commercial advertisements and public-service messages that either did
(experimental) or did not control) include marijuana prevention messages that
were targeted to high sensation-seekers with a high need for cognition.
Experimental and control conditions were presented as 4-week blocks in a
counterbalanced order under double-blind conditions.  Prevention messages
increased perceptions of the negative consequences of using marijuana [F(1,
265)=2.83, p<.05, η2=.01], reduced behavioral intention regarding frequency of
use in the next 30 days [F(1, 263)=3.04, p<.05, η2=.01] and reduced reported
frequency of use in the last 30 days [F(1, 263)=2.87, p<.05, η2=.01] during pre-
testing. Every two weeks during the final 8-weeks of the study, subjects also
participated in marijuana self-administration sessions. Marijuana cigarettes
engendered typical THC effects (i.e., increased heart rate, subjective report of
drug effect, performance impairment).  The effects of the targeted prevention
messages on marijuana self-administration will be presented.  Research
supported by DA-12490.
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S.B. Harrod, C.F. Mactutus, M. Welch, C.E. Browning and R.M. Booze,
University of South Carolina, Columbia, SC

ACUTE AND REPEATED INTRAVENOUS COCAINE-INDUCED LOCOMOTOR
ACTIVITY IS ALTERED AS A FUNCTION OF SEX AND GONADECTOMY

Recent epidemiological studies suggest that of women who abuse drugs, such
as crack cocaine, many become more seriously addicted and spend a longer
portion of their lives abusing illegal drugs, relative to men. Studies which
elucidate the mechanisms that mediate cocaine-induced sex-differences will be
helpful in developing treatments for cocaine abuse by women. The present
experiment examined the effects of sex and gonadectomy on cocaine-induced
locomotor activity by intravenous (IV) cocaine.  Following habituation to the
activity chambers, male, female, castrated (CAST), and ovariectomized (OVX)
rats received daily IV cocaine injections (3.0 mg/kg/infusion) for 13
consecutive days.  Locomotor activity was measured in automated activity
chambers for 60 min following the baseline-saline administration and after the
1st and 13th cocaine injections. Observational time sampling was also
performed. The automated data revealed that females exhibited more cocaine-
induced locomotor activity and rearing compared to males.  The sensitized
rearing response, which was observed in females, but not males, was attenuated
by OVX.  This finding suggests sex differences in response to IV cocaine and
further shows that OVX attenuated cocaine-induced activity and rearing
behavior.  The observational time sampling data revealed that females showed
higher locomotor composite incidence scores relative to male and OVX rats
following acute and repeated IV cocaine injections. CAST, but not male, rats
exhibited behavioral sensitization.  The orafacial composite incidence data
indicates a sex difference in the expression of behavioral sensitization: female
rats exhibited higher orafacial composite incidence scores relative to males
following 13 IV cocaine injections; however, no sex difference was observed
following acute cocaine administration. OVX rats exhibited higher incidence
scores than females following the acute cocaine injection only.  Collectively,
these data show that the locomotor activating effects of acute and repeated IV
cocaine were altered as a function of sex and gonadectomy.
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C.L. Hart, M. Haney, S.K. Vosburg, S.D. Comer and R.W. Foltin, College of
Physicians and Surgeons of Columbia University and New York State
Psychiatric Institute, New York, NY

METHAMPHETAMINE SELF-ADMINISTRATION BY HUMANS SUBJECTED TO
SIMULATED SHIFT WORK

Individuals who work irregular or rotating shifts often use stimulants to offset
shift-change-related mood and performance decrements. The purpose of this
study was to characterize the reinforcing effects of the stimulant,
methamphetamine, during simulated shift work. Ten volunteers completed this
16-day residential study that examined the effects of changing work shifts on
oral methamphetamine (10 mg) self-administration. Volunteers participated in
two drug sample days that occurred before they moved into the laboratory. On
the first sample day, participants received methamphetamine in the morning
and on the second sample day, participants received methamphetamine in the
evening. Day and night shifts alternated three times during the study. When
participants worked the day shift, they were given the opportunity to self-
administer methamphetamine or receive a $1 voucher at 0915 and 1715. When
participants worked the night shift, they were given the opportunity to self-
administer methamphetamine or receive a $1 voucher at 0115 and 0915. Mood
and performance were significantly disrupted during the nightshift, but
participants’ choice behavior did not vary as a function of shift condition.
Participants overwhelmingly chose methamphetamine over the $1 voucher (>
70%) during first choice opportunity of the day, i.e., the morning, regardless of
shift condition. During the second choice opportunity, however, selection of
methamphetamine decreased to ~ 30%. These data suggest that
methamphetamine self-administration by shift workers is sensitive to contextual
factors, such as time of day.  The National Institute on Drug Abuse provided
financial support for this research (Grant #DA-03746).
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D. Hasin, S. Wang, E. Aharonovich and E. Nunes, Columbia University and
New York State Psychiatric Institute, New York, NY

CANNABIS WITHDRAWAL SYNDROME IN 1603 CURRENT CANNABIS USERS
FROM A NATIONAL SURVEY: SYMPTOM PREVALENCE AND FACTOR
STRUCTURE

Although no withdrawal criteria for cannabis are listed in DSM-IV, marijuana
abusers are increasingly seeking treatment, the potency of cannabis has
increased over the last decade, and clinical reports of cannabis withdrawal
symptoms have begun to emerge. Therefore, a better understanding of cannabis
withdrawal symptoms is important. To gain further knowledge about the
existence and relationships between cannabis withdrawal symptoms in a large
nationally representative sample, we studied the prevalence and latent variable
structure of lifetime cannabis withdrawal symptoms among 1603 current (last
12 months) cannabis users who participated in the National Epidemiologic
Survey on Alcohol and Related Conditions (NESARC) survey. To do so, we
used Mplus to conduct factor analyses of 17 potential symptoms. Results
indicated wide variability in the prevalence of symptoms. A two-factor model
emerged as fitting the data best (X2=21.615, 26df, p=0.71, RMSR=0.0360).
One factor consisted of common symptoms (increased sleep, feeling weak/tired,
yawning), with factors loadings of .75, .99 and .78, respectively. The other
factor consisted of less prevalent symptoms (depression, sweating/heart
beating, anxious, muscle aches, restlessness, vivid unpleasant dreams, shaking
and insomnia) with factor loadings of .60, .65, .69, .92, .77, .72, .96 and .68
respectively. The two factors were moderately correlated (r=.63). Additional
investigation should address whether the factor structure of cannabis
withdrawal varies by demographic or clinical characteristics. In addition,
investigation of the implications of cannabis withdrawal for the etiology and
chronicity of cannabis dependence is warranted, as well as the treatment
implications of this syndrome.
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A. Havard, M. Teesson, J. Ross and S. Darke, University of New South Wales,
Sydney, Australia

THE IMPACT OF TREATMENT FOR HEROIN DEPENDENCE ON CURRENT
MAJOR DEPRESSION: 12-MONTH FINDINGS FROM THE AUSTRALIAN
TREATMENT OUTCOME STUDY

Aim: To determine the relationship between exposure to treatment for heroin
dependence and current Major Depression. Subjects: 442 entrants to treatment
for heroin dependence in Sydney, Australia and a comparison group of 53
heroin users not currently in treatment. Procedures: Interviews addressing
participants’ drug use, treatment exposure, needle risk-taking behaviours,
injection related health, criminal activity and physical and mental health were
administered at baseline and 12 month follow-up. Diagnoses of current Major
Depression were obtained using the Composite International Diagnostic
Interview. Statistical analysis: The McNemar test for paired proportions was
used to examine the change in levels of depression over the follow-up period
and a logistic regression was employed to determine the independent predictors
of depression at 12 months. Results: The rate of current Major Depression fell
from 26% to 11% over the follow-up period. The logistic regression revealed
that treatment for heroin dependence was an important predictor of current
Major Depression at 12 months. Those meeting criteria for current Major
Depression at 12 months reported having experienced 50 less total days in
treatment over the follow-up period but had been engaged in more treatment
episodes. Those with current Major Depression at follow-up reported greater
heroin and other drug use, more risk-taking behaviours, poorer physical health
and greater psychopathology than those without depression. Conclusions: Rates
of depression decreased dramatically over the follow-up period, and treatment
exposure was revealed to play a role. The poorer functioning of participants
with current Major Depression indicates that depression is a continuing and
noteworthy problem among heroin users.
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J.R. Havens, C.B. Oser, C.G. Leukefeld, J.M. Webster, S.S. Martin, G.J. Postle,
D.J. O’Connell, J.A. Inciardi and H.L. Surratt, University of Kentucky,
Lexington, KY and  University of Delaware, Newark, DE

CHARACTERIZING PRESCRIPTION OPIATE ABUSERS:  RURAL VERSUS
URBAN RESIDENCE

Background and Objective: Recent epidemiological data suggest an
increase in prescription opiate abuse in the United States, and treatment
data show the greatest increase in rural areas. The purpose of the
current study was to compare prescription opiate abuse among rural and
urban probationers. Methods: Participants were enrolled in a NIDA-
funded HIV intervention study for urban (Delaware, n=785) and rural
(Kentucky, n=793) probationers. Demographic data, criminal behavior,
drug use, and HIV-risk behaviors were gathered during an interviewer-
administered questionnaire. Prevalence of prescription opiate abuse was
obtained by asking "how often did you use other, non-prescribed
opiates in the last 3 months you were on the street before you were
arrested?" Chi-square, t-tests and multiple logistic regression were
utilized to analyze the correlates of prescription opiate abuse. Results:
Participants were primarily white (59.9%), male (64.3%), and mean age
was 34.3 years. While rural/urban participants didnot differ on most
demographic characteristics, urban participants were more likely to be
African American (p<0.001). Of the rural participants, 36.3% had
abused prescription opiates in the three months prior to their arrest,
compared with only 3.7% of their urban counterparts (Odds Ratio
[OR]: 14.7, 95% Confidence Interval [CI]:10, 22.1). There was a
significant increase in the prevalence of prescription opiate abuse over
the four year study period, and heroin use was not prevalent among the
rural participants (0.5%). Even after adjustment for age, race, year of
recruitment and other drug use, rural probationers were 3.8 times more
likely (95% CI: 2, 7) to have abused prescription opiates than urban
probationers. Conclusions: Prescription opiate abuse appears to be far
more prevalent among rural probationers and continues to rise.
Availability of treatment for opiate abuse in rural areas should be
explored, and further study as to whether similar findings would be
observed in the general population is warranted.
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J.M. Hawke, Y. Kaminer, J. Burleson and R. Haberek, National Development
and Research Institutes, Inc., New York, NY and University of Connecticut
Health Center, Farmington, CT

STABILITY OF COMORBID PSYCHIATRIC DIAGNOSES AMONG YOUTHS IN
AOSUD TREATMENT

Dual diagnosis of psychiatric and alcohol and other substance use disorders
(AOSUD) is the rule rather then the exception among adolescents attending
treatment. However, there is a critical lack of information about the persistence
of psychiatric disorders during and after treatment for AOSUDs.  The current
study examines the persistence of Axis I, DSM-IV disorders among adolescent
participants in a cognitive behavioral therapy comprised of a 3-month treatment
phase followed by a 3-month aftercare intervention conducted in an outpatient
setting. Detailed descriptive and statistical analyses were conducted on a
subsample of 50 youths who were administered the Diagnostic Interview
Schedule for Children at entry to treatment and 9 months following after
separation from treatment. Psychiatric profiles of youths were compared.  The
initial prevalence of current full and subthreshold disorders was 20% and 40%
for an internalizing disorder, and 38% and 52% for an externalizing disorder
respectively. Findings indicated that moderate stability in psychiatric disorders,
particularly for internalizing disorders, although there was also considerable
change over time. Sign test demonstrated that 42% of youths exhibited less
severe psychiatric problems at follow-up; about half the youths showed no
changes in the presence of internalizing or externalizing disorders; and a small
percent of youths (6% for internalizing and 10% for externalized) exhibited
more severe psychiatric problems at follow-up.  Change was correlated with
indicators of alcohol and drug use severity and treatment participation (i.e., use
of prescription medications, and days in AOSUD treatment). Although the
analysis is preliminary, it underscores the need for further investigation on the
persistence and stability of psychiatric disorders among substance-using youths.
The study was supported by NIAAA grants #AA012187-01A2 and K24
AA013442-02.
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J.L. Hay, J.M. White, A.A. Somogyi and F. Bochner, University of Adelaide,
Australia

ANTINOCICEPTIVE EFFECTS OF REMIFENTANIL IN METHADONE-
MAINTAINED PATIENTS

Methadone used for opioid dependence therapy is associated with increased
pain sensitivity. Remifentanil is an ultra-short acting, mu opioid-receptor
agonist with high potency and intrinsic efficacy. This proof of concept study
aimed to investigate whether remifentanil elicits antinociception in methadone
maintained patients. Patients attended the testing session approximately 20
hours after their normal methadone dose. Following a 20 minute saline
infusion, they were administered intravenous remifentanil in seven increasing
doses ranging from 0.1 to 0.5 ?g/kg/min, each for 20 minutes. Ten minutes
following termination of the last infusion, the subject’s daily methadone dose
was given. Testing was performed in the last 10 minutes of each infusion and
every hour for 4 hours after the methadone dose. The testing measures included
nociception, as measured by the cold pressor test, withdrawal using the
Subjective Opiate Withdrawal Scale (SOWS), and subjective opioid effects
using the Morphine-Benzedrine Group Scale (MBG). Results indicated no
significant increase in cold pressor tolerance times compared to baseline and no
significant adverse effects in two subjects. Consequently, the dosing protocol
was amended and remifentanil was administered in increasing doses from 0.5 to
3.5 ?g/kg/min. Preliminary results showed a maximum increase in cold pressor
tolerance time from baseline of 330% in one subject and 65% in another during
this dosing protocol. During the infusion typical mu-opioid side effects were
observed but with no withdrawal. Cold pressor tolerance times resolved to
baseline an hour after the subjects’ methadone dose. The rapid onset/offset in
action and the analgesic properties of remifentanil may make it useful as an
acute analgesic in opioid tolerant patients, such as methadone maintained
patients.
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T. Hayashi and T.P. Su, NIH/NIDA Intramural Research Program, Baltimore,
MD

CNS MYELINATION CONTROLLED BY SIGMA-1 RECEPTORS AT
CHOLESTEROL/GALACTOSYLCEREMIDE-ENRICHED LIPID MICRODOMAINS
IN OLIGODENDROCYTE PROGENITORS

Myelins are enriched in cholesterol and sphingolipids and are important in the
brain in regulating axon conduction and regeneration. In rodents, myelin is
formed most actively during the first month after birth. In humans, however,
active myelination lasts throughout adolescence until about 20 years old.
Myelin is one of the brain structures most vulnerable to chemical or
pathological insults such as ischemia and oxidative stress. Some studies
suggested that cocaine and methamphetamine cause myelin degeneration in the
brain via oxidative stress. Sigma-1 receptors (Sig-1R) are endoplasmic
reticulum proteins enriched in the brain that have been shown by us to
compartmentalize and regulate the transport and dynamics of intracellular
cholesterol and sphingolipids. In this study, we examined the roles of Sig-1R in
myelination. Immunocytochemistry showed that Sig-1R are highly expressed in
the myelin sheets of oligodendrocytes (OLs), whereas moderate to low levels
are seen in neurons and astrocytes in rat brains. Sig-1R in the myelin sheet
colocalize with free cholesterol and galactosylceramides, forming detergent-
resistant lipid microdomains. Sig-1R increase in myelins of corpus callosum or
hippocampal CA2 regions after day 14 postnatal. Using progenitors of OL, we
found that an overexpression of Sig-1R in OL progenitors potentiates OL
differentiation and maturation. Conversely, knockdown of Sig-1R by siRNA in
OL progenitors attenuates differentiation and maturation. Importantly, a
prototypic Sig-1R agonist (+)pentazocine potentiates the OL differentiation and
the potentiation was blocked by a Sig-1R antagonist NE100. Our results
suggest that the activation of Sig-1R induces myelination in the CNS and that
pure, selective Sig-1R agonists may be of therapeutic value in promoting the
myelination against certain pathological insults including ischemia or oxidative
stress caused by cocaine and methamphetamine via their action at dopamine
transporters.
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L.F. Haynes, S.E. Back, J. Leimberger and R. Hubbard, Medical University of
South Carolina, Charleston, SC and Duke University, Durham, NC

IMPROVING THE TRANSITION FROM RESIDENTIAL TO OUTPATIENT
ADDICTION TREATMENT: GENDER DIFFERENCES IN RESPONSE TO
SUPPORTIVE TELEPHONE CALLS

This study investigated the effectiveness of supportive telephone calls in
increasing attendance at aftercare appointments among substance abusing men
and women recently discharged from residential treatment. Participants were
240 individuals enrolled at three sites who were participating in a NIDA
Clinical Trials Network study (CTN 0011). Participants were discharged from
short-term (7-42 days) residential treatment and randomized to receive a series
of seven supportive phone calls (SC) or to treatment as usual (TAU). During
the calls, clinicians expressed interest in patient’s well being, inquired about
substance use and participation in continuing care activities, reinforced positive
responses and encouraged increased participation in aftercare programs. Almost
all patients (94%) received at least one successful telephone intervention. In
comparison to men (n=154), women (n=86) had less severe baseline drug use,
fewer alcohol related hospitalizations, lower rates of past incarceration, and
more mental health problems (e.g., higher rates of outpatient care, psychiatric
medication, depression and anxiety symptoms). Women tended to have higher
rates of aftercare appointment attendance than men (52.3% vs. 40.3%, p =
0.07). The influence of the phone call regimen tended to be stronger for women
than men  (23.4% vs. 12.0% absolute increase in attendance over TAU),
although this finding did not reach statistical significance. Multivariable
logistical regression will be used to assess predictors of aftercare appointment
attendance for men and women. The findings from this study will help assess
whether there was a differential effective of the intervention on men and
women. Ultimately, the findings from this study may help improve treatment
efforts for men and women with substance use disorders.
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C.J. Heckman, K.S. Ingersoll, J. Cohen and A. Walker, Virginia Commonwealth
University, Richmond, VA

ALCOHOL USE AMONG HIV-POSITIVE INDIVIDUALS: THE IMPACT OF
GENDER, PERSONALITY, AND DRUG DEPENDENCE

Alcohol and drug use can contribute to viral infection, treatment non-
adherence, and poor clinical outcomes among individuals with HIV disease.
The purpose of this study was to determine the impact of specific psychosocial
and psychiatric variables on alcohol use among HIV patients.  The cross-
sectional sample included 90 HIV+ infectious disease clinic patients and was
60% male, 70% African-American, and 60% heterosexual.  Measures included
demographics, a multidimensional measure of HIV medication adherence, The
Alcohol Use Disorders Identification Test (AUDIT), The Composite
International Diagnostic Inventory – SF (CIDI-SF) that screened for mental
disorders, The Personality Diagnostic Questionnaire (PDQ) that screened for
the number of personality disorders present, and the Brief Substance Abuse
History Form.  Higher AUDIT scores are indicators of hazardous/harmful
alcohol use and possible alcohol dependence. Those variables significantly
related to AUDIT scores upon univariate analysis were included in the
multivariate model, which significantly predicted AUDIT scores (p < .001,
effect size eta2 = .461).  Gender (p = .038) contributed independently to the
multivariate model with AUDIT scores being higher for men (X = 6.77, SD =
8.02) than women (X = 3.89, SD = 7.49), indicating that men were more likely
to be experiencing problematic alcohol use or be dependent on alcohol. The
other variables that contributed significantly were PDQ score (p = .009) and
CIDI-SF drug dependence (p = .001).  Those who screened positive for more
personality disorders (r = .36, p = .01) or who were drug dependent (p < .001)
were more likely to have high AUDIT scores.  HIV+ patients with personality
dysfunction are at increased risk of alcohol and drug dependence that can
complicate effective healthcare.  We will further discuss gender differences in
drinking, drug use, personality disorders, and adherence, as well as their
combined impact on treatment needs for this challenging population.
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S.L. Hedden, R.F. Woolson, R.J. Malcolm and K.T. Brady, Medical University
of South Carolina, Charleston, SC

RANDOMIZATION STRATEGIES IN A THREE-ARM CLINICAL TRIAL:
METHODOLOGICAL COMPARISONS AND AN APPLICATION IN THE
MODAFINIL TRIAL FOR COCAINE DEPENDENCE

The validity of any clinical trial is dependent upon study design and conduct.
One aspect of study design, randomization, is especially important in clinical
trials. Many random allocation techniques pursue the goal of balanced
treatment assignment. Imbalance in the treatment assignments impacts the
precision of treatment effect estimates. The current simulation study examines
several strategies for randomizing patients to a three-arm clinical trial and
evaluates the degree of treatment imbalance. Randomization schemes alone do
not always ensure equal distributions of covariate factors and confounders
between treatment groups. Stratification and minimization are methods often
utilized to balance covariate factor distributions between treatment arms.
Treatment imbalance within covariate factors may lead to biased estimates of
treatment effect. Therefore, the second part of the simulation study compares
covariate factor distributions between treatment groups using methods of
minimization. A variety of randomization schemes and techniques having
different balancing characteristics were compared using simulated data based
upon the properties of the Modafinil grant for cocaine dependence. Using SAS
software, a random number was generated and assigned to a treatment group
dependent upon the randomization procedure selected. The process was
repeated until the fixed sample size was obtained. Randomization procedures
were then compared utilizing the measures of both treatment and covariate
imbalance. Results demonstrate large treatment imbalance in complete
randomization. Randomization methods such as the urn and the biased coin
have smaller treatment imbalance with the biased coin method demonstrating
the most constraint. Covariate imbalance is small and approximately the same
for both complete and covariate adaptive randomization. The small covariate
imbalance may be due to the large size of the Modafinil trial (N=264).
Covariate imbalance may be better controlled using adaptive randomization for
trials of small size but is not an issue for the Modafinil study. In conclusion, an
optimal randomization scheme for the Modafinil trial should focus on treatment
imbalance constraints; thereby, improving the precision of treatment estimates.
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S.H. Heil, S.T. Higgins, L. Solomon, I.M. Bernstein, M.E. Lynch, L. McHale,
N. Jacuzzi and A. Dumeer, University of Vermont, Burlington, VT

VOUCHER-BASED INCENTIVES FOR ABSTINENCE FROM CIGARETTE
SMOKING IN PREGNANT AND POSTPARTUM WOMEN

Maternal cigarette smoking is a leading preventable cause of poor pregnancy
outcomes in the U.S.  Effective interventions exist for promoting smoking
cessation during pregnancy, but cessation rates are often low (< 20%).  Our
group has recently published promising results from a pilot study examining the
use of abstinence-contingent vouchers to increase cessation rates during and
following pregnancy among women still smoking at their first prenatal care
visit. In that study, the majority of women (41/58) were assigned to study
conditions as consecutive admissions.  In this abstract, we report preliminary
results from a replication using a fully randomized design.  Sixty-five women
have been assigned to a Contingent condition (N = 32) wherein voucher
delivery is dependent on biochemically-verified smoking abstinence or a
Noncontingent condition (N = 33) wherein voucher delivery is independent of
smoking status.  Participants are 23.8 + 5.4 yrs old, 92% Caucasian, completed
11.9 + 2.2 yrs of education, and smoked 19.6 + 8.3 cigs/day prior to learning of
the pregnancy and 9.2 + 5.8 cigs/day at study admission.  There are no
significant differences in subject characteristics between treatment conditions.
Vouchers are available during pregnancy ($786 maximum) and for 3 months
postpartum ($360 maximum).  Participants are followed through 6 months
postpartum.  Two contingent and 2 noncontingent participants have had adverse
pregnancy outcomes and were excluded from the following results.  Verified
abstinence rates in the Contingent and Noncontingent conditions at end-of-
pregnancy were 10/27 (37%) vs. 2/28 (7%) (chi sq=7.2, p<.01).  At 3- and 6-
months postpartum, rates were 4/21 (19%) vs 0/21 (0%) (chi sq=4.4, p=.11) and
1/19 (5%) vs. 0/17 (0%) (chi sq=.92, p=.99).  To our knowledge, these results
represent the first replication of the efficacy of contingent vouchers on smoking
cessation during pregnancy and the effect appears larger than many other
interventions.  Results from the postpartum period are still somewhat unclear
due to smaller sample sizes, but suggest that there is continued efficacy of
contingent vouchers through 3 months postpartum.

279

A.J. Heinz, D.H. Epstein and K.L. Preston, National Institute on Drug Abuse,
Intramural Research Program, Baltimore, MD

SPIRITUAL ACTIVITIES AND PREVIOUS SPIRITUAL EXPERIENCE AS
PREDICTORS OF TREATMENT OUTCOME AMONG PATIENTS IN AN INNER
CITY METHADONE MAINTENANCE PROGRAM

Although spirituality is an integral component of some of the most popular
approaches to substance-abuse treatment (such as 12-step programs), there is
little empirical evidence for a predictive relationship between spirituality and
treatment outcome. In the present study, 169 (121 male, 48 female) opiate- or
cocaine-abusing treatment seekers completed the Index of Spiritual Experience
(INSPIRIT), a tool that assesses spirituality independent of religiosity.  Their
responses were analyzed in terms of demographic variables and treatment
outcome.   All patients were offered 12 weekly cognitive-behavioral therapy
sessions; opiate-dependent patients also received a 21-day supervised
withdrawal with methadone.  Outcome was assessed by treatment retention and
drug screens from urine collected biweekly under observation. Religious
affiliation was 56% Protestant, 24% Catholic, 8% other (e.g. Buddhist, Jewish)
and 12% none.  Total INSPIRIT score was correlated with number of cocaine-
negative urines (r = .16, p = .038), but not with any other indices of treatment
outcome. Time spent on religious activities showed a small correlation with
retention (r = .165, p = .032) and with numbers of cocaine- and heroin-negative
urines (r = .199, p = .01; r = .17, p = .027). Although there was no sex
difference in total INSPIRIT score, women were more likely than men to report
spiritual beliefs or experiences on several individual items. African Americans
had higher Total INSPIRIT scores (F(1,167) =7.29; p < .01) than non-African
Americans and were more likely to report spiritual experiences.  In general,
religious/spiritual beliefs were common in this sample of substance abusers and
were associated with treatment outcome, but differed by gender and race. The
results of this study support previous reports that spiritually plays a role in
substance-abuse recovery and suggest that demographic characteristics should
be considered in the design of spiritually oriented behavioral interventions for
the treatment of addictions.
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D.M. Herbeck, Y. Hser and C. Teruya, University of California, Los Angeles,
CA

EMPIRICALLY SUPPORTED SUBSTANCE ABUSE TREATMENT APPROACHES:
A SURVEY OF TREATMENT PROVIDERS’ PERSPECTIVES AND PRACTICES

A wide array of treatment approaches with varying levels of empirical support
is available to community-based substance abuse treatment providers.
However, staff perceptions of treatment effectiveness as well as program and
workforce-related factors may influence the use of these treatments.   Program
directors (n=30) and staff members (n=331) from residential, outpatient and
methadone treatment facilities in 13 California counties were surveyed via self-
administered questionnaires.  We examined their perspectives on the
effectiveness and use of seven psychosocial, six holistic, and 13 pharmacologic
treatments.  Initial analyses indicate most of the psychosocial treatments and
several holistic approaches were rated as effective (between 3 and 4 on a 5-
point scale), including several with strong empirical support e.g., Motivational
Enhancement Therapy (MET), and Community Reinforcement Approach
(CRA), but also some that currently have less empirical support, e.g., Solution
Focused Therapy (SFT), meditation and yoga.  MET, CRA, SFT and meditation
were used at more than half of the programs surveyed.  A large proportion of
providers reported not knowing the effectiveness of certain pharmacologic
treatments (e.g., 47% did not know the effectiveness of buprenorphine), and the
mean effectiveness ratings were lower (e.g., mean of 2.8 for buprenorphine)
than those of the psychosocial treatments.  Further analyses will examine the
extent that effectiveness ratings and use of empirically supported treatments
vary by workforce factors (e.g., staff role, education, recovery status), and
program factors (e.g., treatment modality, training resources, adherence to the
social model philosophy).  The findings from this study will provide important
information to guide training and research dissemination efforts.
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D.V. Herin, S.J. Stutz and K.A. Cunningham, University of Texas Medical
Branch, Galveston, TX

PLACE PREFERENCE CONDITIONED TO A SINGLE TRIAL WITH COCAINE:
ROLE OF SEROTONIN 2A RECEPTORS

Stimuli associated with cocaine exposure can elicit relapse in human drug
users; analogously, rodents spend more time in an environment previously
paired with cocaine as measured by the conditioned place preference (CPP)
paradigm. We hypothesized that the 5-HT2AR may control either the
acquisition, consolidation and/or the expression of cocaine CPP. To this end,
we first generated a dose-effect curve for cocaine to produce a CPP following
one trial: during each of two sessions, animals received saline or cocaine (5, 10,
20 mg/kg, IP) and were immediately confined to one side of the apparatus for
45 min.  Cocaine-treated animals were given cocaine in one chamber and saline
in the other, while control animals were paired with saline in both conditioning
environments. Expression of this single-trial CPP was tested in cocaine-free
animals allowed to freely roam the apparatus for 15 min; the time spent in each
chamber was recorded. The most robust CPP was established with 20 mg/kg of
cocaine (p<0.05). We subsequently determined whether acquisition,
consolidation, and expression of cocaine (20 mg/kg) CPP were blocked by the
selective 5-HT2AR antagonist M100907 (0.2, 0.8 mg/kg). Acquisition of
cocaine CPP was attenuated by both doses of M100907 (0.2, 0.8 mg/kg;
p<0.05), while CPP expression was attenuated by the higher dose of M100907
(0.8 mg/kg; p<0.05).  M100907 was without effect on consolidation of cocaine
CPP. These results indicate that the 5-HT2AR is involved in acquisition and
expression of cocaine CPP and suggest that 5-HT2AR antagonists should be
further investigated to reduce the conditioned stimulus effects of cocaine in
humans. Supported by NIDA DA 07287, DA 15272, DA 00260 and DA 06511.
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R.I. Herning, K. Tate, W. Better and J.L. Cadet, NIH/NIDA Intramural
Research Program, Baltimore, MD

EEG AND CEREBRAL BLOOD FLOW VELOCITY DEFICITS IN CHRONIC
COCAINE ABUSERS CORRELATE WITH COCAINE USE

The present study examines the influence of HIV-seropositivity and antiviral
medications on the EEG of cocaine abusers. Thirty-six  HIV- cocaine abusers,
24 HIV+ cocaine abusers (CD4: mean 407, SD 206) and 16 control HIV-
subjects were studied.  The subjects underwent an eyes closed EEG evaluation
within 72 hours of admission to the inpatient research unit for the cocaine
abusers or on an outpatient basis for the control subjects.  A three minute period
of EEG was recorded  from 16 electrodes ( Fp1, F3, C3, P3, O1, F7, T3, T5,
Fp2, F4, C4, P4, O2, F8, T4, and T6).  The artifacted EEG was converted to six
frequency bands (delta, theta, alpha1, alpha2, beta1 and beta2) using a fast
Fourier transform.   HIV- cocaine abusers and  unmedicated HIV+ cocaine
abusers (n= 18/24) had significantly (p< 0.05) reduced log delta power in
comparison to control subjects and to HIV+ cocaine abusers (n= 8/24)  using
antiviral medications.  No difference in log delta power was observed between
the medicated HIV+ cocaine abusers and the control subjects.  The observation
of reduced log delta power in the HIV- and HIV+ cocaine abuser not using
antiviral medications are consistent with previous published data. Our findings
suggest that unmedicated HIV+ cocaine abusers have EEG  deficits which are
similar to HIV- cocaine abusers.  Interesting, antiviral medications appear to
normalize these EEG deficits in HIV+ cocaine abusers.
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L.S. Hess, S. Libretto, M. Landry, N. Linder and E. Moolchan, Danya
International Inc., Silver Spring, MD and NIH/NIDA Intramural Research
Program, Baltimore, MD

DEVELOPING AND PILOT FEASIBILITY TESTING A MULTI-PROBLEM
SCREENING SYSTEM FOR YOUTH

The AMA Guidelines for Adolescent Prevention Services (GAPS) state youth
should be screened annually for eating disorders, sexual activity, alcohol and
other drug use, tobacco use, abuse, school performance, depression, and suicide
risk.   GAPS also recommends screening for comorbid risk behaviors in these
domains.  Despite the emphasis on screening, many providers do not routinely
screen for risk behaviors that affect youth.  The lack of age-appropriate and
efficient tools for identifying problem behaviors is a barrier to screening youth.
The optimal screening tool should be brief and able to identify youth with
multiple risk behaviors.  A multi-domain screening system for youth (11 to 19
yrs) was developed to determine clients’ risk behaviors and problems within the
following domains: alcohol, tobacco, and drug use; school problems; abuse
victimization; emotional distress and suicide risk; sexual behaviors; family
functioning; violent behavior; unhealthy weight control; physical activity;
behaviors related to motor vehicle occupant injuries; and peer relations and
social skills.  A literature review was conducted to establish the prevalent
problem behaviors among youth, and to identify screening questions relevant to
these behaviors.  Based on the review a screening system was developed. The
system was then modified based on focus group and expert panel input,
resulting in a set of prescreening and screening questions for each domain.  A
feasibility study was conducted to elicit information on ease of use, ease of
scoring, rapidity of use, missing or duplicative information, organization of
information and practicality.  Nine youth prevention and intervention
professionals participated in the study.  Participants read through the screening
system, and then conducted an administration of the tool. Upon completion,
participants were asked to identify areas in which the client would need further
assessment.  All participants correctly identified the areas that needed further
assessment.  Participants stated the screening system addressed pertinent
problem behaviors among youth and the screening questions elicited
information that suggested the need for further assessment.
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G.M. Heyman and B.J. Dunn, McLean Hospital/Harvard Medical School,
Belmont, MA

REPEATED CHOICE AND MEMORY-TASK PERFORMANCE PREDICTS DRUG
USE IN NON-CLINIC SUBJECTS

Recent research shows a correlation between preference for specious rewards in
choice experiments and heavier levels of drug use. For instance, in an
ambiguous, repeated choice procedure, subjects recruited from drug treatment
clinics tended to prefer monetary rewards that were better from the perspective
of the current trial, whereas subjects recruited from the community tended to
prefer monetary rewards that were better from the perspective of the current
trial plus the next trial (Heyman & Dunn, 2002). The rewards that were better
in the current trial were specious because the judgment that they had greater
value was valid only if the frame of reference was restricted to the current trial.
The present study tested (1) whether performance in an ambiguous, repeated
choice task predicts differences in drug use in a non-clinic population, and (2)
whether there was a correlation between performance in working memory tasks
and performance in the choice procedure. The subjects (72) were recruited by
newspaper and Internet ads and were administered 2 choice games, 4 memory
tests, several drug use questionnaires, and the Wechsler abbreviated IQ test. In
the ambiguous, repeated choice procedure one option was better on the current
trial, whereas the other option was better for an aggregate composed of the
current trial plus the next trial. One-third of the subjects had a history of heavy
illicit drug use. This group was more likely to prefer the speciously higher
reward (p = 0.02), and depending on level of use there were significant
correlations between years of illicit drug use and preference for speciously
higher rewards (e.g., r = 0.41 to 0.61). Performance in the memory tasks was
modestly correlated with choice performance and predicted drug use history (p
= 0.04). The results are consistent with previous results showing that
differences in decision-making are correlated with differences in drug use.
More generally, these results help explain the persistence of drug use despite
consequences that when aggregated are aversive. Supported by NIDA Grant
DA14387
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T.L. Hieronymus, T.N. Nanovskaya, S.V. Deshmukh, G.D.V. Hankins and M.S.
Ahmed, University of Texas Medical Branch, Galveston, TX

METHADONE METABOLISM BY PRE-TERM HUMAN PLACENTAS

Pregnancy is associated with changes in maternal physiology and the placenta
assumes vital functions necessary for fetal growth and development. The
placenta can also act as a functional barrier protecting the fetus from drugs and
xenobiotics. Aromatase also known as cytochrome P450 19 (CYP19) was
identified in term placenta as the major enzyme responsible for the metabolism
of methadone to 2-ethylidine-1,5-dimethyl-3,3-diphenylpyrolidine (EDDP).
The goal of this investigation was to determine the activity of aromatase in
placentas obtained from preterm deliveries. All the preterm placentas utilized
were of gestational age <36 weeks and were arbitrary divided into the following
groups: 17-20 weeks, 21-24, 25-28, 29-32 and 33-36.  In all placentas, the only
metabolite of methadone formed in the reaction was identified by HPLC/UV as
EDDP.  The selective inhibitors of aromatase namely, Aminoglutethimide and
4-hydroxyandrostenedione, confirmed its identity by inhibiting the formation of
EDDP by 90 and 80%, respectively. Analysis of the methadone saturation
curves for each preparation revealed the apparent mean Km and Vmax (table).
GA (weeks) Mean Km (µM) Mean Vmax (pmol/mg. pr. Min)
17-20 486 173
21-24 339±83 111±40
25-28 433±186 257±43
29-32 410±109 297±69
33-36 357±118 242±92
The data on the activity of the enzyme in second trimester placentas
(<25weeks) was lower than that of the third trimester (26-36 weeks, p <0.01).
Therefore, it appears that the activity of aromatase in the metabolism of
methadone increases with gestational age.
Supported by a grant from NIDA to MSA.
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S.T. Higgins, S.H. Heil, G.J. Badger, J.A. Mongeon, L.J. Solomon, L. McHale
and I.M. Bernstein, University of Vermont, Burlington, VT

BIOCHEMICAL VERIFICATION OF SMOKING STATUS IN PREGNANT AND
RECENTLY POSTPARTUM WOMEN

Cigarette smoking is one of the leading preventable causes of poor pregnancy
outcomes.  As such, there are research and clinical initiatives underway to
eliminate smoking among pregnant and recently postpartum women.  Important
to those efforts are valid methods to assess smoking status.  The study to be
presented was conducted to examine several different methods and cutpoints
for assessing smoking status in pregnant and recently postpartum women.  Self-
reported smoking status, urine-cotinine levels determined by gas
chromatography (GC) and by enzyme immunoassay testing (EMIT), and breath
carbon-monoxide (CO) levels were assessed at 28-weeks antepartum and 12-
and 24-weeks postpartum in 131 women enrolled in studies on smoking
cessation and relapse prevention.  Classifications based on urine-cotinine GC
testing served as the standard in most analyses.  Overall agreement between
self-reported smoking status and classification based on urine-cotinine GC
testing was excellent (> 95%) at several cutpoints (50, 25, & 12.5 ng/ml), but
highest at 25 ng/ml.  We saw no need for different cutpoints antepartum versus
postpartum.  Classifications based on EMIT urine-cotinine levels were in nearly
perfect (> 98%) agreement with those made by GC when the cutpoint for the
former was set at approximately 80 ng/ml (79-87 ng/ml).  Classifications based
on breath CO were in relatively poor agreement (< 87%) with GC
classifications at all cutpoints examined, but best at 4 ppm.  Overall, this
presentation will provide detailed information on several commonly used
methods for classifying smoking in pregnant and recently postpartum women
that should be practically useful to researchers and clinicians involved in efforts
to eliminate smoking in this population.
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D.A. Highfield, R.P. Schwartz, J.H. Jaffe, J.M. Callaman, K. O’Grady, R.
Battjes, C. Butler, C. Rouse and J.V. Brady, Friends Research Institute, and
University of Maryland School of Medicine, Baltimore, MD

INTERIM METHADONE MAINTENANCE: SUCCESSES VERSUS FAILURES

Interim methadone maintenance was developed to address the problem of long
wait lists for entry into methadone treatment programs (MTP). Interim
Maintenance consists of methadone maintenance, with only emergency
counseling, for no more than 120 days for individuals awaiting admission to
comprehensive methadone treatment. In a randomized clinical trial conducted
in Baltimore, Interim Maintenance was highly successful at reducing heroin
use, self-reported criminal behavior, and retaining participants in treatment until
a comprehensive treatment slot became available. Of the 199 participants who
were randomly assigned to interim maintenance 161 participants (81%) either
self-reported entering comprehensive treatment (n=151) by day 120 or
successfully completed 120 days of interim treatment, but subsequently decided
not to enter comprehensive treatment (n=10). In order to improve the success of
Interim Maintenance Treatment, it is of interest to determine any differences
between those 161 individuals that completed interim maintenance versus those
for who dropped out of interim maintenance treatment. According to treatment
records, thirty-two individuals dropped out of Interim Maintenance for various
reasons (an additional 5 individuals who did not receive any methadone dose
and one person who died were not included in analysis). Individuals who
successfully completed interim treatment had a higher average number of prior
treatment episodes at baseline than individuals that dropped out of treatment
(ANOVA, p<.03). Individuals who dropped out of interim maintenance were
more likely to have been convicted of a crime (ANOVA, p<.05) and had spent
more months incarcerated (ANOVA, p<.01) than individuals who successfully
completed interim maintenance.
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A. Higuera, M. Biscaia, B. Fernández, M. Miguéns, N. del Olmo, I. Torres, C.
García-Lecumberri, M.P. Viveros and E. Ambrosio, Universidad Nacional de
Educacion a Distancia, and UCM, Madrid, Spain

PRE-EXPOSURE TO CANNABINOID AGONIST CP 55,940 DURING RAT
EARLY ADOLESCENCE FACILITATES ACQUISITION OF COCAINE SELF-
ADMINISTRATION BEHAVIOR IN THE ADULTHOOD

An increased risk of developing drug abuse and drug-related problems is
associated with the adolescent period. The use of cannabinoids in human
adolescents is widespread, but the long-term behavioural effects of adolescent
cannabinoid exposure on drug dependence in the adulthood are poor
understood. The aim of this  work  has been to study the effect of a chronic
treatment with the cannabinoid receptor agonist CP 55,940 (CP) during an early
adolescent period on the acquisition of  i.v. cocaine self-administration in male
and female adult Wistar rats. CP (0.4 mg/kg i.p.) or its corresponding vehicle
(VEH) were administered once daily, from day 28 to day 38 postnatal. When
the subjects reached the day 100 postnatal, rats of both sexes were trained for
acquisition of i.v. cocaine self-administration (1 mg/kg) under a fixed ratio 1
(FR1) for 7 days. Preliminary results indicate that the number of cocaine
injections self-administered  in CP subjects was higher than in VEH animals,
particularly in females. These  preliminary results suggest that cannabinoid pre-
exposure during early adolescence might facilitate cocaine self-administration
behavior in the adulthood [Supported by the Ministerio de Educación y Ciencia
(BSO2001-1099); Comunidad Autónoma de Madrid (GR/SAL/0260/2004);
Fondo de Investigaciones Sanitarias (FIS,G03/05); and Plan Nacional sobre
Drogas 2004-2007].
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M.P. Hillhouse, P. Marinelli-Casey and R. Rawson, University of California,
Los Angeles, CA

THE LET (LIFE EXPERIENCE TIMELINE): A NEW INSTRUMENT FOR
COLLECTING TIME-ANCHORED NATURAL HISTORY DATA

Drug use and other negative behaviors often occur concurrently. Research,
however, has failed to resolve whether drug use is an antecedent to, or
consequence of  the occurrence of these other behaviors. The Life Experience
Timeline (LET) was designed to answer these questions by collecting
information in multiple pertinent domains in a face-to-face interview setting.
Alcohol and drug use, criminal behavior, incarcerations, drug abuse treatment,
medical and psychiatric hospitalizations, and symptoms of drug use are
assessed for each month since the first of these behaviors occurred.  The LET
format was designed to collect pertinent data while also reducing the
cumbersome nature of most natural history interviews. Although difficulties in
recalling details such as dates are expected, especially over long periods of
time, multiple methods for increasing recall are utilized in the LET interview.
Importantly, the design of the LET has been formatted for use with
computerized software allowing the completed form to be faxed directly into
the database. This method increases the opportunities for data analyses while
reducing the errors found in manually input data.  The LET is currently being
used in the Multiyear Methamphetamine Treatment Follow-up Study, a
longitudinal follow-up of methamphetamine-dependent adults who previously
presented for treatment in one of eight treatment sites in Montana, Hawai, and
California. The LET is presented in full detail, as well as preliminary LET data
from the Multiyear Methamphetamine Treatment Follow-Up Study.
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L.D. Hoffer, S.K. Koester, A. Ben Abdallah and L.B. Cottler, Washington
University School of Medicine, St. Louis, MO and University of Colorado at
Denver, Denver, CO

HOW FIXED PRICES OF HEROIN COEXIST WITH VARIATIONS IN CONSUMER
DEMAND WITHIN A LOCAL HEROIN MARKET

Previous research on illegal drug markets has largely focused on price elasticity
to explain changes in demand. This study demonstrates that heroin purity,
quantity, and price combine to reflect demand and assessing any of these
variables individually can be misleading. As part of a five year NIDA funded
intervention study targeting IDU networks, data come from a sixteen-month
ethnographic case-study of a heroin dealing network operating in Denver,
Colorado. In Denver, since the early 1980’s the price of the smallest retail unit
of heroin, a pill, has remained at $20. The purity of heroin within this market
also remained consistent. But this stability was not a realistic reflection of
demand within this local market. This study found two primary types of
customers buying heroin: “simple customers,” who only purchased heroin for
their personal consumption, and “subsidiary dealers,” who purchased heroin to
sell to other users in the open-air market. To resell heroin, subsidiary dealers
divided the gram into “pills.” A subsidiary dealer’s expectation of demand and
understanding of competition in the open market dictated how many pills were
produced from each gram. As a result, the number of pills indirectly reflected
demand and was unrelated to the pill’s retail price or purity, which remained
constant. Pill sizes of 1/11th to 1/15th of a gram indicated demand was high,
whereas a pill size 1/10th of a gram, or larger, indicated demand was low or
constant. Delineating the structure of a local drug market can elaborate how
specific economic inconsistencies between drug market demand and street price
are reconciled, as well as how the variables of price, purity, and quantity
interact. This study concludes by discussing policy implications of these
findings for surveillance monitoring of drug trends and recommends how to
model relationships between these epidemiological indicators.
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H.L. Hofflich, Y. Gurevich, G. Bart, A. Ho and M.J. Kreek, The Rockefeller
University, New York, NY

GENDER DIFFERENCES OF THE STRESS RESPONSIVE HORMONES:
PROLACTIN, ACTH, AND CORTISOL IN NORMAL AND FORMER
COCAINE-DEPENDENT VOLUNTEERS

Relatively few studies have addressed gender differences in basal prolactin,
ACTH, and cortisol levels in cocaine and former cocaine dependent subjects.
Many studies have addressed gender differences in  prolactin in normal
volunteers. Also, studies have shown that prolactin release is greater in healthy
females than healthy males, in part due to the effect of estrogen on prolactin
expression. One small study has suggested increased plasma ACTH secretion in
healthy males compared with healthy females, but it also showed a decreased
ACTH to cortisol ratio in men. We examined placebo data from ongoing
studies of human neuroendocrine function for gender differences in 22 healthy
female and 23 healthy male volunteers with no current or past drug addiction,
and 7 female and 7 male volunteers with former cocaine dependence
(abstinent>6 months).  None of the females were on oral contraceptives, nor
were they pregnant.   Serum prolactin, ACTH, and cortisol concentrations were
determined by radioimmunoassay performed on blood samples drawn over 90
minutes following an I.V. saline placebo infusion. A 2-way ANOVA of the area
under the curve shows that there was a significant effect of drug history and of
gender on prolactin levels. As anticipated, female normal volunteers were
found to have higher levels of prolactin than male normal volunteers (p<.001).
Interestingly, this gender difference was not found in former cocaine dependent
males and females. Former cocaine dependent subjects had a lower prolactin
level overall (p<.01). Females, both drug free and normal volunteers, had a
higher prolactin level overall (p<.05). There were different, but significant,
patterns of gender and drug history effects in ACTH and cortisol. Elucidating
gender differences in baseline neuroendocrine function is important to a better
understanding of the role of prolactin, ACTH, and cortisol in the stress
responsive HPA axis.
Supported by grants NIH DA-P60-05130, DA00049; NIH-NCRR-MO1-
RR00102
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J.A. Hollander and R.M. Carelli, University of North Carolina at Chapel Hill,
NC

EXTENDED ABSTINENCE FROM COCAINE SELF-ADMINISTRATION: EFFECTS
ON NEURAL ENCODING OF
GOAL-DIRECTED BEHAVIORS IN THE ACCUMBENS

The nucleus accumbens (Acb) is a critical neural substrate that mediates the
reinforcing effects of cocaine however little is known about how the
interruption and resumption of cocaine self-administration alters Acb neuronal
firing properties.  In Exp. 1, Male Sprague Dawley rats (n=12) were implanted
with jugular catheters and microelectrode arrays in the Acb, and one week later
trained to self-administer cocaine (0.33 mg/inf; 2 hr) until responding was
stable (2-3 wks).  A subset of rats (n=6) continued to respond for cocaine (‘0
month’, controls) while the other rats (n=6) underwent 1 month abstinence
(animals remained in colony room) before returning to self-administration
sessions.  In Exp. 2, rats followed an identical protocol as the controls described
in Exp. 1 except began the experiment 2-3 months older (‘aged-control’; n=6),
received surgery 2 mo prior to training (‘microwire-control’; n=6) or underwent
a 2 month abstinence period (‘2-month’; n=6) following training before
resuming self-administration.  Acb activity was examined during self-
administration conducted the last day of training versus the next day (for
controls) or the first day following abstinence.  During the last day of training,
19% (0 month), 22% (aged-control), 23% (microwire-control), 19% (1 month)
and 17% (2 month) of recorded neurons exhibited one of 4 types of well-
documented patterned discharges relative to cocaine-reinforced responding,
termed phasic.  Remarkably, the percentage of phasic cells significantly
increased following 1 (36%) or 2 (34%) months of abstinence, but not for the
controls (0 month=16%, aged-control=18%, microwire-control=21%).  These
findings were observed independent of changes in lever pressing, amount of
drug consumed, or the number of neurons recorded.  These findings illustrate a
neurophysiological correlate of heightened activation of the brain reward
system following abstinence and resumption of cocaine consumption.
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J.W. Hopper, M. Cote, S.E. Lukas, McLean Hospital/Harvard Medical School,
Belmont, MA

SELF-MEDICATION IN WOMEN WITH POST-TRAUMATIC STRESS DISORDER
AND MARIJUANA AND/OR ALCOHOL USE DISORDERS: A PILOT
LABORATORY STUDY OF DRUG EFFECTS

Self-medication is one account of how PTSD can lead to substance abuse and
dependence. To date, actual effects of substance use on posttraumatic emotions
and symptoms have not been assessed. In this pilot study of 5 women with
PTSD and substance use disorders, we tested the hypothesis that alcohol and
marijuana use reduce negative emotions and symptoms evoked by script-driven
imagery. In two laboratory sessions, one script type (trauma, neutral) per
session was administered (order counterbalanced), then subjects were free to
use alcohol or marijuana or neither for 30 minutes, then debriefed. Three of 5
subjects chose to use a substance, and did so both sessions; 2 of 3 chose the
same substance each time. Computerized ratings were collected ~8 minutes
before the script, immediately afterward, then every 10 minutes for 50 minutes.
Substance use effects were assessed using a full linear mixed model with
random subject, repeated measures over time, fixed terms for script type,
session, and substance use main effects, and all interaction terms. Substance use
was consistently associated with smaller post-script increases (or decreases) in
negative emotions and symptoms. Main effects of script type were found for
affective manikin ratings of valence and arousal (p<.01) (not dominance), and
emotions of sadness, guilt, shame, and despair (p<.05) (not anger); script type x
substance use interactions were found for all the same ratings (p<.05). For
symptom ratings, the full model did not converge on a solution. A simpler
model, identical except for having only two interaction terms (script type x
substance use, session x substance use), revealed a significant main effect of
script type on PTSD avoidance symptoms (p<.01), and significant or marginal
script x substance use interaction effects for reexperiencing (p=.06), avoidance
and dissociation (p=.01). These preliminary findings demonstrate the feasibility
of studying self-medication in the laboratory, and suggest that this behavior can
be “effective” within 30 minutes of use. Supported by an HMS Fellowship and
NIDA grant DA00343.
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A.M. Horton, Jr., Psych Associates, Towson, MD
NEUROPSYCHOLOGICAL IMPAIRMENT OF DRUG ABUSERS: COMMENTARY

While there is considerable agreement that drug abuse can cause brain damage,
there has been less attention devoted to the extent of neuropsychological
impairment of drug abusers or if there are differential effects of different drugs.
This poster will use data on the Trail Making Test (TMT), a commonly used
neuropsychological test, to examine the extent and differential effects in a
sample of 5619 males and 2902 females. The sample was drawn from
electronic files of data from the Drug Abuse Treatment Outcome Study
(DATOS), which collected data from 1991-1993. The extent of
neuropsychological impairment is examined using previously established
cutoffs for brain damage and applying these to different categories of drug
abusers. The study has important policy implications for national drug abuse
treatment strategies.
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Y. Hser, E. Evans and J. Fan, University of California, Los Angeles, CA

SHORT-TERM OUTCOMES OF PROPOSITION 36 IN FIVE CALIFORNIA
COUNTIES

California’s voter-initiated Proposition 36 (Substance Abuse and Crime
Prevention Act of 2000) offers nonviolent drug offenders community-based
treatment instead of incarceration or probation without treatment.  As part of a
study of impact and outcomes of this major drug policy initiative, a sample of
670 Proposition 36 offenders (randomly selected from all Proposition 36
admissions assessed for treatment in five California counties) were surveyed by
phone three months after their initial assessment.  Sample characteristics are:
31% female, 51% white, 17% African American, 26% Hispanics, 7% other, and
the mean age was 37 years at baseline.  More than half (53.7%) reported
methamphetamine as their primary drug problem, and 62% were unemployed.
The sample’s mean age of first arrest was 21 years, with an average of 9 arrests
over the lifetime.  At the 3-month follow-up interview, a majority of offenders
(563 or 82%) have completed treatment or were still in treatment, while 107
offenders have dropped out treatment or never started treatment.  About 18% of
the total sample reported at least one arrest since baseline; 32% of those
dropouts reported re-arrest.  Perceived barriers for completing Proposition 36
treatment include: client doesn’t really want to change (45%), treatment
program is too difficult to complete (22%), interferes with client’s work
schedule (8%), client is in denial of drug problems (6%).  Further analyses will
include logistic regression predicting recidivism, considering treatment
characteristics (e.g., modality, retention, services received) and offender
characteristics (e.g., demographics, baseline severity, arrest history, motivation
for changes) as predictors.
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L.W. Hsin, L.T. Chang, C.M. Dersch and R.B. Rothman, National Taiwan
University, Taipei, Taiwan and NIH/NIDA Intramural Research Program,
Baltimore, MD

ASYMMETRIC SYNTHESIS AND OPIOID-BINDING AFFINITY OF CHIRAL N-
SUBSTITUTED OCTAHYDRO-1H-BENZOFURO[3,2-E]ISOQUINOLINES, THE
ACNO PARTIAL STRUCTURE DERIVATIVES OF MORPHINE

Octahydro-1H-benzofuro[3,2-e]isoquinolines, which possess the ACNO partial
structure of morphine, displayed potent oral analgesic and narcotic-antagonism
activity. However, due to significant sigma-receptor binding affinity and
inefficiency in their synthesis ACNO derivatives have not been developed for
clinical use. We noticed that these ACNO compounds were synthesized and
pharmacologically investigated in racemic forms. Based on the SAR of
morphine and related compounds, the undesired sigma-receptor activity may
come from the (+)-isomers. Thus, we have developed a concise and asymmetric
synthetic methodology for preparation of chiral ACNO derivatives of
morphine. Chiral alcohols 1 were prepared in 81% yield and with 100% ee by
asymmetric reduction of ketone 2 using chiral Ru(II) catalysts. The three chiral
centers of ACNO skeleton were constructed via a reaction sequence of
asymmetric transfer hydrogenation, Heck reaction, and catalytical
hydrogenation. Here, we report the asymmetric synthesis and opioid receptor
binding affinity of this novel series of N-substituted (+)- and (-)-octahydro-1H-
benzofuro[3,2-e]isoquinolines.
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M.P. Huey, J.A. Johnson and P.M. Roman, University of Georgia, Athens, GA

FEMALE-SENSITIVE DRUG TREATMENT: EVIDENCE OF ENHANCEMENTS IN
A WOMEN-ONLY VERSUS A MIXED-GENDER THERAPEUTIC COMMUNITY

Evidence of the effectiveness of women-only versus mixed gender treatment
programs for substance abusers has been consistently reported in the
quantitative research literature. Notably, substance-abusing women have special
needs that impact on treatment entry, treatment retention, and successful
treatment outcomes. Based on a participant observation in a therapeutic
community with both a women-only and a mixed gender program, the purpose
of this paper is to highlight and expound upon the differences between these
programs and how each program does or does not meet resident needs (both
male and female). Specifically the paper focuses on the addition of “female
sensitive enhancements” including child live-in options and specialized
therapeutic milieus, and the use of confrontational therapeutic styles. Results of
the observations reveal that the women-only program incorporates a number of
“female-sensitive enhancements” that are not available in the mixed gender
program, and the therapeutic styles in each program vary in the level of
confrontation with the mixed gender program being much more
confrontational. On the one hand, the women-only program shows promise for
the treatment of substance-abusing mothers by accounting for their special
needs. However, it is evident that women and men in the mixed gender program
do not benefit from these same services, and in some instances must deal with
undesirable situations as a consequence.
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A.A. Hughes and R.C. Dart, Rocky Mountain Poison & Drug Center, University
of Colorado Health Science Center, and Reporting for RADARS (R) System
Poison Centers, Denver, CO

SURVEILLANCE OF THE RADARS SYSTEM BY POISON CONTROL CENTERS

Prescription drug abuse is an emerging public health concern. Although
benzodiazepines and opioids are the main classes involved, little is understood
about this increasing phenomenon. Poison control centers (PCC) present an
underutilized resource for monitoring prescription drug abuse and misuse.
Participating PCC collected intentional exposure calls (suicide, abuse, misuse,
and intentional unknown), as a surrogate for abuse and misuse involving
fentanyl, hydrocodone, hydromorphone, methadone, morphine, oxycodone
(excluding OxyContin(r)), and OxyContin(r) alone, for 2003.  The total
intentional exposure call rates for these opioids per 100,000 population served:
Opioid  Fentanyl  HC*  HM*  Methadone   Morphine   Oxycodone
OxyContin®
Rate      0.22        3.89   0.09       0.66              0.44             1.18              0.74
(*HC = Hydrocodone, HM = Hydromorphone)
Intentional exposure call rates for hydrocodone were 2 fold greater than all
oxycodone products, 3.3 fold than oxycodone alone and 5.2 fold than
OxyContin(r). Rates by geographical location illustrated higher rates per
100,000 population in Appalachia, 2.5 times higher than the other regions
investigated, including Kentucky which had an abuse and misuse rate of 20.69
per 100,000 population for all opioids combined. Removing suicide cases from
the analysis still reflected a rank order of abuse and misuse with hydrocodone
(48%) as the most frequent, followed by oxycodone (15%), OxyContin(r)
(11%), and methadone (11%). ED mentions from the Drug Abuse Warning
Network (DAWN), 2002 data, illustrated a similar pattern among narcotic
analgesics. DAWN ED mentions consisted of hydrocodone 39%, oxycodone
(including OxyContin(r)) 35%, and methadone 19%. To conclude, PCC abuse
and misuse rates are similar to DAWN ED mentions and can provide a different
facet of prescription drug abuse and misuse. PCC offer up-to-date surveillance,
available daily, of prescription opioids and can provide data to the level of 3-
digit zip code.
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G.K. Hulse, R. Tait, S.D. Comer, M.A. Sullivan and D. Arnold-Reed, University
of Western Australia, Perth, Australia and Columbia University, New York, NY

REDUCING HOSPITAL PRESENTATIONS FOR OPIOID OVERDOSE IN PATIENTS
TREATED WITH SUSTAINED-RELEASE NALTREXONE IMPLANTS

Background. Nonfatal overdoses represent a significant morbidity for regular
heroin users. Naltrexone is an opioid antagonist capable of blocking the effects
of heroin, thereby preventing accidental overdose. However, oral naltrexone is
often associated with noncompliance. An alternative is the use of a sustained
release preparation of naltrexone. The aim of this study was to assess the
change in the type and number of opioid and other drug overdoses before and
after treatment with a sustained release naltrexone implant. Method. We used a
pre-post design, with data prospectively collected via the West Australian
Health Services Research Linked Database, and the Emergency Department
Information System. Participants were treated under the Australian Therapeutic
Goods Administration’s special access guidelines. Results. We identified 21
opioid overdoses involving 20 persons in the six months pretreatment that
required emergency department presentation or hospital admission: none were
observed in the six months post-treatment. This is consistent with the
pharmacokinetic data on this implant, which indicates maintenance of blood
naltrexone levels at or above 2ng/ml for approximately six months. A reduced
number of opioid overdoses were also observed seven to twelve months post-
implant. The study found a significant increase in sedative “overdoses”, some
of which were likely associated with opioid withdrawal management and
occurred in the 10 days following implant treatment.
Conclusions. The findings support the clinical efficacy of this sustained release
naltrexone implant in preventing opioid overdose. However, given the high
prevalence of poly-substance use among dependent heroin users, programs
offering this type of treatment should also focus on preventing, detecting and
managing poly-substance use.
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L. Hurtig and J. Benitez, Philadelphia Health Management Corporation,
Philadelphia, PA

ADDRESSING THE NEEDS OF ADOLESCENTS WITH SUBSTANCE ABUSE AND
MENTAL HEALTH DISORDERS AT THE BRIDGE RESIDENTIAL TREATMENT
PROGRAM: A CASE STUDY IN ORGANIZATIONAL CHANGE

In September 2002, the Philadelphia Health Management Corporation (PHMC)
received a grant from the federal Center for Substance Abuse Treatment
(CSAT) to enhance services at The Bridge, the only adolescent residential
substance abuse treatment program in Philadelphia and a PHMC subsidiary.  At
the time, PHMC recognized that a change in philosophy was needed to address
several challenges at the Bridge, including high runaway rates, limited family
involvement, and a limited capacity to treat adolescents with mental health and
substance abuse disorders.  Since then, the Bridge and PHMC have
implemented strategies to transition the program to a more family-based
approach that takes into account the needs of adolescents with co-occurring
disorders, including hiring a new management team; implementing a co-
occurring disorders training series; introducing three empirically-validated,
manualized treatments; holding regular “mission building” sessions; developing
a Program Improvement Workgroup comprised of staff at all levels; and
introducing family-focused activities to encourage family participation.  Bridge
management encountered several barriers to changing the organizational
culture, including staff resistance (particularly among recovering staff);
adapting training to the  varying educational levels of staff; and changing
community perception about the program.  The Bridge and PHMC developed
strategies to address these barriers that have already resulted in increased
referrals, increased family participation, and decreased runaways.
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S.M. Hyman, M. Garcia and R. Sinha, Yale University School of Medicine,
New Haven, CT

TYPES OF CHILD MALTREATMENT THAT AFFECT STRESS-COPING IN
COCAINE-DEPENDENT MEN AND WOMEN

The study examined the affects of different types of child maltreatment (sexual
abuse, physical abuse, emotional abuse, physical neglect, & emotional neglect)
on perceived stress and stress-coping in cocaine dependent adults. Forty-eight
men and 40 women at an inpatient substance abuse treatment facility were
administered the Childhood Trauma Questionnaire Short Form (CTQ-SF), the
Perceived Stress Scale (PSS), and the COPE Questionnaire. Correlation
analyses were conducted with the full sample and separately by gender.
Findings indicated that, for the full sample, severity of physical abuse (p
= .008), emotional abuse (p = .006), and overall maltreatment (p = .027) was
associated with an increased use of avoidance coping strategies comprised of
alcohol/drug use, behavioral disengagement, mental disengagement, denial, and
focus on venting of emotions. Severity of emotional neglect was associated
with a decreased use of active coping comprised of acceptance, planning,
positive reinterpretation and growth, restraint, and suppression of competing
activities (p = .021) and also with a decreased use of social support coping
comprised of seeking emotional, instrumental, and religious support (p = .017).
In men, severity of emotional abuse (p = .007) and overall maltreatment (p
= .018) was associated with an increased use of avoidance coping, and
interestingly, severity of physical abuse (p = .029) was associated with an
increased use of active coping. In women, there was only a trend toward
emotional neglect being associated with less use of social support coping (p
= .058). Severity of physical abuse (p = .05), emotional abuse (p = .01),
emotional neglect (p = .004), and overall maltreatment (p = .003) were related
to greater perceived stress in the full sample. There was no relationship between
coping and perceived stress. Overall, the findings suggest that child
maltreatment affects perceived stress and stress-coping in cocaine dependent
adults, with the pattern of associations varying by gender. Child maltreatment
appears to have a significant effect on coping tendencies, which may have
implications for the behavioral treatment of addiction.
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J.A. Inciardi, A. Hernandez, J.L. Goode and Y. Lugo, University of Delaware,
Center for Drug and Alcohol Studies, Coral Gables, FL

TRENDS IN THE DIVERSION OF PRESCRIPTION OPIOIDS IN THE UNITED
STATES

Hypothesis: Hydrocodone and oxycodone are the most widely diverted
prescription opioids.  Species: Humans. Procedures: Prescription drug diversion
involves the unlawful channeling of regulated pharmaceuticals from legal
sources to the illicit marketplace.  Diversion typically occurs through illegal
sales of prescriptions by physicians and pharmacists, “doctor shopping” by
individuals who visit numerous physicians to obtain multiple prescriptions,
robberies and thefts from pharmacies and institutional drug supplies, supply-
chain theft, and residential burglaries. Within this context, this presentation
provides an overview of the diversion of prescription opioids for the period
January 2002 through June 2004.  Data are drawn from quarterly reports
submitted by a national sample of 250 police and regulatory agencies.  Data
extraction was conducted by university research staff. Because no identifying
information on individuals are collected, the study received an exemption from
the university IRB.  Reporting agencies were paid a small monetary stipend for
participation, and the research was supported by a grant from Purdue Pharma,
L.P. Results:  In the jurisdictions targeted by this survey, there were a total of
29,025 diversion cases during the 10-quarter survey period.  Of these, 37.5% of
the cases involved hydrocodone, followed by oxycodone (24%), morphine
(4%), methadone (2.9%), hydromorphone (2.1%), and fentanyl (1.9%).  Over
the 10-quarter survey period, the proportion of agencies reporting the diversion
of hydrocodone ranged from a high of 89% during the 1st quarter of 2002 to a
low of 66% in the 2nd quarter of 2003; for oxycodone, the range was 70% in
the 1st quarter of 2002 to 44% in the 1st quarter of 2003.  The proportion of
agencies reporting the diversion of all other opioids was significantly lower.
Conclusions:  Overall, the data demonstrate that: 1) the most widely diverted
prescription opioid is hydrocodone, followed by oxycodone; 2) over time, there
has been a slight downward trend in the diversion of hydrocodone and
oxycodone, a steady increase in the diversion of methadone, and no changes in
the diversion of other opioids.

303

K.S. Ingersoll, C.J. Heckman, J. Cohen, J. Fife, S.D. Ceperich, M.Q. Lewis, T.
O. Davis and N.J. Vandelinde, Virginia Commonwealth University, Richmond,
VA

CART: A PROMISING INTERVENTION FOR COCAINE USE AND NON-
ADHERENCE IN PEOPLE WITH HIV

Cocaine use and non-adherence to medication regimens are interrelated drug
problems for HIV+ patients.  We developed a novel 4-session intervention
based on motivational interviewing, Cocaine and Adherence Readiness
Treatment (CART), to address both problems.  CART includes engagement,
personalized feedback of risks, elicitation of change talk and goal statements,
and change planning.   As part of a stage 1 behavioral therapy development
project, we evaluated the CART intervention in a pre-post design to finalize its
components for a randomized trial, and to determine its impact on cocaine use
and non-adherence. Participants completed baseline assessments, participated in
4 counseling sessions, and completed a post-treatment and 1M followup. Seven
adults with HIV who took combination antiretroviral medications but were non-
adherent (adherence less than 85%), and met DSM-IV criteria for cocaine
abuse/dependence, enrolled in the study, conducted in a General Clinical
Research Center.   Participants were HIV+ 5 women, 2 men; 6 were African-
Americans and 1 Latino. At baseline, all screened positive for cocaine and three
for THC.  Mental disorders detected by the MINI included Major Depression
(67%), Dysthymia (50%), Alcohol Dependence (50%), and Cocaine
Dependence (100%).  Cocaine use frequency declined from 45% of days to
23% of days at post-tx (paired t=4.7, p<.004) and 21% of days at 1M follow-up
(t=4.4, p<.02).  ASI drug severity ratings and composite scores decreased.  The
rate of cocaine positive urines remained high.  Adherence increased from
62.8% at baseline to 86% at post-tx (paired t=2.37, p<.06) and 89% at 1MFU
(ns).  We will discuss impact on cocaine use and immune health based on
questionnaire and biomarker data.  These pre-pilot results show that the CART
intervention for cocaine use and non-adherence in people with HIV shows
promise and will be tested in a randomized controlled trial.  The revised
intervention is a 6-session model that will address issues that emerged in the
pre-pilot, including stigma and disclosure issues, and relapse prevention/ drug
refusal skills.
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R.J. Irvine, E.J. Jaehne and A. Salem, University of Adelaide, Australia

EFFECTS OF 3,4-METHYLENEDIOXYMETHAMPHETAMINE ON AUTONOMIC
AND BEHAVIORAL THERMOREGULATION

3,4-Methylenedioxymethamphetamine (MDMA, ÔecstasyÕ) and related
amphetamines such as para-methoxyamphetamine (PMA) disrupt normal
thermoregulation in humans and rats. Behavior is an important component of
thermoregulation in mammals, but has not been investigated with respect to
these drugs. This is surprising as harm minimization advice depends on
appropriate thermoregulatory behavior by drug users. The effects of MDMA
(10 mg/kg), PMA (10 mg/kg) and amphetamine (2 mg/kg) was therefore
studied in Sprague-Dawley rats implanted with telemetry devices measuring
core body temperature (TC), locomotor activity (LMA) and heart rate (HR).
Rats were administered the amphetamines or saline and confined to an ambient
temperature of 30, 21 or 15¡C for 30 minutes. Following this, rats were able to
choose their preferred temperature (TP) on a thermally graded runway (11
-41¡C). Confinement at 21¡C had little effect on TC in any group. At 30¡C
MDMA and PMA increased TC compared to saline (p<0.001). MDMA treated
animals behaviorally overcompensated for this effect (p<0.01). LMA after
MDMA treatment was significantly elevated compared with saline (p<0.01). In
contrast, at 15¡C MDMA administration resulted in a lower TC than saline
(p<0.001). MDMA and PMA disrupt autonomic components of
thermoregulation, while behavioral components are disrupted to a lesser extent.
These results highlight differences in thermoregulatory responses to individual
drugs which may be important in assessing their risk, but these were only
evident  when behavior was measured.
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Y. Itzhak, K.L. Anderson and S.F. Ali, University of Miami School of
Medicine, Miami, FL and NCTR, FDA, Jefferson, AR

DOPAMINE- AND SEROTONIN-MEDIATED EFFECTS OF PSYCHOSTIMULANTS
ARE DIFFERENTIALLY MODULATED BY THE NITRERGIC (NITRIC OXIDE)
SYSTEM

While evidence suggests that blockade or ablation of neuronal nitric oxide
synthase (nNOS) attenuates dopamine (DA)-mediated effects of
psychostimulants, it is unclear whether ablation of the nNOS gene attenuates
also serotonin (5-HT)-mediated effects of amphetamines. First, the neurotoxic
effects of amphetamines that produce various degrees of DA/5-HT
neurotoxicity on wild type (WT) and nNOS knockout (KO) mice  were
investigated. METH caused selective depletion of DA markers in striatum,
frontal cortex, hippocampus and amygdala of WT mice, but not KO mice.
MDMA (ecstasy) and p-chloroamphetamine caused dual DA/5-HT
neurotoxicity in the four brain regions examined in both WT and KO mice.
Fenfluramine (FEN) caused selective depletion of 5-HT markers in the brain
regions examined in both WT and KO mice. These findings suggest that
deletion of the nNOS gene provides selective protection against DA- but not 5-
HT-mediated neurotoxicity. Second, the locomotor stimulating effect of METH
and MDMA on WT and KO mice was investigated. Repeated administration of
METH for 5 days resulted in long-lasting (45 days) locomotor sensitization in
WT but not KO mice. Repeated administration of MDMA for 5 days resulted in
locomotor sensitization to MDMA in both WT and KO mice during the first 5
days of drug administration ; on day 45, the sensitized response to MDMA
persisted in WT but not KO mice. These results suggest that the induction of
sensitization to MDMA, unlike METH, may recruit 5-HT transmission, and the
deletion of the nNOS gene does not modulate 5-HT-mediated effects of
MDMA. The persistence of the sensitized response, however, may be DA/NO-
dependent as it was blunted in both METH and MDMA pretreated KO mice.
Taken together, the results suggest a selective role of the nitrergic system in
DA-mediated effects of substituted amphetamines. Supported by NIDA RO1
DA12867.
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B. Jackson, R. de la Garza, II and T.F. Newton, University of California, Los
Angeles, CA

AN EXAMINATION OF SLEEP ALTERATIONS IN METHAMPHETAMINE-
ADDICTED PATIENTS

Methamphetamine (MA) is a potent drug of abuse that has profound effects on
dopaminergic systems in the brain. As a stimulant, one of the primary actions of
the drug is to decrease fatigue and increase arousal. Despite its well-
documented effects on arousal states, little work has been done to elucidate the
potential long-term effects of MA on sleep architecture. As such, we sought to
investigate the effects produced by MA on sleep architecture in MA-addicted
patients. In the current report, MA (45 mg) was administered over 3 days.
Sleep EEG was recorded on the third and fourth evenings. Electrodes were
attached to the patients scalp according to the international 10-20 system, with
electrode placements at F3, C3, C4, P3, O1, and O2. Two reference electrodes
were attached to the mastoid bone, and a ground electrode was attached to the
forehead. EOG, EKG, and EMG electrodes were also attached to the patient’s
face and chest, and an abdomen belt with body position sensor, as well as a
finger pulse oximeter was also attached to the patient. The preliminary data
reveal a marked reduction in sleep efficiency the evening following MA
administration (a decrement of 13% vs. the expected normal healthy sleep
efficiency previously reported).  The data also showed increased time spent
awake during the sleep period and increased number of arousals, as compared
to normal healthy sleep patterns. At present, the data reveal MA-induced sleep
impairments in MA-addicted patients. This is an important finding since long-
term sleep disturbances can cause cognitive deficits and increase levels of stress
hormones, and may disrupt behavioral treatment interventions designed to
prevent relapse.
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L.K. Jacobsen, W.E. Mencl, K.R. Pugh and M. Westerveld, Yale University
School of Medicine, New Haven, CT

EFFECTS OF COMBINED USE OF TOBACCO AND CANNABIS ON VERBAL
MEMORY IN ADOLESCENTS

Cannabis remains the most commonly used illicit substance by adolescents.
Clinical data indicate that the majority of teenagers who smoke cannabis also
smoke tobacco.  To date, preclinical and clinical research on acute and chronic
effects of cannabis and tobacco exposure on brain function and cognition have
focused on separate effects of these agents, rarely assessing the effects of their
combined use.  Methods:  20 adolescent tobacco smokers with a history of at
least 50 episodes of cannabis use were compared with 25 adolescent tobacco
smokers with minimal prior exposure to cannabis who did not differ from
cannabis users on demographic variables, general intelligence, reading
achievement, or measures of tobacco use.  Subjects were studied twice; during
ad libitum smoking and after 24 hours of abstinence from tobacco use.  Verbal
memory was assessed using the Hopkins Verbal Learning Test-Revised
(HVLT-R).  A subset of subjects also underwent fMRI scanning while
performing a verbal memory task.  Results:  Smoking abstinence increased
symptoms of nicotine withdrawal in both groups to an equal degree.  During the
abstinence condition, cannabis users recalled a significantly lower proportion of
initially learned words after the 25 minute delay than did comparison subjects.
During the smoking condition, however, these deficits were absent and group
performance did not differ.  Group and group by smoking interaction effects on
verbal learning, total immediate recall, and recognition memory were not
significant (p values > 0.07).   Imaging data suggest abnormal function of
neural circuits subserving encoding and retrieval of verbal material in cannabis
users during nicotine withdrawal. Conclusions: These data suggest deficient
function of neural circuits subserving verbal encoding and retrieval in cannabis
users that is unmasked during nicotine withdrawal.
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G. Jager, J.M. van Ree, R.S. Kahn, M.M. de Wit, W. van den Brink and N.F.
Ramsey, University Medical Center Utrecht, and Academic Medical Center of
the University of Amsterdam, Netherlands

LONG-TERM EFFECTS OF CANNABIS USE ON COGNITIVE BRAIN FUNCTION

Recent neuroimaging studies on working memory (WM) and attention in heavy
cannabis users, reported neurophysiological changes in the brain(1,2).
However, in those studies acute effects were not taken into account. In this
study we investigated working memory and attention in  frequent cannabis
users, with fMRI, after at least 1 week of abstinence.  Method and Results 10
Cannabis users (700-5500 joints) were compared with 10 ontrols. We used two
fMRI tasks to assess verbal WM (STERN) and auditory selective attention
(DIVATT). Both groups performed equally well on both tasks. Regions of
interest (ROIs) were derived from the brain activity map of all subjects
combined. Two ROIs were active in both tasks, i.e. the dorsolateral prefrontal
cortex and the anterior cingulate cortex. Task-specific ROIs included the
superior parietal cortex during STERN, and the auditory cortex  DIVATT.
Multivariate GLM analyses of the fMRI signal in the ROIs revealed no
significant differences between groups in STERN or DIVATT. However,
ANOVA of the fMRI signal in each of the common and task-specific regions
revealed that for STERN cannabis users showed a significantly blunted
decrease in activity in the left SPC in response to a decrease of working
memory load  (F(1,18)=5.67, p<.05). In healthy subjects, magnitude of decrease
has been shown to reflect working memory capacity (3). Discussion We did not
find evidence for robust long-term deficits in working memory and attention in
frequent cannabis users after one week of abstinence Nevertheless, we found a
subtle neurophysiological abnormality in the cannabis users in the left superior
parietal cortex, a region that is well known to be involved in working memory.
1. Kanayama G., et al. Psychopharmacology 2004; 176(3-4): 239-47, 2.
O'Leary D.S., et al. Neuropsychopharmacology 2002; 26:802-16, 3. Ramsey N.
F., et al. Brain 2004: 127(Pt 3):517-25
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R. Jain, K. Mukherjee,  D. Mohan, All India Institute of Medical Sciences, New
Delhi, India

COMPARISION OF THE EFFECTS OF NITRIC OXIDE SYNTHASE INHIBITORS
IN NICOTINE-DEPENDENT RATS

The  present  study evaluated the effects of five nitric oxide synthase (NOS)
inhibitors namely L- NG-nitroarginine (L-NNA), L- NG-nitroarginine methyl
ester (L-NAME) and L- NG- monomethylarginine (L-NMMA), 7-nitroindazole
(7-NI) and L- Thiocitrulline  on mecamylamine precipitated nicotine
withdrawal signs. Male albino Wistar rats were made dependent on nicotine by
subcutaneously infusion of nicotine  (9.0mg\kg\day) via 7 day osmotic pump,
whereas control rats received saline via osmotic pumps.  Test doses (1, 3, 10,
30 mg\kg) of each NOS inhibitor were administered 1 hr prior to
mecamylamine (1mg/kg) challenge in both nicotine and saline treated rats  on
the 7th day.  7-NI was also tested at 100mg\kg dose. Somatic signs of
withdrawal were scored for 20 mins. by using the global Gellert- Holtzman
rating scale followed by measurement of motor activity.  Comparison of the
NOS inhibitors with the  mecamylamine precipitated nicotine rats, using
Dunnett’s posthoc analysis showed that L-NAME  was most potent among all
the NOS inhibitors and was found to be significantly effective in attenuating
individual behavioral signs viz.  weight loss, ptosis, escape attempts, diarrhea,
abnormal posture, erection, irritability with increasing doses. L-NNA, L-
NMMA and 7-NI   could significantly inhibit the withdrawals only at higher
doses. Thiocitrulline was found to be least effective in suppression of individual
signs.    However, motor activity increased in nicotine dependent rats with
administration of NOS inhibitors.  These findings indicate that  NO  plays an
important role in the expression of  behavioral signs of nicotine withdrawal
syndrome and suggest that NOS inhibitors might be useful as pharmacological
adjuncts in the treatment of nicotine addiction. (Supported by Council of
Scientific and Industrial Research, Govt. of India, New Delhi).
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M.J. Jaszyna-Gasior, F.H. Franken, C.E. Collie and E.T. Moolchan, NIH/NIDA
Intramural Research Program, Baltimore, MD

EFFECTS OF CIGARETTE SMOKING ON ACUTE PULMONARY FUNCTION IN
ADOLESCENTS

Cigarette smoking adversely impacts the respiratory system. For example,
exposure to cigarette smoke produces both chronic acute changes in lung
function among adult smokers. It is has been demonstrated that among
adolescents even a short history of tobacco exposure may induce changes in
pulmonary function tests (PFT) that predict future smoking-related respiratory
disease. The aim of the study was to assess pulmonary function parameters in
addicted adolescent smokers compared to nonsmoking controls. Additionally,
we examined the acute effects of cigarette smoking on pulmonary function in
smokers through a smoking topography experiment. Preliminary results (4
smokers, 2 nonsmokers; mean age 15 SD 1.4 years, 66% female) revealed that
pulmonary function values were lower among smokers compared to
nonsmokers: forced expiratory volume in 1 sec (FEV1) 92.13% vs 108%
predicted; forced vital capacity (FVC) 97.54% vs 108.5% predicted; forced
expiratory flow at 25 – 75% (FEF 25 - 75%) 87.16% vs 101 % predicted,
respectively. Acute tobacco exposure among adolescent smokers resulted in
marked reduction in PFT values: the average reduction in FVC was 7.69%,
FEV1 3.88%, FEF25-75% 3.32, PEF 9.65%. While the statistical significance
of these results was variable given our current low sample size, their
significance for acute and chronic pathophysiology remains relevant to the
cumulative risk for tobacco related morbidity and mortality.
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S. Jenab, E.D. Festa, A. Nazarian, H.B.K. Wu, R. Hazim, S.J. Russo and V.
Quinones-Jenab, Hunter College of City University of NY, New York, NY

COCAINE ACTIVATION OF C-FOS AND PRODYNORPHIN BY MAP KINASES
IN FISCHER RATS

Cocaine is a psychostimulant that increases the synaptic concentrations of
monoamines, modulates several genes including c fos and prodynorphin mRNA
and protein levels, and produces acute psychomotor activation and long lasting
addiction. Several studies have shown that dopamine agonist induced
immediate early gene expression in the striatum requires activation of D1
receptors. In the striatum, it is demonstrated that the effect of dopamine D1
receptor agonists requires the activity of NMDA receptors, as demonstrated by
the ability of NMDA receptor antagonist, MK801, to prevent D1 receptor
stimulation of gene expression, including c-fos and preprodynorphin. In this
study we show that acute cocaine administration increased protein kinase A
levels and caused an induction of phosphorylated ERK1 and 2 transcription
factors. Furthermore, this activation was inhibited by dopamine D1 receptor
antagonist but not by dopamine D2 receptor antagonists, and may underlie the
cocaine-induced gene activations. Supported by PSC-CUNY, RR-03037, SNRP
NF39534, DA 12136.
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C.E. Johanson, T. Roehrs and M. Tancer, Wayne State University, Detroit, MI
and Henry Ford Hospital, Detroit, MI

THE EFFECTS OF MDMA ON SLEEP ARCHITECTURE AND SUBSEQUENT
MOOD IN HUMANS

Anecdotal reports indicate that MDMA produces dysphoric alternations in
mood for several days following use, suggesting a type of withdrawal effect.
However, it is not clear whether these reports are accurate because they are
retrospective or due only to disruptions in sleep following MDMA use.  In the
present study, recreational MDMA users, 18-25 yrs, without psychiatric disease
or drug dependence and in good health participated.  On 3 sessions, with 3
nights (baseline, treatment, and recovery) and 2 days (after night 2 and 3) per
session, participants on the treatment night (night 2) received placebo or 2
mg/kg MDMA at 1800 hr, or a restricted bedtime (0300-0700 hr).  Bedtime was
8 hrs on non-restriction nights and standard nocturnal polysomnograms
(NPSGs) and multiple sleep latency tests (MSLTs) to measure daytime
sleepiness were collected.  In addition mood effects (VAS, POMS, and ARCI)
were measured following drug administration as well as for 48 hrs following
drug or placebo administration. No baseline differences were seen on NPSG
measures prior to treatment nights.  Total sleep time was reduced with MDMA
relative to placebo by 32% (5.0 vs 7.4 hrs, p<.05) due to increased sleep latency
(123.9 vs 7.7 min, p<.04).  Sleep time in the bedtime restriction was 50% (3.7
hrs) of placebo.  On the recovery night all measures returned to baseline.  Mean
daily sleep latency on the MSLT was reduced after 4 vs 8 hr bedtime by 54%
(7.0 vs 15.1 min, p<.02) and the MDMA mean daily sleep latency was reduced
by 24% (13.0 min).  MDMA produced typical subjective effects one to four
hours post-administration.  Daily mood assessments over the next 48 hrs
indicated more severe disruptions for MDMA compared to placebo but
disruptions were most severe following sleep restriction.  Supported by
DA14874 and Joe Young Sr funds from the State of Michigan.
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M.W. Johnson, P.E. Suess and R.R. Griffiths, Johns Hopkins University School
of Medicine, Baltimore, MD

DOSE-EFFECT COMPARISON OF RAMELTEON AND TRIAZOLAM: ABUSE
POTENTIAL AND BEHAVIORAL EFFECTS

Introduction: Ramelteon, a novel selective MT1/MT2 receptor agonist, is
currently under study for the treatment of insomnia. This study evaluated the
abuse potential and behavioral effects of ramelteon and triazolam, a well-
characterized benzodiazepine hypnotic, in subjects with histories of sedative
drug abuse. Methods: Using a double-blind crossover study design, 14 adult
subjects with histories of sedative drug abuse received a once daily oral dose
each of ramelteon (16, 80, 160 mg), triazolam (0.25, 0.5, 0.75 mg), and
placebo. Abuse potential was assessed with widely used subjective
questionnaires. Behavioral effects were also assessed. Results: Ramelteon (16,
80, 160 mg) and placebo showed no statistically or clinically significant
differences on primary outcome questionnaire item “drug liking” at all time
points (0.5-24 hours postdose). Moreover, a retrospective questionnaire 24
hours after dosing revealed no significant differences on items “drug strength”,
“drug liking”, “good effects”, and “street value.” Also, no significant
differences in performance were demonstrated on Word Recall/Recognition
Task, Enter and Recall Task, Balance Task, Digit Symbol Substitution Task, or
Circular Lights Task at any dose of ramelteon compared to placebo. Unlike
ramelteon, triazolam (0.5 and 0.75 mg) produced dose-related effects on all
subjective and behavioral measures, a pattern confirming its profile as a
sedative drug with abuse potential. Conclusion: Ramelteon demonstrated no
abuse potential and did not produce behavioral impairment under these study
conditions at doses up to 20 times the anticipated therapeutic dose of 8 mg.
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T. Jospitre, R.E. Sage, S. Griffing, M. Chu, L. Madry and B.J. Primm, Urban
Resource Institute, New York, NY

MATERNAL SUBSTANCE ABUSE, CHILDHOOD AND CURRENT
VICTIMIZATION AMONG BATTERED WOMEN IN
NEW YORK CITY

This study investigated the relationship between parental substance abuse and
current, as well as childhood victimization among female residents (N=277) of
two inner-city domestic violence shelters. The mean age of survivors was 26.84
years (SD = 6.56), and they were predominately Black (62.5%) and Latina
(32.2%). As predicted, independent sample t-tests revealed that survivors with
substance abusing parents (n=56) experienced higher levels of childhood
emotional abuse and neglect, as well as childhood physical abuse and neglect
when compared to survivors with non-substance abusing parents (n=221).
Interestingly, only maternal substance abuse was associated with survivors’ (1)
childhood history of sexual abuse and (2) current emotional and physical abuse
by an intimate partner. Furthermore, results revealed that more than half of all
substance abusing mothers (52%) had been victims of intimate partner violence,
to which participants had been exposed during childhood. Limitations and
clinical implications of these findings are discussed.
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M. Jung, D.J. Brooks, S.M. Evans and F.R. Levin, Columbia University and
New York State Psychiatric Institute, New York, NY

SMOKING PATTERNS AND ATTENTION-DEFICIT HYPERACTIVITY
DISORDER SYMPTOMS AMONG TREATMENT-SEEKING COCAINE-
DEPENDENT ADULTS

Current literature suggests that adults with Attention Deficit Hyperactivity
Disorder (ADHD) are significantly more likely to report current nicotine use as
well as an earlier onset of cigarette use. Previous research further indicates that
adult smokers with ADHD and concurrent substance use dependence exhibit
significantly more hyperactive and inattentive symptoms than nonsmokers. This
study examined 1) the association of inattentive and hyperactive symptoms
between smoking and nonsmoking adults with ADHD and current cocaine
dependence (CD) and 2) the association of ADHD symptoms of inattention and
hyperactivity with smoking patterns among smokers with concurrent ADHD.
All participants met DSM-IV criteria for ADHD and CD. The sample included
124 participants, 85% were male, 59% Caucasian, 20% Black, 15% Hispanic,
and 6% other. The mean age was 37 (SD = 6.53) years. There were 59 smokers
and 65 nonsmokers. There was no significant difference in mean number of
ADHD symptoms of inattention (t=1.38, p=.17) and hyperactivity (t=-.62,
p=.54) between nonsmokers and smokers. In the smoking group, linear
regression showed that the number of inattentive symptoms was not predictive
of the 1) age of smoking onset (F=.02, p=.88), 2) number of cigarettes smoked
per day (F=.05, p=.83), or 3) attitude toward cessation of smoking (F=1.05,
p=.31). Similarly, hyperactive symptomotology was not predictive of the 1) age
of smoking onset (F=.48, p=.49), 2) number of cigarettes smoked per day
(F=.02, p=.89), or 3) attitude toward cessation of smoking (F=.16,p=.69). These
results suggest that the presentation of inattentive and/or hyperactive deficits
may not have an impact on the degree of concurrent nicotine use in adults with
ADHD and cocaine dependence.

Supported by NIDA Grants RO1 DA11755 and K02 00465
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R.F. Kaiko, R.D. Colucci, C.D. Breder,  J. Stewart, and C. Wright, Purdue
Pharma, L.P., Stamford, CT, and MDS Harris Clinical Research, Belfast,
Northern Ireland

THE EFFECT OF ORAL NALTREXONE ON THE OPIOID-AGONIST PROPERTIES
OF HYDROCODONE: A PILOT STUDY

Objective: To assess the extent to which 3.2 and 6.4-mg oral naltrexone (NTX)
block the opioid-agonist properties of 15-mg oral hydrocodone (HY) in healthy
subjects.  Methods: A single-blind, randomized, single-dose, placebo-
controlled, 4-way crossover, pharmacodynamic (PD) pilot study in 6 healthy
female subjects (mean age 30 y, range 21-44 y). Treatments (15-mg HY + 3.2-
mg NTX; HY + 6.4-mg NTX; HY + NTX placebo; HY placebo + NTX
placebo) were separated by 2-day washout periods.  PD: pupil diameter, and
Modified Specified Drug Effect Questionnaire (MSDEQ) scores.  Safety:
reports of adverse events, clinical laboratory tests, vital signs, physical
examinations, and electrocardiograms.  Results: HY decreased pupil diameter
AUC compared with placebo. The 3.2- and 6.4-mg NTX treatments blocked
35% and 91%, respectively, of the hydrocodone-induced decrease.  HY
increased MSDEQ AUC.  The 3.2 and 6.4-mg NTX treatments blocked these
effects 32% and completely, respectively.  One subject (HY + 6.4-mg NTX)
reported an adverse event.  Five subjects in each of the remaining treatments
experienced adverse events commonly associated with opioids. The total
number of adverse events were: 30 (HY + NTX placebo), 16 (HY + 3.2-mg
NTX), 10 (HY placebo + NTX placebo), and 1 (HYIR + 6.4-mg NTX).
Conclusions: NTX 6.4-mg treatment blocked the effects of 15-mg HY on pupil
diameter and MSDEQ, and blocked most adverse events. NTX 3.2 mg was
partially effective as an antagonist of objective and subjective effects of HY.
With the assumption that hydrocodone-induced analgesia is antagonized by
naltrexone in a similar manner as these other effects in normals, NTX doses
lower than 3.2-mg would be more appropriate to be combined with 15-mg HY
for the purpose of maintaining analgesia for most patients while limiting oral
abuse by the chronic abuser. These pilot data prompt definitive studies to
determine the NTX dose that maintains analgesia.
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A.D. Kalechstein, T.F. Newton and R. de la Garza, II, University of California,
Los Angeles, CA

ACUTE METHAMPHETAMINE EXPOSURE WORSENS NEUROCOGNITIVE
FUNCTIONING

Over the past ten years, an emergent body of research has shown that that
methamphetamine (MA) dependence is associated with impaired performance
on measures that have been linked to frontostriatal functioning in abstinent
users.  It is assumed that in vivo exposure to MA will worsen these impairments
in abstinent MA-dependent users; however, to our knowledge, this assumption
has never been tested.  Participants included 13 non-treatment-seeking, MA-
dependent individuals. Study participants were administered MA 30 mg
intravenously. Because age was associated with slower reaction time and
reduced accuracy of decision-making on the one-back test, it was included as a
co-variate for the analysis of performance on these tests. None of the other
reaction indices were associated with demographic variables, such as age,
education, estimated premorbid IQ, or self-reported level of depression,
indexed using the Beck Depression Inventory (BDI). On measures of speed of
information processing, subjects exhibited a trend toward slower response times
and demonstrated greater susceptibility to fatigue on the day in which they
received methamphetamine (F(1,11)=2.58, p<.15, eta2=.18). On a relatively
difficult decision-making test(2-back), study participants responded more
impulsively (i.e., faster reaction time) in addition to making poorer decisions (F
(1,11)=5.57, p<.05, eta2=.32). In addition, consistent performance decrements
were observed on two indices of decision-making accuracy, the 1-back test (F
(2,10)=2.52, p<.15, eta2=.21) and the 2-back test (F(1,11)=3.75, p<.10,
eta2=.24). It is noteworthy that participants' decision-making accuracy declined
even though they had been exposed to the tests four days earlier. This study
established two primary points: (1) MA administration worsens pre-existing
frontal lobe impairments in MA-dependent individuals (a point that, to our
knowledge, has not previously demonstrated in the literature); (2) we have
developed a battery that is sensitive to pharmacologically-induced
neurocognitive changes in MA-dependent individuals.
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J.B. Kamien, L. Amass, T.S. Samiy, A.J. Cohen and C. Reiber, Friends
Research Institute, Inc., Los Angeles, and Aegis Medical Systems, Agoura Hills,
CA

PREDICTORS OF THERAPEUTIC RESPONSE TO CONTINGENT FEE REBATES
DURING OUTPATIENT TREATMENT OF OPIOID DEPENDENCE

Identifying patient characteristics that predict a positive response to
behavioral interventions involving motivational incentives (i.e.,
contingency management; CM) may be useful to community treatment
providers considering offering CM to their patients. Decreased drug use
during earlier stages of treatment often predicts future success in
maintaining drug abstinence during exposure to CM. One reason that
early performance may predict later success is that performing a
behavior targeted for reinforcement demonstrates that a patient has
learned how to perform that behavior. Further, contact with new
contingencies allows reinforcement delivery to influence the probability
of future behavior. This study investigated whether certain patient
characteristics predict future drug abstinence during exposure to CM of
108 adult outpatients receiving methadone maintenance therapy.
Participants were enrolled in two randomized, 3-arm, parallel groups
controlled trials of contingent fee rebates for reducing polysubstance
use (Amass et al., this meeting). Fee rebates contingent on weekly
random urine samples negative for illicit drugs were provided for 12
weeks. Data were analyzed for 93 participants for whom the 12 week
active phase has elapsed. Multiple regression models, controlled for
methadone maintenance dose, were used to predict overall study
performance from various baseline, demographic, and early
performance variables including baseline self-reported days of heroin
use in the past month and the urine sample result during the first study
week. The baseline days of heroin use in the past month significantly
predicted the number of drug-negative urine samples submitted during
the trial. Moreover, participants who provided a drug-negative sample
during the first study week submitted almost three times more negative
samples than those who did not (p<.001). Variables that did not predict
future abstinence included years of lifetime heroin use, age, gender,
ethnicity and baseline medical, employment, alcohol, legal,
family/social and psychiatric Addiction Severity Index composite
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J.L. Kamon, A.J. Budney, M.L. Dennis and R.R. Funk, University of Vermont,
Burlington, VT and Chestnut Health Systems, Bloomberg, IL

PREVALENCE AND CORRELATES OF WITHDRAWAL IN ADOLESCENTS
PRESENTING FOR SUBSTANCE-ABUSE TREATMENT

The current study assessed the prevalence and severity of withdrawal symptoms
among adolescent presenting for outpatient substance abuse treatment.
Participants were 5432 adolescents across 62 substance abuse treatment
research sites. Upon intake into treatment, adolescents provided retrospective
reports of withdrawal symptoms that occurred during prior periods of
abstinence. Withdrawal symptoms, as well as other substance use information
were assessed using the Global Appraisal of Individual Needs (GAIN)
interview. An exploratory cluster analysis was performed to examine
withdrawal patterns. Results suggested a 4-group solution which explained 97%
of the variance in scores on the Current Withdrawal Scale of the GAIN. The 4-
group solution included the following groups: No Withdrawal (n=3928), Low
Withdrawal (n=735), Moderate Withdrawal (n=500), and High Withdrawal
(n=269). In addition to describing the withdrawal symptom profile, we
performed chi-square analyses to examine potential predictors of withdrawal
group including demographic characteristics such as age, gender, and race, as
well as substance use severity, and psychological problems. Results indicated
that older, female, and Hispanic adolescents were significantly more likely to
report higher levels of withdrawal. In addition, adolescents were significantly
more likely to report higher levels of withdrawal if they: a) reported early
initiation and more years of substance use; b) met diagnostic criteria for
dependence; d) reported experiencing acute withdrawal symptoms in the week
prior to entry into treatment; e) and met diagnostic criteria for an Internalizing
or Externalizing psychological disorder. Regression analyses will be presented
to examine drug type as a predictor of withdrawal. These findings demonstrate
that adolescents presenting for substance use treatment across many different
treatment centers report experiencing withdrawal symptoms. Implications for
treatment will be discussed. This work is supported by CSAT contract 270
-2003-00006, NIDA DA12471 and T32-DA07242-14.
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U. Kandler, M. Piechatzek, F. Indlekofer, R. Lieb, H.U. Wittchen and C.G.
Schuetz, Max Planck Institute, Ludwig-Maximilians Universitat, Munich,
Technische Universitat, Dresden, and Friedrich-Wilhelms-University, Bonn,
Germany

COGNITIVE FAILURE IN CANNABIS AND CLUB DRUG USERS IN
COMPARISION TO NON-USERS IN A POPULATION-BASED SAMPLE

Title: Cognitive failure in cannabis and club drug users in comparison to non-
users Objectives: To assess the effect of illegal drug use on cognitive failure
Methods: A subgroup of the EDSP (Early Developmental Stages of
Psychopathology)-study was created by including 287 young adults with either
a history of cannabis or club drug use and a control group. The EDSP is a
longitudinal study of a population sample of  3021 adolescents and young
adults at baseline. The participants of the subgroup underwent a battery of
cognitive tests, which assessed intelligence, memory and executive functions.
In addition they were asked to answer several questionnaires including the
cognitive failure questionnaire, which consists of 32 questions about mistakes
or mishaps, which occurred to them during the past 6 months. High scores are
interpreted as a high rate of cognitive failure. Results: 281 persons answered the
cognitive failure questionnaire, 174 were males and 107 females. They scored
between 11 and 74 with a mean score of 33.21 (standard deviation 12.78).
According to their history of illegal drug use they were distributed into 3
groups, namely controls (130 persons), club drug users (68 persons) and
cannabis users (85 persons). Linear regression was performed to assess the
association between the cognitive failure score and substance or control group.
The resulting coefficient was 1.93 with a p-value of 0.03. When regression was
done separately for each sex, the regression coefficient was 3.16 (p=0.003) for
males compared to a coefficient of 0.29 (p=0.854) for females.Discussion:
Cognitive failure scores are significantly higher in the substance users than in
controls. The effect is much stronger and significant in male participants than in
females. Amount of consumption as well as age of onset may be responsible for
this difference, which will be explored further.
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K.M. Kantak and C. Luzzo, Boston University, Boston, MA

ETHANOL VAPOR SELF-ADMINISTRATION IN ADULT C57BL/6J MALE
MICE

In mice, the passive delivery of ethanol vapor produces behavior-altering
effects. It is unclear if ethanol in this form can serve as a behavioral reinforcer
and maintain responding responsible for its delivery. Standard mouse operant
chambers with two nose-poke devices were used. One nose-poke device was
termed the operant port and the other termed the drug port. All sessions were 1-
hr in length.  Prior to vapor/air sessions, adult male C57BL/6J mice were
trained to make a single nose-poke response at the operant port and to
subsequently hold a nose-poke for 1-sec at the drug port using 10% sucrose
(5µl) as the reinforcer. When behavioral accuracy reached 95% or greater for
five consecutive sessions, ethanol vapor (1.7 nmol/sec in a 1 liter/min air
stream) or clean air replaced sucrose delivery at the drug port. Two experiments
were conducted. In experiment 1, FR requirements at the operant port were
increased from FR1 to FR8 in single increments. Ethanol vapor (n=3) or clean
air (n=3) was delivered for a 1-sec duration following a single nose-poke at the
drug port after operant port response requirements were met.  Across the FR
requirements, ethanol vapor intake at the drug port and nose-poke responding at
the operant port were significantly maintained, while clean air intake and its
associated responding extinguished. Serum ethanol concentrations averaged 8.3
nmol/dl for 1-hr sessions.  In experiment 2, mice (n=4) controlled the length of
ethanol vapor delivery at the drug port. As before, operant port nose-pokes
significantly increased as a function of FR in effect to maintain ethanol vapor
intake. For two of the mice, the majority of nose-poke durations at the drug port
were very short (0.2 sec or less), but for the other two mice, nose-poke
durations at the drug port were distributed fairly evenly over a much wider
range (up to 0.8 sec). These findings indicate that ethanol vapor serves as a
behavioral reinforcer. Although this method results in serum ethanol
concentrations that are relatively low, the present method provides a way to
study ethanol reinforcement in mice without physical dependence being a
potentially confounding factor. Supported by DA13590.
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G.B. Kaplan, K.A. Leite-Morris, A.K. O’Neill, M.A. Klufas, M.R. Spaller and J.
Marshall, Brown Medical School, Brown University, VA Medical Center,
Providence, RI and Wayne State University, Detroit, MI

DEVELOPMENT OF OPIATE SENSITIZATION IN C57BL/6 MICE IS INHIBITED
BY INTRA-VENTRAL TEGMENTAL ADMINISTRATION  OF A PEPTIDE THAT
TARGETS PDZ DOMAIN OF PSD-95

Molecular scaffolding proteins regulate glutamatergic signaling at postsynaptic
densities of dendritic spines. Postsynaptic density protein 95 (PSD-95) is such a
scaffolding  protein that regulates interactions with glutamate kainate receptors.
A cyclic peptide
(Tyr-Lys-c[Lys-Thr-Glu(betaAla)-]-Val) was developed that inhibits the
clustering of kainate receptor in vitro. We  hypothesize that repeated treatment
with this cyclic peptide disrupts excitatory glutamatergic drive to VTA
dopamine neurons that mediate opiate sensitization. Mice received morphine
(10 mg/kg s.c.) and bilateral intra-VTA cyclic peptide administration (1
nmol/hemisphere) via indwelling cannulae. Automated activity monitoring was
performed for 180 min after drug administration on days 1, 3, 5, 8, 10, 12, and
15. Mice received treatment with the cyclic peptide or a control peptide with
each morphine administration. On day 15, all mice were challenged with
morphine and received intra-VTA control peptide administration. Preliminary
results indicate that a single administration of the peptide had no effects on
motor stimulation produced by a single dose of morphine on day 1. Repeated
administration of morphine plus intra-VTA control peptide treatment produced
a five-fold increase in motor activity on day 15,  compared to day 1. However,
repeated morphine plus intra-VTA cyclic peptide treatment resulted in no
increase in motor activity on day 15 compared to day 1. Ongoing studies are
comparing the effects of cyclic peptide vs. control peptide plus morphine
treatments on activation of mesocorticolimbic dopaminergic cells via
quantitative immunohistochemistry of immediate-early genes. This cyclic
peptide could produce these behavioral effects by inhibiting glutamate
receptor/PSD-95 interactions in VTA and disrupting dopaminergic
transmission. This cyclic peptide appears to inhibit the development of opiate
sensitization and may block other addiction related behaviors. Supported by
grants from Brown University, Dept of Veterans Affairs, and NIH.
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S.N. Katner, S.N. Von Huben, C.C. Lay, A.J. Kirsten, C.T. Flynn, S.A. Davis,
M. Cole, H.S. Fox and M.A. Taffe, The Scripps Research Institute, La Jolla, CA

USING A FLAVORANT-FADING PROCEDURE TO MODEL ALCOHOL-SEEKING
BEHAVIOR IN RHESUS MACAQUES

Alcohol-seeking behavior was modeled in monkeys previously induced to drink
alcohol with a flavorant-fading procedure. To start induction animals are
offered low amounts (0.5 g/kg) of a low concentration sweetened alcohol
solution (1% (w/v) alcohol in 6% (w/v) Tang®) in 1 hr access sessions. As
consumption becomes stable at a particular concentration or amount of alcohol,
animals are given access to higher concentrations and/or amounts. For these
studies four alcohol experienced adolescent male rhesus macaques were re-
induced to drink alcohol after a 14 week abstinence period. Individual
differences in alcohol intake levels were nearly identical to those obtained
during the initial fading procedure suggesting that individual alcohol drinking
behavior is stable over extended periods of abstinence. Once stable levels of
alcohol consumption were observed (mean ± SEM intake was 1.9 ± 0.1) during
the standard (AM) session, an additional 30 min afternoon (PM) access session
was introduced, resulting in consumption of an additional 0.5 to 1.0 g/kg of
alcohol per day (mean ± SEM total daily alcohol intake was 2.7 ± 0.1 g/kg). In
one experiment, the concentration of Tang was varied for the AM session.
Lower concentrations of Tang (0.5-1% w/v) reduced alcohol intake in the AM
sessions and increased alcohol intake in the PM sessions. Total daily alcohol
intake was unchanged, suggesting animals seek a fixed daily dose. In the
second experiment, animals were deprived of alcohol access for 7 days, after
which mean daily alcohol intake increased 25%. The temporary increase in
alcohol intake over baseline drinking when alcohol is available after a
deprivation period has been termed the alcohol deprivation effect and is
hypothesized to be an animal model of alcohol-seeking and craving. Therefore,
the present findings suggest that a relatively simple flavorant-fading procedure
may be effective in measuring aspects of alcohol-seeking behavior, craving and
relapse and can be utilized to test potential therapeutics for alcoholism in rhesus
macaques. Supported by USPHS Grants AA013836 and AA013972
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E.C. Katz, S.D. King, R. Schwartz, E. Weintraub, W. Barksdale, R. Robinson
and B.S. Brown, Friends Research Institute, Inc., University of Maryland School
of Medicine, Baltimore, MD and University of North Carolina, Wilmington, NC

IMPACT ON LONG-TERM TREATMENT OUTCOMES OF INCREASED
TREATMENT ENGAGEMENT BY ROLE INDUCTION

In our earlier work (Katz et al., 2004), a single Role Induction session increased
retention among subjects entering outpatient drug-free treatment relative to
routine orientation offered at the study clinic. The current analysis examined
whether Role Induction, by virtue of increasing clients’ receptivity to treatment,
would be more likely than routine orientation to be associated with positive
treatment outcomes. Subjects (51% male; 98% African American) were
randomly assigned to routine orientation (RO; N=111) or to Role Induction (RI;
N=274) and completed the ASI at intake and at 6 and 12 month    follow-up.
Outcomes were assessed in terms of regular substance use (yes/no),
employment (days paid for working), and criminal activity (number of arrests).
Consistent with the ASI definition of regular substance use, participants were
considered to have used substances regularly if, in the 30 days prior to follow-
up, they reported using alcohol  8 or more days, cocaine  8 or more days, heroin
12 or more days, or marijuana  12 or more days. Logistic regression, controlling
for baseline days of heroin, cocaine, alcohol, and marijuana use, failed to show
differences between RO and RI subjects in rates of regular substance use at 6
month follow-up. RO subjects were found to be 2.7 times more likely than RI
subjects to report regular substance use at 12 month follow-up (Wald chi-square
(1)=10.0, p=.002; 95% CI: 1.4-5.0). Specifically, 47.1% of RO compared to
24.5% of RI subjects reported regular substance use in the 30 days prior to the
12 month follow-up. Repeated measures ANOVA on days employed and
number of arrests failed to reveal significant treatment by time interactions. By
increasing retention, RI reduced substance use at 12 month follow-up. Broader
beneficial effects might be obtained if Role Induction is instituted in programs
that have access to the resources necessary to respond to clients’ employment
and other treatment needs.
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M.J. Kaufman, J.B. Daunais, T.L. Barros, J. Eskesen, R. Kraft, M. Rohan, M.A.
Nader, P.F. Renshaw and L.J. Porrino, McLean Hospital, Harvard Medical
School, Belmont, MA and Wake Forest University School of  Medicine,
Winston-Salem, NC

CHRONIC COCAINE SELF-ADMINISTRATION INCREASES MAGNETIC
RESONANCE TRANSVERSE RELAXATION (T2) TIMES IN RHESUS MONKEY
CAUDATE NUCLEUS

This study assessed whether the transverse relaxation time (T2), which is
inversely correlated with steady-state cerebral perfusion and metabolism,
increases in adult male rhesus monkeys (N=4) during chronic cocaine self-
administration. Monkeys were trained to respond on a fixed-interval (FI) 3-min
schedule of food presentation.  Next, they were anesthetized (1.5% isoflurane)
and artificially ventilated for baseline MRI scans on a 1.5 Tesla General
Electric Signa LX clinical scanner using a quadrature volume headcoil. T2 was
measured with an echo time (TE)-stepping echo–planar technique: repetition
time (TR)=5 sec, TE=20-144 msec, 4 msec steps, 10 slices, field of view (FOV)
=140 mm, matrix=128x128.  T1-weighted anatomic images were acquired with:
TE/TR=14/500 msec, FOV=150 mm, matrix=256x192. Subsequently,
responding was maintained either by food (N=2) or cocaine (N=2) in daily
sessions for 12-14 months (~370 sessions). Weekly peak cocaine intakes
averaged >60 mg/kg.  After chronic food or cocaine self-administration,
monkeys were rescanned using the procedures noted above.  Caudate nucleus
and putamen ROIs were hand-drawn by a trained rater blind to subject group
(food/cocaine) and treatment condition (baseline/post). Cocaine-exposed
monkeys had relatively increased T2 values in caudate nucleus and putamen,
but only the caudate nucleus increase was statistically significant (+8%,
P<0.04).  Relative T2 increases are suggestive of perfusion and metabolism
decreases, and thus parallel prior autoradiographic findings of basal ganglia
metabolic reductions in rhesus monkeys following chronic cocaine self-
administration.  Accordingly, T2 measurements may be useful for prospective
studies of chronic cocaine’s effects on brain function.

Supported by NIH grants DA017324, DA014674, DA009448, DA009085, and
the Peter F. McManus Charitable Trust.
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D. Kayman, S. Magura, A. Rosenblum, C. Gordon and C. Fong, National
Development and Research Institutes, Inc., New York, NY

MOTIVATIONALLY ENHANCED GROUP COUNSELING FOR SUBSTANCE
USERS IN A SOUP KITCHEN: A RANDOMIZED CLINICAL TRIAL

Objective. Soup kitchens tend to serve residentially unstable adults
characterized by a high prevalence of substance abuse.  This study implemented
and evaluated a low-threshold group counseling intervention for soup kitchen
guests with past or current substance abuse, with the aim of reducing drug and
alcohol use, preventing relapse, and increasing participation in substance abuse
treatment and 12-step groups.    Methods. Soup kitchen guests who reported
drug or alcohol problems were randomly assigned to one of the following
conditions: (a) control - information and referral (I & R) plus peer advocacy
(peers encouraging subjects to participate in other services) (n=139), or (b)
experimental (n=151) - a 12-session motivational group (three sessions per
week for four weeks) followed by a 36-session cognitive-behavioral group
(three sessions per week for twelve weeks), plus I & R and peer-advocacy.
Subjects were followed-up for 5 months.   Results. Mean age was 42; 82%
male; 68% African American; 81% unstable residence; 14% HIV+.
Experimentals were significantly more likely than the controls to have
increased their participation in some type of substance abuse intervention
during the follow-up period (Odds Ratio=2.72, Confidence Interval=1.46 -
5.07, p< .05).   In addition, experimentals were significantly more likely than
controls to have reduced both drinking and heavy drinking at follow-up.  (There
was no difference between groups in reduction of cocaine use.) Interaction
analysis indicated that the experimental intervention was more effective for
participants with higher rather than lower substance abuse severity at baseline.
Conclusion. These results support the concept that motivationally-enhanced
group counseling, provided as a low-threshold outreach intervention, can help
to increase participation in formal treatment and 12-Step groups and to reduce
substance abuse, particularly for alcohol users and those starting with high
severity of use. (Grant #R01 DA01088).
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O. Kaynak, R.F. Forman, J. Rotrosen, M. Chu, A. Mathis, T. Clodfelter, F.
Ingram, J. Sharpe Potter, P. Muchowski, K. Magruder, A. Chellis, K. Brower
and S. Strobbe, National Drug Abuse Clinical Trials Network, Bethesda, MD

PATIENT FEEDBACK: A QUALITY IMPROVEMENT SYSTEM FOR
OUTPATIENT CLINICS

One of the most persistent challenges facing outpatient addiction treatment
providers is the retention of patients.  Therapeutic alliance (TA) has previously
been shown to improve engagement, retention, and a number of other desirable
outcomes in both mental health and substance abuse treatment.  Despite the
consistency of this effect, interventions designed to increase TA typically
require substantial training, are costly, and are not widely adopted. Moreover,
while most TA interventions focus on individual counseling, most outpatient
addiction treatment is delivered in group counseling.  The authors will present
the results of a group-level TA intervention called “Patient Feedback” (PF) that
was developed and implemented within the National Drug Abuse Clinical
Trials Network (CTN) study in six community-based outpatient substance
abuse clinics.  Over a five-month period, nearly 3,000 anonymous surveys were
completed by patients immediately after their group therapy session. The 12-
item survey measured TA, treatment satisfaction, and self-reported abstinence.
The PF data system automatically converts the survey results into feedback
reports and that are immediately available to participating staff via a secure
website. Feedback reports include six time-series graphs displaying interactions
between the performance indicators (TA and group experience rating) and three
patient characteristics (gender, length of stay and ethnicity); a seventh graph
presented attendance data.  Clinic teams reviewed the feedback reports in
monthly team meetings.  Aggregated pre/post data presenting increases in
therapeutic alliance, treatment satisfaction and abstinence will be presented;
additionally, data on usage of the PF System by clinic staff, will be
summarized.  This centralized, semi-automated feedback system eases
fulfillment of accreditation requirements, and can be used to provide objective
quality data to funding sources, accrediting bodies, and policy makers.
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T.H. Kelly, W.W. Stoops, G. Robbins, C.A. Martin, J.A. Lile, M.T. Bardo and
C.R. Rush, University of Kentucky, Lexington, KY

D-AMPHETAMINE SELF-ADMINISTRATION IN HIGH- AND LOW-IMPULSIVE
SENSATION SEEKERS USING A PROGRESSIVE-RATIO PROCEDURE

Clinical studies have demonstrated that d-amphetamine engenders more robust
behavioral effects among high- than low-sensation seekers.  Furthermore,
novelty-seeking behavior predicts non human d-amphetamine self-
administration. This ongoing study examines d-amphetamine self-
administration among high- and low impulsive sensation-seekers using a
modified progressive-ratio procedure. It is hypothesized that self-administration
behavior will be more robust in high- than in low-impulsive sensation seekers,
as evidenced by higher break points on the progressive ratio task.  Eleven of
twenty healthy volunteers scoring in the top and bottom quartiles of gender-
adjusted population norms on the impulsive-sensation seeking scale of the
Zuckerman-Kuhlman Personality Questionnaire (6 high- and 5 low-impulsive
sensation seekers) have completed the 8-session study consisting of four 2-
session test blocks. During the first session of each test block, subjects receive 8
capsules, each containing 1/8th of a test dose.  During the second session,
subjects are permitted to earn up to 8 test capsules by completing progressively
increasing response requirements.  The first capsule is earned by completing 25
responses, and the response requirement for each subsequent capsule is
doubled, such that 6,375 responses are required to earn all 8 capsules.
Performance assessments consisting of verbal reports of drug effect, task
performance and cardiovascular assessment are completed before and at 1-hour
intervals for 3 hours after capsule administration.  Test doses (0, 8, 16 mg) are
presented under randomized, double-blind conditions.  Preliminary analyses
indicate that breakpoints on the progressive ratio task are increasing as a
function of dose,  suggesting that d-amphetamine is functioning as a reinforcer.
Typical stimulant-like effects are also apparent on cardiovascular and verbal-
report measures.  The effects of sensation-seeking status on d-amphetamine
self-administration, and other behavioral effects of the drug, as determined
using mixed-model repeated-measure ANOVA, will be presented.  Supported
by DA-05312 and RR-15592.
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S.G. Kertesz, M. Pletcher, S. Person, J. Halanych, S. Taylor, J. Schumacher and
C. Kiefe, University of Alabama Birmingham at Birmingham, AL, University of
San Francisco, and University of California, Los Angeles, CA

LONG-TERM QUALITY OF LIFE OUTCOMES AMONG HEALTHY YOUNG
ADULTS WHO USE ILLICIT DRUGS (THE CARDIA STUDY)

BACKGROUND: Consequences of drug dependence in treatment populations
are known, but clinicians lack prognostic data for community-dwelling persons
whose pattern of use is more representative of the general population. We tested
whether current or past illicit drug use was associated with lower health-related
quality of life (QOL) 13 years later in the Coronary Artery Risk Development
in Young Adults study (CARDIA), a longitudinal community sample.
METHODS: A cohort of young adults was recruited in 4 metropolitan areas,
and assessed in 1987-88 and 2000-01. Cocaine, amphetamines, opiates,
marijuana and tobacco (for comparison) use reported in 1987-88 were
categorized as Current (any in last 30 days), Past, and Abstinent. Physical and
Mental QOL were assessed 13 years later using Short Form-12 Physical
Component Summary (PCS) and Mental Component Summary (MCS) scores.
For each substance, a linear regression for each outcome (PCS, MCS) adjusted
for age, sex, race, alcohol use and socioeconomic status. RESULTS: For 3523
subjects followed for 13 years, mean age (SD) in 1987-88 was 27(3.6) years.
Baseline prevalence of Current/Past use was: cocaine (8%/30%), amphetamines
(1%/26%), opiates (0.3%/6%), marijuana (23%/50%) and tobacco (26%/14%).
Current drug use was rarely > 15 days/month. The regression coefficients,
showing adjusted effect of Current use (vs. Abstinence) were: for PCS, Opiates
-4.7(-9.2,-0.1), Amphetamines -2.6(-5.0,-0.2), Cocaine -1.1 (-2.0,-0.2),
Marijuana 0.5(-1.2,0.2), Cigarettes -1.5 (-2.1,-1.0). For MCS: Opiates -2.1(-5.0,
-0.7), Amphetamines -2.1(-5.0,0.7), Cocaine -2.4(-3.6,-1.3), Marijuana  -1.8
(-2.6,-0.9), Cigarettes -0.8(-1.5,-0.1). Linear trends (Current vs. Past vs.
Abstinent), tested in separate models, were significant for MCS for all drugs
(all p<.01), and for PCS for opiates (p<.001). CONCLUSIONS: Illicit drug use
in the general population, even past use, appears to be associated with reduced
QOL later in life. These data should inform clinicians in community settings.
(NIDA K23-DA-15487 & NHLBI N01-HC-95095)
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M.L. Kerwin, K. Walker-Smith, R.A. Corbin, T.M. Faranda-Diedrich, J.
Menarde and K.C. Kirby, Rowan University, Glassboro, NJ, Treatment
Research Institute and University of Pennsylvania School of Medicine,
Philadelphia, PA

CREATING A SPIRITUAL COMMUNITY THAT REINFORCES DRUG
ABSTINENCE: PRELIMINARY REPORT

Community Reinforcement involves altering the patient’s social community
such that immediate social reinforcement is provided for abstinence and alcohol
or drug use is more likely to be ignored or followed by loss of reinforcement.
Thus far, Community Reinforcement has been implemented by therapists who
help the client recruit at least one person who will be trained to provide the
contingent consequences.  Unfortunately, finding social support can be difficult
when the client’s drug use has led to social isolation.  Religious communities
are naturally-existing communities of reinforcement that can be recruited and
remain in place after treatment, offering sustained reinforcement of drug
abstinence. We are developing Community Reinforcement through Religious
communities (CRA-R), which recruits stable individuals from religious
communities to serve as Community Anchor Persons (CAPs) for drug abusing
women in treatment.  CAPs are trained to deliver contingent reinforcement for
abstinence and to ignore drug use and other undesirable behavior. Patients and
their CAPs meet in a weekly group to share enjoyable abstinent social events.
These weekly meetings begin and end with spiritual readings.  Between weekly
meetings, CAPs are encouraged to contact their assigned patient and invite
them to religious and other social events. This presentation describes our
experiences identifying, recruiting and training CAPs, attendance at weekly
CRA-R meetings, and results of weekly random urine testing for five African
American drug-abusing women in outpatient treatment. Preliminary results
suggest that CAP contact between meetings influences patient attendance at
CRA-R meetings. On 31.4% and 17.9% of the occasions when the CAP
contacted the patient, the patient attended and did not attend the meeting,
respectively.  On 28.6% and 20.7% of the occasions when the CAP did not
contact the patient, the patient did not attend and attended the meeting,
respectively.  As predicted, over a period of 40 weeks, attendance was higher
following negative urine results than positive urine results.
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F.H. Kessler, F. Pechansky, L. Von Diemen, J. Inciardi, and H. Surratt, Federal
University of Rio Grande, Porto Alegre,  Brazil

SEXUALLY TRANSMITTED DISEASES IN POOR FEMALE CRACK USERS OF
PORTO ALEGRE, BRAZIL

Introduction: In Brazil most data in the present literature have shown the
increasing incidence of HIV among poor women – with particular emphasis on
the influence of drug use in their risk behaviors. Objectives: to ascertain drug
use, exposure to risk and violence, depressive symptoms, and prevalence of
HIV, HCV and Syphilis among inner city, out of treatment female crack users
of Porto Alegre, Brazil’s fifth largest city. Method: In a cross-sectional design,
76 subjects answered to the Risk Assessment Battery (RAB), an AIDS
Information questionnaire, NIDA’s RBA and the Mental Health Checklist for
depression. Subjects also had their urine tested for cocaine and provided blood
for HIV, HCV, and syphilis tests. Results: The mean age was 28.4 (SD=7.8);
49.2% were black, 76,3% had a steady partner and their median income was U
$95. HIV seroprevalence was 35.7%; and HCV and Syphilis rates were 28.4%
and 20.3%, respectively. With regard to drug use, the median days in the month
prior to interview was 12 for crack, 8 for marijuana, and 8 for alcohol; 34.2%
had injected drugs at least once in life. Out of 15 questions, the mean of correct
answers to the AIDS information scale was 12.7 (SD=1.3). In the 6 months
prior to interview 71.1% of the women reported infrequent condom use, and
38.2% reported no condom use; 43.4% reported sex with two or more men in
the last semester, and 71.1% reported depression symptoms. With regard to
domestic violence, 64.5% had reported to have been victims of some type of
violence caused by their partners during the month prior to interview.
Conclusion: All rates of seroinfection described in this sample are higher than
the general women population, suggesting that the association between heavy
drug use and poverty must play a role in this finding. The presence of
depressive symptoms may be associated with the specific form of drug use and
type of drug described. The interplay between poverty, domestic violence,
crack use, and its expression in high rates of sexually-transmitted diseases
certainly represents a major public health problem in urban pockets of Brazil.
Further studies to confirm this association must be conducted, with particular
emphasis on the new crack epidemic that is occurring in the country.
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R.D. Ketterlinus, S. Rothstein, L. Hurtig and J. Benitez, Philadelphia Health
Management Corporation, Philadelphia, PA

THE BRIDGE ADOLESCENT RESIDENTIAL TREATMENT PROGRAM
OUTCOMES: EFFECTS OF CLIENT CHARACTERISTICS AND TIME IN
TREATMENT

In September 2002, the Philadelphia Health Management Corporation’s
residential treatment program for adolescent males - The Bridge - was one of 17
programs nationally to receive CSAT funding to enhance and expand services.
The primary goals of the grant are:  To redefine the program model to more
effectively treat clients’ co-occurring mental health problems and to more fully
integrate families; to strengthen the quality of clinical services through training
in empirically-validated treatment models, to implement a home-based, family-
focused aftercare program; and conduct an non-experimental program
evaluation involving standardized bio-psycho-social assessments of 166 clients
at intake, and 3, 6, 9 and 12 month post intake using the Global Assessment of
Individual Needs (GAIN). Bridge clients are high-risk as shown by substance
use/abuse (especially marijuana) and co-morbid mental health, legal and social
problems. Preliminary 9-month outcome analyses suggest lasting benefits of the
enhanced Bridge program in the areas of substance abuse, mental health and
legal problems/recidivism. For example: the number of adolescents reporting
marijuana use within the past 90 days decreased by 95%; the number disturbed
by significant psychiatric problems within the past 90 days decreased by 23%;
the number of days clients reported being disturbed by traumatic memories
decreased by 75%; and the number of clients reporting being adjudicated for a
juvenile offense decreased by 85%. This presentation provides updated
analyses that relate outcomes at 3, 6, 9 and 12 months to client characteristics at
intake and time in treatment. Limitations of the analyses and implications of the
findings for the design and implementation of model adolescent residential
treatment programs are discussed.
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D.E. Keyler, S.A. Roiko, H. Benlhabib, M.G. LeSage, J. St. Peter, S. Stewart, S.
Fuller, C.T. Le and P.R. Pentel, Minneapolis Medical Research Foundation,
University of Minnesota Medical School and Nabi Biopharmaceuticals,
Minneapolis, MN

MONOCLONAL NICOTINE-SPECIFIC ANTIBODIES REDUCE NICOTINE
DISTRIBUTION TO BRAIN IN RATS: DOSE-AND AFFINITY-RESPONSE
RELATIONSHIPS

Vaccination against nicotine is being studied as a potential treatment for
nicotine dependence.  Some of the limitations of vaccination, such as variability
in antibody titer and affinity, might be overcome by instead using passive
immunization with nicotine-specific monoclonal antibodies.  A series of mouse
monoclonal nicotine-specific antibodies (NICmAbs) with Kd ranging from 60
to 250 nM were produced and their effects on nicotine distribution compared
with those of a high affinity polyclonal rabbit antiserum (Kd 1.6 nM).
Pretreatment of rats with NICmAb substantially increased the binding of
nicotine in serum following a single nicotine dose, reduced the free nicotine
concentration, and reduced the distribution of nicotine to brain.  Efficacy was
directly related to antibody affinity for nicotine.   The highest affinity NICmAb
(NICmAb311) produced dose-related effects, with the highest dose reducing
nicotine distribution to brain by 78%.  NICmAb311 decreased nicotine
clearance by 90% and prolonged the terminal elimination half-life of nicotine
by 120%.  At equivalent doses, NICmAb311 was less effective than the higher
affinity rabbit antiserum, but comparable efficacy could be achieved by
increasing the NICmAb311 dose.  These data suggest that passive
immunization with nicotine-specific monoclonal antibodies can substantially
alter nicotine pharmacokinetics in a manner similar to that previously reported
for vaccination against nicotine.  Antibody efficacy is a function of both dose
and affinity for nicotine.  These data support the study of passive immunization
with monoclonal antibodies for the treatment of nicotine dependence.

Supported by grants DA15668 (NIDA) and P50-DA13333 (NCI/NIDA).
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L.A. Keyser-Marcus, G.C. Britt, L.D. Meloy, P. Kum-Nji, K. Reid-Quinones
and D.S. Svikis, Virginia Commonwealth University, Richmond, VA

LESS IS MORE.  ENCOURAGING REDUCTIONS IN TOBACCO USE WITH
NEWLY POSTPARTUM WOMEN

Much attention has been focused on smoking cessation during pregnancy.
Although the health benefits to both mothers and their unborn children have
been well-documented, (Stevens, Becker, Krumpos, Lanz, et al, 1988),
elimination of tobacco use appears to be an unattainable goal for many women.
Further, women who are able to abstain from using tobacco during pregnancy
often return to pre-pregnancy tobacco consumption levels within weeks of
delivery.  The current study examined changes in tobacco use in mothers of
infants attending an urban, university hospital-based pediatric clinic (N=83).
While data collection is still ongoing, preliminary analyses were performed.
Respondents were primarily African-American (63%), and between 18 and 43
years off age.  Of the women classified as smokers (N=23), significant
reductions in tobacco use (t=3.6, p<.01) were reported during the first trimester
(mean 15 cigarettes/day pre-pregnancy versus 6 cigarettes/day first trimester).
Further, women continued to demonstrate decreased smoking rates during the
second and third trimesters, with an average of 4.9 and 4.5 cigarettes/day,
respectively.  The most commonly cited reason for reduced tobacco use during
pregnancy was concern for baby (69%).  Postpartum rates of tobacco use,
although still significantly lower than those reported prior to pregnancy,
increased slightly within the first 16 weeks postpartum to an average 9.7
cigarettes/day (sd= 6.5).   Interestingly, women appeared much less concerned
about the harmful effects of smoking on children postpartum, as items
regarding smoking affecting an earlier newborn and concern for the health of
older children were endorsed less frequently (29% and 11%, respectively) than
quitting for own health (36%).  These findings suggest that although the
harmful effects of prenatal smoking are well-understood, the continued health
risks to children associated with environmental tobacco smoke may be
overlooked. The implications for health promotion education and harm
reduction strategies are discussed.
This research was supported by NIDA DA 11476 and NIAAA AA 11802
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T.K. Killeen, M.L. Copersino and M.L. Stitzer, Medical University of South
Carolina, Charleston, SC, NIH/NIDA Intramural Research Program, and Johns
Hopkins University, Baltimore, MD

EFFECTIVENESS OF MOTIVATIONAL INCENTIVES FOR DRUG ABUSE
RECOVERY IN MULTIPLE TREATMENT HISTORY AND TREATMENT-NAÏVE
OUTPATIENTS

Purpose: To determine if prize-based abstinence incentives will affect substance
abuse outcomes differently in patients with different treatment histories. Design
and Population: 415 treatment seeking outpatients with self-reported stimulant
use in the past 14 days were randomized to receive either prize-based incentives
plus treatment as usual (TAU) or TAU alone.  Urine drug screens were
conducted twice weekly for 12 weeks.  Participants were divided into those
with greater (two or more, detox excluded; n=150 ) or fewer (less than two;
n=260) prior treatment episodes. Outcome variables included longest sustained
period of abstinence and retention in treatment. Method: Baseline differences
between the two treatment history groups were analyzed using Pearson's chi-
square analysis and independent t tests. GLM univariate analysis of variance
with study group and treatment history entered as fixed independent variables
was used to predict the outcome variables. Findings: There were significant
between-group baseline demographic, psychosocial and substance use
differences. Treatment experienced participants were older, more likely to be
female, African American, unemployed, and were more likely to have a
stimulant abuse or dependence diagnosis and a history of psychiatric problems.
Those with fewer prior treatment episodes were more likely to have legal
problems and a longer history of methamphetamine/ amphetamine use.
However, there were no treatment outcome differences based on treatment
history and no interactions between the incentive intervention and treatment
history. Implications: Patients with previous treatment episodes present into
treatment with a different and generally more severe range of psychosocial
problems but nevertheless respond to abstinence incentives adjunctive to TAU
with similar favorable outcomes as those observed in treatment naïve patients.
Patients both with and without extensive treatment histories can benefit from
abstinence incentive interventions.
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J. Kim, I.K. Lyoo, S.J. Kim, J. Hwang, A. Chung, Y.H. Sung and P.F. Renshaw,
Seoul National University College of Medicine and Hospital, Seoul, Korea and
McLean Hospital Brain Imaging Center, Belmont, MA

COMPARISON OF GRAY MATTER DENSITIES BETWEEN SHORT-TERM
ABSTINENT METHAMPHETAMINE USERS AND LONG-TERM ABSTINENT
METHAMPHETAMINE USERS

Objective: Authors explored gray matter density in short-term and long-term
abstinent methamphetamine users. Methods: Gray matter density in 29
methamphetamine users and 20 healthy comparison subjects were compared by
voxel-based morphometry. Gray matter density changes and performances on
Wisconsin card sorting test (WCST) were also compared between 11 short-term
(<6 months) and 18 long-term (>6 months) abstinent methamphetamine users.
Results: Methamphetamine users had lower gray matter density in the right
middle frontal cortex (corrected p<0.05) and more total errors (p<0.01) in
WCST relative to healthy comparison subjects. Gray matter density decrease
correlated with total errors (r=?0.45) in WCST in methamphetamine users.
Long-term abstinent users had significantly lesser deficit of gray matter density
(p<0.01) and total errors in WCST (p<0.01) than short-term abstinent users, but
more than the healthy comparison subjects. Conclusion: We report that
methamphetamine users have prefrontal gray matter deficit, which may, in part,
recover with long-term abstinence.

337

B.M. Kim, C. Yeom, D. Lee, I. Kim, E. Greiner, E. Jagoda, C. Contoreggi, S.
Listwak, P. Gold, G. Chrousos, W. Eckelman and K. Rice, Seoul National
University, Seoul,  Korea,  NICHHD, NIDA/NIH, Bethesda, MD

DESIGN, SYNTHESIS AND EVALUATION OF NON-PEPTIDE CORTICOTROPIN-
RELEASING HORMONE RECEPTOR TYPE 1 ANTAGONISTS FOR IMAGING
STUDIES

Corticotropin releasing factor (or hormone, CRF or CRH), a 41-amino acid
neuropeptide, is a major regulator of the hypothalamic-pituitary-adrenal (HPA)
axis coordinating neuroendocrine, autonomic, immune, and behavioral
responses to stress. Overstimulation of CRHR1 in the brain has been connected
to several mental disorders such as anxiety, depression, and drug withdrawal
syndromes. In this regard, modulation of CRH receptor function has been one
of the important targets for drug discovery. In vivo imaging methods such as
positron emission tomography (PET) or single photon emission tomography
(SPECT) based upon a specific radiolabeled CRHR1 antagonist could be useful
for noninvasive monitoring of changes in CRH concentration or CRHR1
density. An efficient radiotracer should possess high affinity, high selectivity
(CRHR1 vs. CRHR2), appropriate lipophilicity, and blood-brain-barrier
penetration. To evaluate this hypothesis, several nonpeptide antagonists were
designed and synthesized. Among compounds prepared as candidates for the in
vivo imaging studies in Sprague-Dawley rats, [76Br]MJL-1-109-2 showed
good distribution data in key areas of the brain such as the cortex, the vestibular
nucleus, the cerebellum, and the inferior colliculus. To further optimize the
lipophilicity of radioligands, a structurally modified analogue, [3-(4-bromo-2,6-
dimethoxyphenyl)-2,5-dimethylpyrazolo[1,5-c]pyrimidin-7-yl]-bis(2-
methoxyethyl)amine was synthesized and it exhibited high affinity (Ki = ~2
nM) against CRHR1 with ClogP value of 3.38, satisfying the criteria set for in
vivo imaging agents.
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V.L. King, K.J. Neufeld, G. Gallucci, K.B. Stoller, J. Peirce and R.K. Brooner,
Johns Hopkins University School of Medicine, Baltimore, MD

POTENTIAL ADVANTAGES OF OFFERING MEDICATION AND PSYCHOSOCIAL
SERVICES IN DRUG ABUSE TREATMENT SETTINGS FOR PATIENTS WITH
PSYCHIATRIC COMORBIDITY: EARLY FINDINGS

Psychiatric comorbidity is common in opioid-dependent patients. Comorbidity
has been repeatedly associated with increased drug use and poor treatment
response. Referring these patients to community psychiatric treatment providers
is largely associated with poor results – most patients receive little psychiatric
care because of high rates of missed appointments. While integrated psychiatric
treatment provided in the drug abuse treatment setting is a promising
alternative, surprisingly little research has been done in this area. This study
reports preliminary data from a randomized trial comparing on-site (ONS) with
off-site (OFS) psychiatric treatment in methadone maintained opioid-dependent
patients who have other current psychiatric disorders. ONS is provided in the
methadone clinic; OFS is provided in the community psychiatry program
located on the same campus. Both sites offer the same amount (number of
scheduled sessions) and types (medication, individual, group) of psychiatric
services. Subjects complete a psychiatric diagnostic interview (SCID).
Preliminary outcomes examine the first 44 enrollees beginning randomized
treatment, the relationships between study condition and onset of any
psychiatric care, and number of days between referral and onset of treatment.
The current sample is 66% female, 55% African-American, with mean age 39.7
years and a mean of 10.8 years of education. The most common current
psychiatric diagnoses in the combined sample are major depression (59%),
PTSD (30%), and borderline personality (27%). ONS had higher rates of
current alcohol dependence (ONS: 18%; OFS: 5%), cocaine dependence (ONS:
59%; OFS: 23%), major depression (ONS: 77%; OFS: 41%), and personality
disorder (ONS: 68%; OFS: 50%). The OFS group had higher rates of bipolar
disorder (OFS: 19%; ONS: 5%) and PTSD (OFS: 36%; ONS: 24%). As
expected, more of the ONS group received any psychiatric care, and they had a
significantly shorter time delay between referral and onset of psychiatric
services (ONS: 6.8 days; OFS: 19.0 days, p=0.005). Findings from this ongoing
study (expected enrollment: n=350) offer preliminary support for possible
advantages of offering on-site psychiatric care in drug treatment clinics.
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S.D. King, R. Sarasvita, R. Schwartz, B.S. Brown, E. Weintraub, W. Barksdale,
R. Robinson and E.C. Katz, Friends Research Institute, Inc., Baltimore, MD,
Drug Dependence Hospital, Indonesia, University of North Carolina,
Wilmington, NC and University of Maryland, Baltimore, MD

PREDICTORS AND CORRELATES OF EARLY VERSUS LATE INITIATION OF
SUBSTANCE USE

Whereas much attention has been given to identifying variables associated with
early initiation of substance use, little attention has been given to identifying
variables associated with initiation of substance abuse during adulthood. In a
study of early engagement strategies, 21% of 851 subjects were identified as
having late substance use onset (i.e., 25 years or older). This study compared
predictors and correlates of late (LO; n=179) with early substance use onset
(EO; n=672). At intake, subjects completed the ASI and TCU Motivation Scale.
Using logistic regression analysis, gender, marital status, and prescription of
psychiatric medication during the individual’s lifetime predicted LO.
Specifically, females were  twice as likely as males (95% CI: 1.4-2.8, p < .001),
and those who had ever been married were twice as likely as those who had
never been married (95% CI:1.5-3.0, p < .001) to be in the LO group. Subjects
who had never been prescribed a psychiatric medication were half as likely as
those who had  to be in the LO group (95% CI: 1.1-3.9, p < .024). Chi-square
analyses indicated that LO subjects were more likely to use heroin only (33%)
and less likely to use multiple substances         (66%) than EO subjects (heroin:
13%; poly substance use: 84%), X²(1) = 38.1, p < .001. LO subjects were also
more likely to enter treatment through detox (50%) than EO subjects (42%; X²
(1) = 4.4, p=.03).  LO subjects were found to have completed more education
(M=11.9, SD= 1.6), t(848) =2.3, p = .018) and been arrested less often (M=2.2,
SD=2.6), t(779)= 3.99, p<.001), than EO subjects (education: M=11.5, SD=1.9;
number of arrests: M=3.6, SD=4.3). No differences were found in terms of
motivation or treatment retention. Findings suggest that in spite of establishing
a period of prosocial adjustment, a large minority of adults  may be at risk for
initiating serious substance use. Research is needed to identify factors
associated with late substance use onset and to develop prevention and
treatment programs targeting the needs of these individuals.
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T.W. Kinlock, E.A. Sears, B.S. Brown, K. O’Grady and J.M. Callaman, Friends
Research Institute, Inc., Baltimore, MD

SHORT-TERM EFFECTS OF MOTIVATIONAL ENHANCEMENT THERAPY WITH
DRUG COURT PROBATIONERS

Motivational Interviewing (MI) has become widely accepted as a strategy for
engaging clients in drug abuse treatment.  While the effectiveness of MI is well
established as a strategy for use with voluntary treatment clients, the
effectiveness of MI with criminal justice clients remains largely unexplored.  In
this study, Drug Court probationers were randomly assigned to either a two-
session MI intervention (n=81) or a two-session drug education (DE)
intervention (n=73) as they began treatment at one of the three participating
outpatient drug-free Baltimore treatment programs.  Treatment engagement was
assessed using measures of (a) days retained and (b) changes in Texas Christian
University Treatment Motivation Scales from baseline to one month post-
baseline.  The groups did not differ at program entry in terms of motivation or
demographic/background variables.  Moreover, the two groups did not differ at
one-month post-baseline (two weeks after receipt of MI and DE sessions) on
any of the three motivation scale scores    (Problem Recognition; Desire for
Help; Treatment Readiness).  The groups also did not differ in mean number of
days retained in treatment (MI=112.8 days; DE=129.9 days).  While motivation
scales significantly predicted days in treatment, only age  significantly
predicted treatment retention among the other baseline variables explored.
Thus, there is the suggestion that, for at least some populations referred from
the criminal justice system, MI, as delivered, does not increase client
engagement to a greater degree than a traditional drug education intervention.
This result indicates the need to explore further elaborations of MI specifically
targeted to criminal justice populations.   This study was supported by NIDA
grant #R01 DA 13695-01 awarded to T.W. Kinlock.
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L. Kirisci, R. Tarter, M. Vanyukov, M. Reynolds and M. Habeych, University of
Pittsburgh, Pittsburgh, PA

CHILDHOOD NEUROBEHAVIOR DISINHIBITION AND DEVIANT ACTIVITIES
OF FRIENDS PREDICT DISTORTED PERCEPTION OF RISKY BEHAVIOR AND
IDENTIFY YOUTH AT HIGH RISK FOR SUD

Genetic, physiological and psychological investigations have demonstrated that
deficient inhibitory regulation amplifies the risk for substance use disorder
(SUD).  This study determines whether variation in the developmental
trajectories of distorted perception of risky behavior and substance use disorder
(SUD) are contributed by neurobehavior disinhibition, parental SUD, deviant
activities of friends and demographic variables. The sample, participants in a
long-term prospective investigation, consisted of 381 boys evaluated at ages 10
-12, 12-14, 16, 19, and 22 whose parents either had SUD or no adult psychiatric
disorder. Results indicated that childhood neurobehavior disinhibition and
deviant activities of friends significantly covaried with distorted perception of
risky behavior during adolescence. Neurobehavior disinhibition in childhood, in
conjunction with parental lifetime SUD and deviant activities of friends, place
the child at very high risk for SUD by age 22 if distorted perception of risky
behavior progresses in severity in early adolescence. These results indicate that
monitoring distorted risky behavior during transition from childhood to mid-
adolescence is important for identifying youths who are at very high risk for
succumbing to SUD by young adulthood.
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I.K. Kirtadze and D.Z. Zurabashvili, State Medical Academy and M. Asatiani
Research Institute of Psychiatry, Tbilisi, Georgia

BEHAVIOR DISORDER AMONG STREET YOUTH EXPOSED AND NOT
EXPOSED TO INHALANT

The spread tendency of inhalant use, especially among the youth, has
acquired an uncontrollable nature and has become an important public
health issue.
Thus, it is of critical public-health impor¬tance to understand this
phenomenon for proper prevention and appropriate inter¬vention.
Street children constitute a considerable part of the homeless
population.
Aim of the study   1. To identify the risk factors for early inhalant use.
2. To identify the types and risk-factors of behavior disorder
among street children.
3. To identify the nature of correlation between “street life”,
inhalant use and behavior disorder.
4. To develop interventions to prevent inhalant use by youth.
Method    A cross-sectional descriptive study was designed.
Difficulties in random sampling of street children meant that a non-
random purposive sampling strategy was used All statistical dates and
analyses will be performed using Special Program for Social Sciences.
Participants   The final sample consists of 80 street children (40
inhalant users and 40 non-users).
Research Site   Tbilisi orphan-asylum, Office for Receiving and
Distribution of the Youth.
We have investigated 54 youth yet. It is too early to speak about the
results and conclusions of the study, especially, about the intervention.
However, our aim is a gradual transfer of the inhalant users into the
group of inhalant non-users with further re-socialization. The ultimate
aim of the study is to develop effective primary preventative measures
and early interventions for inhalant use.
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W.B. Kissin, R.G. Orwin, R. Claus, K. Campbell, C.E. Grella, T.J. Williams, A.
Krupski and S. Green, Westat, Rockville, MD, University of Missouri, St.
Louis, MO, Washington Div. of Alcohol and Substance Abuse, Olympia, WA
and University of California, Los Angeles, CA

CHILD WELFARE COSTS AT FOUR-YEAR FOLLOWUP FOR MOTHERS
ATTENDING WOMEN-ONLY VERSUS MIXED-GENDER LONG-TERM
RESIDENTIAL TREATMENT

Child welfare service (CWS) involvement is known to be high among
substance abusing women.  Specialized treatment programs designed
specifically for parenting women have been developed to address the additional
needs faced by mothers and their children.  This study compares the costs
related to CWS involvement among 665 chemically dependent women with a
young child (<12 years) living with them at some time during the two years
prior to admission to long-term residential treatment that was either specialized
for women only (SP, N=476) or a standard mixed-gender (ST, N=189) program
in Washington State.  Data come from several administrative data sources.
Patients were predominately single (89%) with a mean age of 30 and education
of 11 years.  They were 69% Caucasian, 15% African American, and 10%
Native American.  Of the 665 women in the study, 267 (40%) had a CWS case
opened during this same two-year period.  Preliminary longitudinal analyses
suggest that despite equivalent rates of CWS involvement at admission (40%
for each group, 191 SP and 76 ST), SP women had higher rates of new CWS
involvement at 1-year followup but ST women had higher rates at 2-, 3-, and 4-
years followup.  In addition, mean CWS service charges were consistently
higher for ST (M=$9,782/year) than SP (M=$6,632/year) women, and the gap
continued to increase throughout the 4-year followup period.  Cost savings
(dollar and social) related to reduced CWS involvement may help to defray the
higher costs of administering SP (relative to ST) programs.
ACKNOWLEDGMENT:  Supported by NIDA grant #1 R01 DA15094-01.
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J.R. Kleinheider, S.E. Afful, L.B. Cottler and L.J. Bierut, Washington
University School of Medicine, St. Louis, MO

RISKY BUSINESS: SEXUAL BEHAVIORS IN COCAINE-DEPENDENT
INDIVIDUALS

High risk sexual behavior is often observed in substance dependent individuals.
The purpose of these analyses was to examine high risk sexual behavior in
DSM-IV cocaine dependent (n=710) and non-dependent individuals (n=909) as
part of the Family Study of Cocaine Dependence.  Individuals were recruited in
substance abuse treatment centers, through driver’s license records, or through
a sibling who participated.  Participants completed a semi-structured interview,
which evaluated substance use and psychiatric disorders.  Cocaine dependent
subjects reported higher rates than non-cocaine dependent subjects (including
those who have never used cocaine) of prostitution (31.0% vs. 3.9%, p<.001),
trading sex for drugs (34.1% vs. 1.5%, p<.001), having sex with ten or more
partners in a year (32.0% vs. 9.2%, p<.001), and having unprotected sex with
someone who may have a sexually transmitted disease (20.5% vs. 8.6%,
p<.001).  Dependent subjects also had more sex partners (µ=30.7 vs. µ=11.9,
p<.001) and had intercourse at a younger age (µ=14.8 vs. µ=16.3, p<.001) than
non-dependent subjects.  Gender, ethnicity, cocaine, alcohol, marijuana, and
other dependence were entered as predictor variables in multiple logistic
regression analyses for four high risk sexual behaviors.  Cocaine dependence
was the strongest predictor for all four behaviors: prostitution (OR=9.77,
p<.001), trading sex for drugs (OR=30.11, p<.001), having ten or more sex
partners in a year (OR=1.88, p<.001), and having unprotected sex (OR=2.10,
p<.001).  Women and African-American subjects were at greater risk of
engaging in prostitution (OR=3.04, OR=5.90 respectively, p<.001) and trading
sex for drugs (OR=2.28, OR=3.74 respectively, p<.001).  In addition, men were
1.78 times more likely than women to have ten or more sex partners in a year
(p<.001).  Alcohol, marijuana, and other dependence predicted fewer high risk
sexual behaviors and to a lesser degree than cocaine.  In summary, cocaine
dependence is strongly associated with high risk sexual behavior and these
patterns of sexual behaviors appear to be unique for cocaine dependence
compared to alcohol and other drug dependence. Supported by NIDA grant
DA13423-05.
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B. Kleykamp, M.D. Blank, J.M. Jennings, M.F. Weaver and T. Eissenberg,
Virginia Commonwealth University, Richmond, VA and Wake Forest
University, Winston-Salem, NC

DOSE-DEPENDENT EFFECTS OF TRANSDERMAL NICOTINE ON WORKING-
MEMORY IN ABSTINENT SMOKERS

Smokers often report decrements in cognitive processing during tobacco
abstinence.  Few studies have used process-specific cognitive tasks to examine
these decrements.  Identifying the processes underlying abstinence-induced
cognitive decrements, and methods to ameliorate these decrements, may be
important to smokers trying to quit.  The purpose of this double-blind,
randomized, laboratory study was to use process-specific cognitive tasks to
examine if transdermal nicotine (TN) and cigarettes influence attention and
memory in overnight-abstinent smokers (N=40).  Each participant completed
four, 6.5-hour sessions corresponding to 0, 7, 14, or 21 mg TN doses, and
smoked a single cigarette four hours after TN administration.  Outcome
measures were administered before and after smoking, and included tasks
measuring attention and verbal and spatial working memory (e.g., continuous
recollection of letters or locations 2- or 3-back in a stimulus series), as well as
subjective reports, and heart rate.  Two-factor repeated measures ANOVA
revealed that neither cigarette smoking, nor TN, influenced attention reliably.
In contrast, cigarette smoking improved working memory (e.g., at 0 mg TN,
mean 2-back accuracy was 65.3% pre-smoking compared to 69.3% post-
smoking).  In addition, TN alone improved verbal working memory in a dose-
dependent fashion (e.g., before smoking, mean 2-back accuracy was 70.8% at 7
mg, 70.1% at 14 mg, and 75.7 at 21 mg).  The combination of active TN and
cigarette smoking (i.e., data collected post-smoking), improved verbal working
memory at 7 and 14 mg TN, but impaired verbal working memory task
performance at 21 mg TN.  As is typical in abstinent smokers, reports of
irritability, anxiety, difficulty concentrating and other tobacco/nicotine
withdrawal symptoms were high at session onset and reduced significantly after
smoking.  Heart rate increased with patch dose and also with cigarette smoking,
though cigarette-induced tachycardia was less at higher patch doses.  TN may
address abstinence-induced cognitive decrements, though concurrent smoking
may negate TN’s benefits on working memory at some doses.
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A. Kline and S. Schnoll, Purdue Pharma L.P., Stamford, CT

RADARS SYSTEM - CONVERGENCE/DIVERGENCE OF ATTITUDES FROM
LAW ENFORCEMENT AND DRUG TREATMENT CENTERS REGARDING
PRESCRIPTION OPIOID ABUSE

The RADARS(R) System is one component of the Purdue Risk Management
Program that monitors the nature/extent of abuse/diversion of OxyContin(R)
Tablets and other scheduled RADARS(R) System Drugs. As of January 2005,
125 law enforcement agencies from 39 states, and 88 drug treatment centers
from 31 states have participated in an interview process for the purpose of
verifying the nature and extent of prescription drug abuse/diversion within a
specified 3-digit zip code area.  Structured interviews were utilized in this
process.  Though the background of drug treatment personnel and law
enforcement personnel are diverse, the attitudes regarding prescription drug
abuse are strikingly similar.  Interviews conducted with both sources tend to
represent a shared understanding to the dilemma of prescription drug abuse. In
general, both sources agree that opioid therapy is a necessary component in the
area of effective pain management, and that increased physician education on
drug-seeking behavior would be beneficial in addressing the problem. The
divergence occurs in attitudes relating to appropriate intervention strategies.
Law enforcement personnel are inclined to believe that increased prosecution
serves as a deterrent of abuse, therefore more funds should be allocated to
increased enforcement.  Drug treatment centers hold to the belief that
individuals involved in prescription drug abuse are in need of treatment, in lieu
of legal sanctions, therefore monies should be allocated to increased treatment
and prevention.  A more detailed description of these qualitative findings will
be presented.
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C. Knapp, S. Crosby and C. Kornetsky, Boston University School of Medicine,
Boston, MA

MORPHINE-INDUCED LOWERING OF THE BRAIN-STIMULATION REWARD
THRESHOLD IN MICE DETERMINED BY THE RATE-INDEPENDENT
PSYCHOPHYSICAL METHOD

Although, it has been repeatedly demonstrated that morphine will lower the
threshold for BSR in the rat, the effects of morphine on BSR thresholds in the
mouse have not been reported. However, a report that intracerebral morphine
decreased approach latency to receive lateral hypothalamic stimulation using a
shuttle box paradigm (Bendani and Cazala, 1988) suggests that the threshold
for rewarding brain stimulation is probably lowered.  Because the mouse is
commonly used in the study of the consequence of selective gene mutation and
we had already demonstrated that cocaine would significantly lower the BSR
threshold in the mouse (Gill et al. 2004), it was important to determine if
morphine would have similar threshold lowering effects. Bipolar electrodes
were implanted in the medial forebrain bundle at the level of the hypothalamus
in C57BL/6N mice. Thresholds were determined using the rate independent
psychophysical method in which noncontingent stimulation is delivered in a
series of descending and ascending intensities. After the delivery of each
stimulus the animal can contingently receive a second stimulus of a similar
intensity by turning a wheel manipulandum embedded in one wall of the
experimental chamber. Threshold is defined as that intensity in which the
animal contingently responded in 50 percent of the trials. Threshold levels were
determined after saline, 1.0, 2.5. 5.0 and 10.0 mg/kg i.p. with significant
lowering of the threshold at doses of 2.5 mg/kg and above. These findings
indicate that, as in the rat, morphine administration increases the sensitivity of
mice to rewarding brain stimulation.
Supported by NIDA Grants DA-148184 and K05-DA00099
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T.W. Knealing, M. Needham, C.J. Wong and K. Silverman, Johns Hopkins
University School of Medicine, Baltimore, MD

DESIGNING SENSITIVE ABSTINENCE REINFORCEMENT PROCEDURES BASED
ON ANALYSES OF CHANGES IN URINARY BENZOYLECGONINE
CONCENTRATIONS IN REGULAR COCAINE USERS

Abstinence reinforcement using qualitative urinalysis testing can promote
cocaine abstinence in many patients. Qualitative tests are considered negative if
the concentration of the cocaine metabolite, benzoylecgonine (BZE), is below
300 ng/ml. Reinforcement of recent abstinence can be difficult, however, since
individuals may provide samples that exceed that value for several days after
initiating abstinence. Preston and colleagues (1997) suggested a potentially
more sensitive quantitative method that arranges reinforcement when BZE
values decrease by ≈30% per day. Little is known, however, about the patterns
of decreases for regular cocaine users. This study examined BZE concentrations
in samples collected 3 times per week over 7 months in 56 cocaine-dependent
methadone maintenance patients, half of whom participated in a contingency
management program that reinforced daily BZE decreases of 20% or more with
access to a model workplace. A total of 2908 urine samples were collected,
78% of which were positive. Of the positive samples, 40%, 35%, 30%, 25%,
21%, 17%, 12%, 8%, 5%, and 2% of the samples decreased in BZE
concentration by more than 0%, 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%,
and 90% per day, respectively. Further analyses characterized the rates of BZE
decrease when samples transitioned from positive to negative. Only strings of
consecutive samples that decreased continuously and ended with a transition to
a negative sample were included (117 strings of samples for 28 different
participants). Starting values for BZE concentrations ranged from 313 ng/ml to
561,910 ng/ml. The number of days to produce a negative result  (1 – 12)
increased as a function of starting metabolite level. These data show that daily
decreases greater than 30% are available for reinforcement. Contingencies
requiring larger daily decreases could be used in future studies, although the
frequency of reinforcement would likely decrease with larger requirements.
Future research should determine the optimal requirements for quantitative-
based abstinence reinforcement contingencies.
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H.K. Knudsen, L.J. Ducharme, J.A. Johnson and P.M. Roman, The University
of Georgia, Athens, GA

THE TREATMENT OF OXYCODONE ABUSE: ORGANIZATIONAL PREDICTORS
OF ADMISSIONS

There is growing concern about the increasing abuse of prescription
medications in the US, including analgesics such as oxycodone (e.g.
Oxycontin®), but it is unknown the extent to which community-based
treatment programs are admitting significant numbers of Oxycontin®-abusing
clients and if organizational characteristics are associated with admissions. This
research integrates face-to-face and telephone interviews with administrators
from national samples of 298 publicly funded and 298 privately funded
substance abuse treatment centers. Administrators reported if their center had
admitted any clients specifically with Oxycontin® dependence in the previous
six months, and if so, how many clients had been admitted. Organizational
characteristics included center type, rural location, center size, center age, and
access to physician resources. About 69.2% of centers had treated at least one
client for Oxycontin® abuse/dependence in the past six months; within this
subset of centers, the average number of admissions was about 36 clients.
Logistic regression analysis indicated that compared to publicly funded
nonprofit centers, the likelihood of any Oxycontin® abuse admissions was
significantly greater in government-owned, privately funded nonprofit, and for-
profit centers. In addition, there were positive associations for center size and
the presence of physicians on staff. Negative binomial regression was used to
estimate a count data model of the number of Oxycontin® abuse admissions in
the past six months among centers with at least one admission. Relative to
publicly funded non-profits, for-profit and privately funded non-profits
admitted a significantly greater number of Oxycontin®-abusing clients. There
was positive association between center size and the number of admissions. The
presence of a staff physician was also positively associated with admissions.
Centers in rural counties treated a significantly greater number of clients than
non-rural centers. These data suggest that organizational characteristics are
associated with Oxycontin® admissions, and provide an important baseline
from which to measure potential changes in the abuse of this medication over
time.
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M.C. Ko, M.F. Divin, H. Lee, J.R. Traynor and J.H. Woods, University of
Michigan Medical School, Ann Arbor, MI and Ewha Women’s University,
Seoul, Korea

DIFFERENTIAL IN VIVO POTENCIES OF NALTREXONE AND 6BETA-
NALTREXOL IN PRIMATES

The aim of this study was to investigate the in vivo potency of an opioid
receptor antagonist naltrexone and its major metabolite 6beta-naltrexol
following systemic administration in monkeys. In vivo apparent pA2 analysis
was applied to compare the antagonist potency of both compounds against
alfentanil-induced antinociception measured by a warm water (50C) tail-
withdrawal assay. In addition, the potency of both compounds was compared in
precipitating behavioral withdrawal signs (i.e., increased respiratory frequency)
in acutely morphine-dependent monkeys. Both naltrexone and 6beta-naltrexol
dose-dependently produced rightward shifts of the dose-response curve of
alfentanil-induced antinociception. Apparent pA2 values (95% C.L.) of
naltrexone and 6beta-naltrexol were 8.5 (8.4-8.6) and 6.5 (6.3-6.7),
respectively. Furthermore, doses of naltrexone (0.0032-0.032 mg/kg) producing
the antagonist effect also increased the respiratory frequency in acutely
morphine-dependent monkeys. 6beta-naltrexol (0.32-3.2 mg/kg) was only less
potent but elicited the same degree of behavioral withdrawal signs (2-fold
increase of respiratory frequency). These results contradict rodent studies
suggesting that 6beta-naltrexol is a neutral antagonist that can be used to treat
narcotic dependence. Our findings indicate that naltrexone and 6beta-naltrexol
have similar pharmacological actions with different potencies in primates.
(Supported by USPHS Grants DA13685 and DA00254).
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J.R. Koch, R.L. Balster, E.E. Dowdy, S.L. Hart and R.W. Pickens, Virginia
Commonwealth University, Richmond, VA

ESTABLISHING A STATEWIDE RESEARCH COALITION TO ADDRESS THE
CAUSES AND PREVENTION OF YOUTH TOBACCO USE

The Virginia Youth Tobacco Project (VYTP) was established in 2002 to
advance the scientific study of youth tobacco use through an integrated program
of basic and applied research. The VYTP is a program of the Institute for Drug
and Alcohol Studies, Virginia Commonwealth University; it is funded by the
Virginia Tobacco Settlement Foundation (VTSF), a state agency created to
administer the 10% share of Virginia’s proceeds from the Master Settlement
Agreement that lawmakers have allocated to youth tobacco-use prevention. The
VYTP has research projects underway focused on: genetic epidemiology of
tobacco initiation and dependence; behavioral pharmacology of nicotine;
clinically observed patterns of adolescent smoking behavior; characteristics of
tobacco-vulnerable populations; gender- and ethnic-specific risk and protective
factors; tobacco prevention media effects; and tobacco control policies. A major
component of the VYTP is its Research Coalition; six universities that have
been brought together to: 1) build a statewide, coordinated research program; 2)
translate research findings into improved prevention efforts; 3) attract new
faculty to work on problems of youth smoking; 4) use VTSF sponsorship to
leverage additional funding for youth tobacco research in Virginia; and 5)
create active multi-university collaborations in carrying out the VYTP research
program. The VYTP Research Coalition activities to date have included a small
grants program, a research conference, coalition meetings, and targeted funding
of multi-university sponsored research projects. In its relatively brief existence,
the VYTP has produced more than 30 conference presentations, over 9 articles
published or in press, and 6 NIH grant applications. Much of the research
conducted since the establishment of the VYTP includes collaborations across
two or more universities. Currently, six multi-university collaborative studies
are being conducted, and several others are being planned. The presentation
will describe the mission, organization, activities, major accomplishments and
challenges of the VYTP Research Coalition. Funding for this project was
provided by the VTSF.
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A.L. Koch, C.L. Arfken, M.W. Dickson, E. Agius and J.K. Mitchelson, Wayne
State University, Detroit, MI

VARIABLES ASSOCIATED WITH INCREASED ENVIRONMENTAL SCANNING:
IMPLICATIONS FOR INCREASING THE ABSORPTIVE CAPACITY OF
SUBSTANCE ABUSE TREATMENT FACILITIES

Environmental scanning is defined as the extent to which clinicians use the
outside world (e.g., Internet, seminars/conferences, journals, and people in
other treatment facilities) to gather new information on treatment techniques.
As a component of absorptive capacity, increased environmental scanning has
been shown to be associated with higher adoption of innovative treatment
techniques. As such, identifying the variables that lead to increased
environmental scanning could help to accelerate the adoption of innovative
treatments. We hypothesized that environmental scanning would be positively
associated with: a) perception of the clinic’s support for gathering new
information, b) perception of the clinic’s openness to new treatment techniques,
c) access to resources, d) satisfaction with available resources, and e) clinician’s
view of personal responsibility to find new information. We hypothesized there
would be a negative association between environmental scanning and turnover
intention as well as being emotionally drained. We expected there to be no
association between environmental scanning and having an advanced degree.
We tested our hypotheses using data gathered with a survey of 162 clinicians
from 15 substance abuse treatment facilities in Michigan. As predicted, positive
associations were found between environmental scanning and perceived
support for gathering new information, perceived clinic openness to new
treatment techniques, satisfaction with Internet, journals, and books, access to
e-mail and Internet at work, and the view that it is the clinician’s job to keep up
to date with new information. Turnover intention and being emotionally drained
were negatively associated with environmental scanning, as expected. There
was no association with having an advanced degree nor, although not specified
as a hypothesis, with the view that it is director’s responsibility to provide new
information. Although the causal directions of these associations are not
known, the findings suggest multiple areas of intervention to increase
environmental scanning in substance abuse treatment facilities.
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W. Koek, L.P. Carter, W. Chen, H. Wu, A. Coop and C.P. France, University of
Texas Health Science Center, San Antonio, TX and University of Maryland,
Baltimore, MD

DISCRIMINATIVE STIMULUS EFFECTS OF GHB AND FLUMAZENIL:
ASYMMETRIC SUBSTITUTION

The discriminative stimulus (DS) effects of gamma-hydroxybutyrate (GHB),
which  involve multiple mechanisms, may show species differences. The
benzodiazepine antagonist flumazenil substitutes for GHB in pigeons, but not in
rats. In pigeons, the DS effects of flumazenil appear to be mediated by
diazepam-insensitive GABA-A receptors. To further examine the role of these
receptors in the DS effects of GHB, pigeons were trained to discriminate 0.1
mg/kg flumazenil from saline. Consistent with a role for diazepam-insensitive
receptors in the DS effects of flumazenil, the benzodiazepine negative
modulator Ro 15-4513 substituted for flumazenil. In contrast, diazepam and the
GABA-A agonists muscimol and THIP substituted partially, at rate-decreasing
doses. Flumazenil blocked the rate effects of diazepam, but not those of
muscimol and THIP. GHB, its precursors 1,4-BDL and GBL, and the GABA-B
agonist baclofen produced at most partial flumazenil-appropriate responding.
GHB lacked flumazenil-like DS effects not only when given alone, but also
when its GABA-B agonist effects (which could mask its effects at diazepam-
insensitive GABA-A receptors) were blocked by the GABA-B antagonist
CGP35348. Thus, whereas flumazenil substituted for GHB in GHB-trained
pigeons, GHB did not substitute for flumazenil in flumazenil-trained pigeons.
Such asymmetric substitutions have been reported previously (e.g., diazepam
substitutes for ethanol, but ethanol not for diazepam), and may indicate that the
DS effects of one of the drugs consist of several components, only one of which
is mimicked by the other drug. Thus, the present findings are consistent with
the hypothesis that in pigeons the DS effects of GHB involve both GABA-B
and diazepam-insensitive GABA-A receptors, whereas only the latter receptors
mediate the DS effects of flumazenil. Supported by DA14986 and DA156921.
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S.H. Kollins, B.F. Fuemmeler and F.J. McClernon, Duke University Medical
Center, Durham, NC and National Cancer Institute, Bethesda, MD

NICOTINE DEPENDENCE IS MORE STRONGLY ASSOCIATED WITH ADHD
INATTENTION SYMPTOMS THAN HYPERACTIVE/IMPULSIVE SYMPTOMS IN A
NATIONALLY REPRESENTATIVE SAMPLE OF YOUNG ADULTS

Smoking rates are disproportionately high among individuals with attention
deficit hyperactivity disorder (ADHD) and self-reported ADHD symptoms also
predict smoking in non-clinical and high-risk samples. The differential roles of
inattention (IN) and hyperactivity/impulsivity (HI) symptoms in nicotine
dependence remain unclear. We recently reported that retrospectively self-
reported HI symptoms were more strongly associated with ever having been a
regular smoker, while IN symptoms were more strongly associated with current
cigarette consumption (Kollins, McClernon, Fuemmeler, 2005). In order to
further evaluate associations between smoking and ADHD symptoms, data
from Wave III of the National Longitudinal Study of Adolescent Health
pertaining to ADHD symptoms and nicotine dependence as measured by the
Fagerström Test of Nicotine Dependence (FTND) were analyzed. Significant
correlations were observed between FTND scores and the number of IN (r
= .208, p < .0001) and HI (r = .170, p < .0001) symptoms. To further
characterize this association, subjects were assigned to low and high FTND
score groups and stepwise logistic regression was conducted.  In separate
logistic regression models adjusting for demographic factors and conduct
disorder, individuals reporting high levels of HI symptoms were at
significantly increased odds of being in the higher category of dependence (OR
= 1.79; 95% C.I.: 1.22 - 2.62).  Individuals reporting high IN symptoms were
twice as likely to be in the higher category of dependence (OR = 2.17; 95% C.
I.: 1.42 - 3.31).  To further evaluate the relative contribution each symptom
cluster had on dependence a final model was tested entering in both symptom
clusters simultaneously.  IN was a significantly associated with nicotine
dependence (OR = 1.82; 95% CI = 1.18 - 2.81), whereas no association was
found between HI and nicotine dependence (OR = 1.40; 95% CI = .94 - 2.09).
These findings provide additional evidence that IN symptoms may be a more
important factor underlying the maintenance of smoking behavior compared to
HI symptoms, even in non-clinical, epidemiological samples.
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T.A. Kosten, X.Y. Zhang and P. Kehoe, Yale University School of Medicine,
New Haven, CT and University of California, Irvine, CA

NEUROCHEMICAL AND BEHAVIORAL RESPONSES TO COCAINE IN ADULT
MALE RATS WITH NEONATAL ISOLATION EXPERIENCE

We have demonstrated that the early life stress of neonatal isolation (ISO; 1
hr/day isolation; postnatal days 2-9) enhances extracellular, ventral striatal
dopamine (DA) responses to psychostimulants in infant and juvenile rats.  In
adult rats, we find ISO facilitates acquisition and maintenance of cocaine self-
administration.  We now test whether ISO enhances cocaine-induced NAc DA
levels in adult rats using in vivo microdialysis.  Behavioral responses to cocaine
and DA antagonists were also examined.  Adult male rats were derived from
litters subjected to ISO or non-handled (NH) conditions.  In Experiment 1,
microdialysis probes were aimed at NAc core and separate groups administered
vehicle or cocaine (5, 10 mg/kg; IP).  Samples were analyzed for DA levels via
HPLC.  In Experiment 2, ISO and NH rats were administered one of the
cocaine doses and locomotor activity assessed.  Effects of cocaine (0.3-30
mg/kg), the D1 antagonist, SCH 23390 (0.003-0.03 mg/kg), and the D2
antagonist, eticlopride (0.01-0.1 mg/kg) on operant rates of responding for food
were examined in Experiment 3.  Cocaine plasma levels were assessed in
Experiment 4.  ISO enhanced cocaine-induced increases in NAc DA levels.
Further, the D2, but not D1, antagonist disrupted behavior to a greater extent in
ISO vs. NH rats.  Yet, cocaine did not alter activity or response rates for food or
cocaine plasma levels differentially across groups.  These data show that the
ability of ISO to enhance NAc DA responses to cocaine endures into adulthood,
an effect that may reflect reinforcement rather than activation based on our
prior and present behavioral results.  That ISO rats are more sensitive to a D2
antagonist may reflect decreased levels of this receptor type as we showed
previously in infant rats.  Support: Donaghue Medical Research Foundation.
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T.R. Kosten, T.A. Kosten, J. Poling and A. Oliveto, Yale School of Medicine,
New Haven, CT and University of Arkansas for Medical Sciences, Little Rock,
AR

“INCUBATION” OF COCAINE RELAPSE DURING A DISULFIRAM CLINICAL
TRIAL

Rat studies show “incubation,” that is, enhanced reinstatement of responding
after longer vs. shorter cocaine abstinence periods.  Incubation is clinically
counter-intuitive; relapse rates seem to decrease with longer abstinence.  Thus,
we examined “incubation” in a clinical trial that showed abstinence increased
for cocaine dependent patients (CD) on disulfiram (Z=2.3; P<0.02). During the
14-week trial, 55 of 123 CD (45%) were abstinent > 2 weeks, and 34 of 55
(62%) relapsed later.  In support of human “incubation,” only 3% of CD who
stopped cocaine use for at least 2 weeks relapsed before week 4, and relapse
peaked after 6.6 weeks of abstinence. When comparing weekly cocaine and
withdrawal symptoms on a 22-item scale, relapsers’ symptoms after stopping
cocaine rose 350% from week 2 to 5 (the week before peak relapse), while non-
relapsers’ symptoms after stopping cocaine dropped to zero from week 2 to 5
(P<0.03).  Disulfiram may be effective by blocking this symptom build-up.
Non-relapsers on disulfiram showed a 90% drop in symptoms from week 2 to 4
and no symptoms at week 5, while relapsers on either disulfiram or placebo
showed “incubation” - a rise in symptoms from weeks 2 to 5 (disulfiram: 10 to
50) (placebo: 20 to 95).  Non-relapsers on placebo reported no symptoms from
week 2 to 12, and probably were not vulnerable to “incubation”. Conclusions:
1) As in rat reinstatement, the threshold for CD relapse dropped over an initial 6
to 7 weeks of abstaining, and CD “incubation” may manifest as a 5 to 6 week
symptom build-up before relapse. 2) Disulfiram appears to reverse CD
“incubation” of symptoms in non-relapsing CD as evidenced by the steady drop
in symptoms from week 2 to 5.  3) This exciting lead may provide a mechanism
for disulfiram’s efficacy and a link to rat models of reinstatement and
“incubation”.  (NIDA P50-DA18197, DA13441, K05-DA0454, VA MIRECC).
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W.J. Kowalczyk, S.D. Comer and S.M. Evans, New York State Psychiatric
Institute, Columbia University and Queens College, New York, NY

SEX DIFFERENCES IN ANALGESIC AND SUBJECTIVE RESPONSES TO
MORPHINE IN HUMANS

Sex differences in the effects of opioid medications have been examined fairly
extensively in rodents and non-human primates.  Although agonists selective
for the µ subtype of opioid receptor are generally more potent in male than in
female laboratory animals, results of studies in humans are less clear. The
present prospective double-blind, placebo-controlled outpatient study compared
the effects of morphine in normal, healthy men (N=8) and women (N=10). We
hypothesized that the potency of morphine would be greater in men as
measured by analgesic and subjective responses. Participants received an
intramuscular injection of placebo or morphine (5, 10mg/70kg) on each session
day (12 sessions total).  Participants completed one of two experimental pain
tests once before and twice after drug administration.  The cold pressor test
consisted of immersion of the forearm in 4ºC water.  Both threshold (latency to
feel pain) and tolerance (latency to withdraw the arm) were recorded
(maximum immersion time=180 sec).  The mechanical pressure test consisted
of the placement of a weight (440, 600, 780, or 955 g) upon the participant’s
finger. The participant was then asked to rate his or her subjective experience of
pain at 5, 10, 20 and 30 seconds, upon which time the weight was removed.
The data were analyzed using signal detection theory.  Participants also
completed a number of subjective effects questionnaires.  Morphine produced
increases in both objective and subjective measures of analgesia in both men
and women (e.g., placebo versus 10 mg/70 kg morphine for cold pressor test
threshold: P<0.001 and P<0.03 for women and men, respectively), but no
significant differences were found between the sexes.  Sex differences were
found in subjective responses: men reported significantly more positive drug
effects after morphine administration (e.g., the main effect of sex for ratings of
“Good Effect” was significant at P<0.02).  These results further demonstrate the
complexities of sex differences in µ opioid effects in humans. Supported by
DA10909.
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J.R. Kraut-Becher, K. Lynch, D. Fiore and D.S. Metzger, University of
Pennsylvania,  Philadelphia, PA

SPATIAL ANALYSIS OF DRUG PURCHASE AND USE LOCATIONS AMONG
INJECTION DRUG USERS IN PHILADELPHIA: POTENTIAL ROLE IN HIV
PREVENTION

Background: Although the importance of spatial context is often recognized,
the ability to analyze geographic variables as they relate to risk behaviors has
been limited in past studies.  As part of a clinical trial evaluating the impact of a
social network intervention among injection drug users (IDUs) in Philadelphia,
data on drug-using behaviors, including locations of where drugs were
purchased and used, have been collected since December 2002.  These data
were used to explore relationships between HIV risk behaviors and geographic
measures. Methods: As part of the screening procedure, all study participants
were asked where they currently live, where they usually use drugs, and where
they usually buy drugs.  Mean distances between these three points (MLUB)
were calculated and used to examine association between distances,
sociodemographic characteristics, and risk behaviors. Results: The mean age of
689 injectors was 43 years; 22% were female; and 26% were white, 63%
African-American, and 11% Latino.  Frequency of injection was high; 88% of
IDUs reported injecting drugs at least 12 times in the past three months.
Ninety-four percent of IDUs reported injecting heroin in the past three months
(32% cocaine and 36% speedball).  More than a quarter of IDUs reported
sharing syringes (28%), while more than a third of IDUs reported sharing works
(39%).  MLUB among African-Americans (1.9 miles) was found to be
significantly less than Caucasians (3.0 miles).  In preliminary analyses, MLUB
was significantly associated with sharing needles (p < .001) and sharing works
(p < .05).  Those with MLUB of less than a half mile reported significantly
lower rates of sharing needles and sharing works.   Conclusions: Geographic
information may aid in our understanding of HIV risk behaviors and help
design and target new HIV prevention strategies.
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V.A.S. Krishna, C. Meeks, A. Ben Abdallah and L. Cottler, Washington
University School of Medicine in St. Louis, St. Louis, MO

PATHWAYS BETWEEN CHILDHOOD VICTIMIZATION AND ADULT SEX
TRADING AMONG SUBSTANCE-USING WOMEN

Childhood victimization (child abuse) has been associated with adult sexual and
substance use risk behaviors related to HIV. This paper presents a model
developed to understand the link between childhood victimization and sex
trading in adulthood. We proposed a unique model that attempts to understand
the complex pathways between childhood victimization and perpetration
experiences with adult depression, PTSD, cocaine dependence and sex trading.
A cohort of heavy drinking and drug using women (n=577) were recruited from
the St. Louis community, for participation in one of two community-based HIV
prevention projects funded by NIDA and NIAAA. Variables were ascertained
through the DIS, Violence Exposure Questionnaire, CIDI-SAM and WU-Risk
Behavior Assessment. The outcome variable was sex trading – defined as
trading sex of any kind for alcohol/drugs/money/food/shelter/clothes.
Respondents were predominantly African American (83%). Sex traders (ST)
were more likely than Non-sex traders (NST) to report childhood victimization
(47% vs. 36%). Likewise, perpetration of violence during childhood was more
common among ST than NST (44% vs. 32%).  The path analysis results
revealed direct associations between childhood victimization and adult
depression, PTSD, cocaine dependence and sex trading.  Childhood
perpetration of violence was directly associated with PTSD. Both depression
and PTSD predicted cocaine dependence. The path between childhood
perpetration of violence and cocaine dependence is mediated by PTSD.
Childhood victimization and cocaine dependence had a direct strong association
with adult sex trading. This study concludes that a history of childhood
victimization among women is associated with depression, PTSD, cocaine
dependence, and sex trading in adulthood. The detailed path model and the
implications of the findings will be discussed. (AA12111 and DA11622, Cottler
PI).
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E.M. Krupitsky, E.E. Zvartau, D.A. Lioznov, M.V. Tsoy, V.Y. Egorova, Y.A.
Zorina, T.V. Belyaeva, T.V. Antonova, N.A. Brazhenko, Z.M. Zagdyn and G.E.
Woody, Leningrad Reg. Ctr. of Addictions, St. Petersburg State Pavlov Med. U.,
and U. of PA, Philadelphia, PA

COMORBIDITY OF ADDICTIONS, ALCOHOLISM AND INFECTIOUS DISEASES
IN ST. PETERSBURG, RUSSIA

This study used existing and new data sources to examine the prevalence of
reported new cases of drug dependence (heroin) and HIV over time, and
associations between drug dependence and alcoholism on the one hand, and
HIV, hepatitis B, C, and tuberculosis on the other hand in the City of St.
Petersburg and the Leningrad Region.  We found a sharp (50 times) rise in
reported cases of injection drug use (IDU) beginning in 1991 and continuing
until 2001, followed by a sharp (300 times) rise in new reported cases of HIV in
1997 - 2001.  These rises were followed by a moderate drop in new cases of
drug addiction (3.5 times) and HIV (2 times) in 2002-2003, and a drop in the
proportion of HIV+ individuals with injection drug use as a risk factor (from
91% in 2000 to 60% in 2003). The proportion of HIV+ individuals among
injection drug users increased dramatically from 0% in 1998 to 40% in 2003. In
2002, infection with hepatitis B and C were common, especially among IDUs
(38% and 85%, respectively), but also in alcoholics (7% and 14%).
Tuberculosis was more common in alcoholics than in persons with alcoholism
and drug dependence, or with drug dependence alone (53%, 10%, 4%,
respectively).  These data clearly demonstrate that drug dependence and/or
alcoholism, and HIV, hepatitis, and tuberculosis frequently co-occur in St.
Petersburg and the Leningrad Region. Integration of prevention and treatment
services across medical specialties is needed to address the wide range of issues
that are associated with these co-morbidities.

361

T. Kuba, L.M. Kemen and V. Quinones-Jenab, Hunter College and City
University of New York, New York, NY

CHRONIC ESTRADIOL ADMINISTRATION MEDIATES THE INFLAMMATORY
RESPONSE TO FORMALIN IN OVX FEMALE RATS

Female rats demonstrate higher pain sensitivity than do males in various
nociceptive assays of inflammation.   Formalin administration is a commonly
used model to study inflammatory pain responses.  While persistent nociceptive
responses to formalin may partly be due to central sensitization, it has been
postulated that responses to higher concentrations of formalin may rely to a
greater extent on peripheral inflammation.  Using these differences in
mechanisms regulating formalin responses, the aim of this study is to determine
the role of estradiol in peripheral vs. central inflammatory responses in OVX
rats.  OVX rats received s.c. SILASTIC implants (1 cm, 0.058 in. ID X 0.077
in. OD, Dow Corning) s.c. of either cholesterol (100%), estradiol (20%) or α
estradiol, an inactive isomer of estradiol (20%).  Chronic estradiol replacement
attenuated the chronic phase of the formalin response at a high concentration
(5%) [F(3, 52) = 18.545; p< 0.00)].  Estradiol failed to affect formalin-induced
responses at low concentrations (1%) in either Phase I or II.  This in part
suggests that chronic estradiol replacement affects pain related responses to
peripheral inflammation.  α-estradiol, failed to result in the same attenuation at
high concentrations (p >0.05), suggesting that estrogen effects are receptor
mediated.  Thus, our results strongly suggest that estrogen effects on peripheral
inflammatory responses are genomic in nature.

Supported By: RR-03037, NIDA DA 12136, SCORE 506-GM60654, and
SNRP NS41073.
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S.P. Kubiak and C.L. Arfken, Wayne State University, Detroit, MI

SUBSTANCE ABUSE TREATMENT AT THE FRONT END OF THE CRIMINAL
JUSTICE CONTINUUM: ANALYSIS OF NSDUH 2002

Substance abuse treatment research with criminal justice populations have
focused upon incarceration and reentry with less attention to earlier contacts,
such as those arrested and formally charged. However, 60% of those under
criminal justice supervision remain in the community (e.g. diversion,
probation). Because there has been little assessment of how legal intervention
may or may not motivate community treatment involvement for those with
substance use disorders (SUD), we addressed this issue by analyzing data from
the 2002 National Survey of Drug Use and Health (NSDUH). The NSDUH
shows that approximately 6 million adults were arrested and charged with a
criminal offense and 46% of those offenses were directly related to drugs or
alcohol (e.g. drug offense, DUI).  Only 15% of individuals charged received
any formal substance abuse treatment within the same year as their legal
involvement.  Although not everyone involved in the criminal justice system
needs treatment, 30% of those arrested and charged met criteria for dependency
(6 times that of the general population) but only 23.2% of those who met
criteria received treatment. In contrast, 24.2% of those who received formal
treatment did not meet criteria for any SUD. Overall, only 18% of those who
felt they needed treatment actually received it. In multivariable logistic
regression the highest odds ratios (OR) predicting treatment involvement were
increasing age (OR=4.61 for those in the > 50 category), dependency
(OR=4.23) and a drug related offense (OR=2.66). These results suggest that,
similar to non-offending populations, that age and severity of the problem
predict treatment. In addition, the type of offense triggers treatment, either
through mandate or other motivation. Surprisingly, this occurred even when the
individual did not meet criteria for SUD (35% of those charged). The criminal
justice system holds tremendous potential for motivating treatment referral,
entry and retention. Improved screening and assessment offer opportunities for
more targeted substance abuse treatment and intervention at the front end of the
criminal justice continuum.
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I. Kuo, H.S. Reisinger and H.D. Chilcoat, Johns Hopkins School of Public
Health, Baltimore, MD

RACIAL DISPARITIES AND TIME-TO-DRUG-TREATMENT ENTRY

Objective: To identify racial disparities associated with treatment entry and
time from onset of drug use disorder to treatment entry among individuals
meeting criteria for drug abuse and/or dependence. Methods: Data from the
2003 National Epidemiologic Survey on Alcohol and Related Conditions
(NESARC) were used (n=43,093). Individuals meeting criteria for abuse and/or
dependence to illegal and prescription drugs were identified, and time from
initial abuse/dependence symptoms to drug treatment entry was assessed. Chi-
square test was used to compare categorical variables and cox proportional
hazards models were used to identify independent correlates of treatment entry.
Results: A total of 3,885 (9.0%) met criteria for drug abuse and/or dependence,
of whom 60% were men, median age was 38 years, and two-thirds were white.
Of those individuals, a higher proportion of American Indians than whites,
blacks, Hispanics and Asians combined had experience drug dependence versus
abuse alone (35.3% versus 25.2%, respectively; p=0.01). Overall, 15.8% had
ever received drug treatment. Among those who entered treatment, time to
treatment for blacks was significantly longer than for other races (p<0.01). The
adjusted relative hazard [RH] of treatment entry for blacks, Asians, and
Hispanics versus whites were similar, but American Indians were 40% less
likely to enter drug treatment than whites (RH: 0.6; 95% confidence interval:
0.4, 1.0). Other factors associated with increased hazard of treatment entry
included younger age, having Medicaid coverage, having past drug dependence
versus abuse, and lifetime depression. Conclusion: The likelihood for treatment
entry for whites, blacks, Asians and Hispanics was not different, although time
to treatment entry was longer for blacks. American Indians had the highest
prevalence of drug dependence yet were less likely than whites to have entered
treatment. Resources for drug abuse education and treatment should target
American Indian populations. Outreach programs to shorten time to treatment
for blacks should be implemented. Acknowledgment: NIDA T32 DA07292
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S.P. Kurtz, H.L. Surratt, J.A. Inciardi, L. Cottler and J. Copeland, University of
Delaware, Coral Gables, FL, Washington University, St. Louis, MO and
University of New South Wales, Sydney, Australia

THREE-SITE STUDY OF PRESCRIPTION DRUG ABUSE AMONG ECSTASY
USERS

Hypothesis: MDMA (ecstasy) users will show high rates of polydrug use,
including the abuse of prescription drugs. Procedures: 634 males and females
ages 16 and older were recruited by targeted and respondent-driven sampling
strategies. Interviews included drug and alcohol use and treatment histories,
sexual behaviors and  mental and physical health data.  Analyses: Descriptive
statistics were calculated using demographic, health and drug history data.
Pearson's chi-square and t-tests were performed to examine bivariate
relationships.  Results: Median age was 23; 42% were female and 62%
white/Anglo. 69% had histories of prescription drug misuse, but these rates
varied across sites: Miami, 81%; St. Louis, 73%; Sydney, 46%. Of those, 71%
reported abusing tranquilizers/sedatives, 66% opioids, and 39% stimulants.
Prescription drug abusers had earlier onset ages for alcohol and street drugs,
had used twice as many different types of drugs, and had used ecstasy more
than twice as many times, as others. Prescription drug abusers were more likely
to report having been arrested, having sought drug/alcohol treatment, having
risky drug and/or alcohol use behaviors that need changing, and to have
experienced symptoms of depression in the prior 12 months. Such respondents
reported withdrawal symptoms from those drugs, including nausea, anxiety and
craving; physical health problems, including  headaches, dizziness, and
memory lapses; and emotional problems including depression, confusion, and
aggression. Aside from rates of prescription drug involvement, cross-site
patterns were similar except that the Sydney data showed an association
between sexual risk behaviors and prescription drug involvement. Importance
of findings: Ecstasy users exhibit high levels of polydrug use that include a
large and integrated prescription drug component. Health consequences from
abuse of prescription drugs are prevalent.  Prescription drug abuse appears to be
much higher among this population in the U. S. than in Australia, but such
abuse is indicative of earlier drug initiation and more extensive drug
involvement across all three sites.
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N. Kuzumaki, M. Narita, M. Narita and T. Suzuki, Hoshi University School of
Pharmacy and Pharmaceutical Sciences, Tokyo, Japan

EFFECT OF TREATMENT WITH PSYCHOSTIMULANTS, OPIOIDS OR
BENZODIAZEPINES ON NEURAL DIFFERENTIATION FROM NEURAL STEM
CELL OF MICE

The mammalian brain contains neural stem cells that allow continued
neurogenesis throughout the life of the animal.  The purpose of present study
was then to evaluate the effect of treatment with psychostimulants, opioids or
benzodiazepines on the neurogenesis. MEB5 (IFO50472, Japanese Cancer
Research Resources Bank), a multipotent stem cell line, can differentiate into
neurons, astrocytes and oligodendrocytes obtained from the forebrain of mice.
The nestin-positive neural stem cells were incubated overnight in medium with
10 ng/ml EGF and then replaced with medium alone or medium containing
drugs.  Here we show that in vitro treatment with methamphetamine (METH,
10 nM-10 microM), cocaine (COC, 10 nM-10 microM), mu-opioid receptor
agonist morphine (MRP, 10-8-10-5 M) or midazolam (MID, 10 nM-10
microM) had no effect on neural differentiation from neural stem cells obtained
from the forebrain of mice, as characterized by the increase in MAP2a/b
positive cells.  In contrast, it is of interest to note that in vitro exposure to a
selective delta-opioid receptor (DOR) agonist SNC80 [(+)-4-[(alphaR)-alpha-
((2S, 5R)-4-allyl-2, 5-dimethyl-1-piperazinyl)-3-methoxybenzyl]-N, N-
diethylbenzamide] (10 nM) resulted in neurogenesis differentiated from the
cultured neural stem cells (p<0.001 vs. control). This effect was blocked by a
Trk-dependent tyrosine kinase inhibitor, K-252a (p<0.001 vs. SNC80). These
findings raise the intriguing possibility that an adequate stimulation of DOR
promotes neurogenesis, possibly through a BDNF/TrkB pathway.
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C.T. LaBelle, D.P. Alford, J.M. Richardson, J.J. O’Connell, C.A. Hohl, D.M.
Cheng, and J.H. Samet, Boston Medical Center, Boston Public Health
Commission, Boston University Schools of Medicine, Public Health and Boston
Health Care for the Homeless Program, Boston, MA

TREATING HOMELESS OPIOID-DEPENDENT PATIENTS WITH
BUPRENORPHINE IN AN OFFICE-BASED SETTING

BACKGROUND: Buprenorphine (BUP) treatment of opioid dependence is
available in primary care settings , however, use of BUP in homeless
individuals can seem daunting due to their unstable housing and social support.
METHODS: An interdisciplinary model of BUP treatment including primary
care physicians and a nurse care manager (NCM) was developed in an urban
Homeless Clinic (HC). Patient characteristics and BUP treatment outcomes
were assessed and contrasted with a similarly run program in an urban Primary
Care (PC) clinic. RESULTS: Over 12 months, 46 HC patients were enrolled:
59% male; 43% white; mean age 38; 32% HIV+ and 91% hepatitis C+; 90%
self-reported psychiatric illness; median of 17 years of opioid abuse and 17
detoxification attempts;  61% with past methadone treatment; and only 6% with
social supports. This contrasted with 41 enrolled PC patients with fewer years
of opioid abuse and detoxification attempts (Median: 3 and 4, respectively),
fewer comorbidities (4% HIV+, 43% hepatitis C+, 54% psychiatric illness), less
prior methadone treatment (9%), and more social support (92%). Retention
rates at 3 and 12 months were comparable for both patient groups: HC 80%
(37/46) and 57% (26/46); PC 100% (41/41) and 59% (24/41), respectively. Of
those who left BUP treatment, 50% (10/20) of HC and 65% (11/17) of PC, left
for clinically appropriate reasons. For those remaining in treatment for 12
months, quarterly opioid urine screens were on average 91% and 83% negative
in HC and PC groups, respectively, and over 80% of both groups were engaged
in substance abuse counseling and/or self-help. NCM average contacts per
patient for HC and PC during the 1st 2 weeks of treatment was 21 and 17,
respectively, while during the 2nd 2 weeks of treatment was 6 and 2,
respectively. CONCLUSIONS: Despite Homeless Clinic patients’ substantial
comorbidities, poor social support and longstanding opioid use, buprenorphine
treatment outcomes were successful in a majority in this challenging
population, and appeared comparable to Primary Care patients.
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J.D. Lane, K.A. Carrigan and L.A. Dykstra, University of North Carolina at
Chapel Hill, Chapel Hill, NC

THE SELECTIVE N-METHYL-D-ASPARTATE RECEPTOR ANTAGONIST,
LY235959, ATTENUATES THE EXPRESSION OF MORPHINE-CONDITIONED
PLACE PREFERENCE IN C57BL6 MICE

It is well established that morphine produces a conditioned place preference
(CPP). Recent evidence has implicated the NMDA glutamate receptor system
in these effects. For example, our previous work has shown that the selective
NMDA receptor antagonist, LY235959, decreases acquisition of morphine
CPP. The aim of the present study was to assess the effect of LY235959 on the
expression of an established morphine CPP. Mice were preconditioned in a
place preference apparatus consisting of a small neutral center compartment and
two distinctive conditioning compartments. Following preconditioning, either
morphine (5.0 or 7.5 mg/kg, sc) or saline were administered alternately for six
days. On morphine days, mice were placed in one of the two conditioning
compartments for 30-min and on saline days they were placed in the opposite
compartment for 30-min.  On test day, LY235959 (1.0 or 3.0 mg/kg, sc) was
administered alone and mice were allowed access to all three compartments of
the chamber. Time spent in the morphine-paired compartment during testing
was compared to time spent during preconditioning to determine morphine
CPP. The results showed that administration of 1.0 mg/kg LY235959 on the
test day decreased expression of CPP for 5.0 and 7.5 mg/kg of morphine. In
contrast, 3.0 mg/kg LY235959 did not alter the expression of CPP at either
morphine dose.  Administration of 1.0 mg/kg LY235959 did not significantly
alter activity levels, whereas, 3.0 mg/kg LY235959 significantly decreased
activity levels. The current study demonstrates dose-dependent attenuation of
the expression of morphine CPP by LY235959 and suggests a role of the
NMDA receptor in the expression of morphine’s conditioned effects. Supported
by R01-DA02749 and T32-DA07244.
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S.D. Lane, L.M. Lieving, D.R. Cherek, O.V. Tcheremissine and S.O. Nouvion,
University of Texas-Houston Health Science Center, Houston, TX

EFFECTS OF MARIJUANA ON THE DIRECTION AND VARIABILITY OF
TEMPORAL DISCRIMINATION IN HUMANS

Marijuana has been reported to alter the discrimination of time, although the
manner in which temporal discrimination is disturbed has not been well
characterized. The present study used a psychophysical approach to examine
the effects of marijuana on temporal discrimination in humans. Subjects
responded under a discrete-trial procedure in which they were required to push
one of two buttons depending on the duration of a conditional stimulus (a blue
square on a computer monitor). Correct choices (“C” button after a 2-s
stimulus; “A” button after a 4-s stimulus) resulted in an increase in session
earnings of $0.12. Intermediate durations (probe stimuli between 2 and 4 s)
were also presented. Psychophysical functions relating the probability of
judging a duration as “long” (4 s) as a function of actual stimulus durations
were characterized by measures of central tendency and variability. Smoked
marijuana (1.1% and 3.89% THC) produced an increased bias to judge intervals
as short, and the high dose often increased variability in temporal
discriminations. Supported by NIDA Grant DA R 01 12968.
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M.F. Lanfranco, V. Palamarchouk, P.K. Seitz, M.L. Thomas, N. Goeders and
K.A. Cunningham, University of Texas Medical Branch, Galveston, TX and
Louisiana State University Health Science Center, Shrevesport, LA

RESPONSE-DEPENDENT VS. -INDEPENDENT COCAINE EXPOSURE:
EXPRESSION OF BRAIN MULTIDRUG-RESISTANT TRANSPORTER
TRANSCRIPTS

The consequences of active delivery of cocaine (self-administration) have been
shown to differ considerably from those observed upon passive delivery
(response-independent or “yoked”). Passive delivery of cocaine has been
associated with higher mortality rates suggesting that unexpected injection of
cocaine is a stressor. Of the numerous molecules involved in stress response
pathways, P-gp (glycoprotein) or MDR1 (multdrug resistance 1) efflux
transporter is found in many tissues, including brain, and acts to remove various
drugs from the interior of cells to the extracellular space. MDR1a is found in
vascular endothelial cells and is active at the blood-brain barrier, whereas the
MDR1b is found mainly in astrocytes and microglia. Expression of MDR1 is
altered under a variety of stress stimuli and we tested the hypothesis that MDR1
genes respond differentially to self-administered vs. yoked cocaine
administration. To this end, the patterns of expression of Mdr1a and Mdr1b
transcripts were assessed using quantitative (real time) reverse transcription
PCR RT-(RT-PCR) in the brains of rats with matched pharmacological
exposure to cocaine either self-administered (SA) or outside the control of the
subject (yoked cocaine; YC). A group of yoked saline (YS) rats was included as
an additional control (n=3, each group). Total RNA was extracted from the
prefrontal cortex (PFC). After reverse transcription, resultant cDNAs were
amplified using specifically designed primers and TaqMan fluorescent probes;
beta-actin was used for normalization. We found that levels of the MDR1a, but
not the MDR1b, transcript were higher in each of the SA animals compared to
its respective YC animals, although the difference was not statistically
significant. We are currently replicating and extending these preliminary
findings and, if upheld, these data may suggest the possibility that MDR1a gene
contributes to the reduced toxicity in SA relative to YC rats. Supported by
DA007311, DA006013 (NG), DA06511, DA 0060, DA16905 (KAC).
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D.D. Langleben, S. Busch, N.E. Sciortino, J. Wang, Z. Wang, J. Listerud, C.P.
O’Brien and A.R. Childress, University of Pennsylvania Health System,
Philadelphia, PA

PERFUSION MAGNETIC RESONANCE IMAGING OF OPIATE-DEPENDENT
PATIENTS EXPOSED TO DRUG-RELATED CUES

Perfusion-weighted (Arterial Spin Labeled, ASL) functional MRI (fMRI) is
particularly well suited for the brain imaging of sustained states, such as cue-
induced drug craving. ASL can be pulsed (PASL) or continuous (CASL).
CASL has better signal to noise characteristics than PASL and has not yet been
applied to study cue-induced states. We used CASL perfusion fMRI to study
brain activity during visual heroin-related cues in methadone-maintained (MM)
patients 2 hr. and 24 hr.  after their last methadone dose. 5-minute Baseline,
Neutral and Drug videos were presented during CASL imaging. Methadone
plasma levels were collected before each imaging session. Craving was
assessed before and after each cue. A 3T scanner and a single-shot spin-echo
EPI sequence were used to acquire interleaved images with (labeled) and
without (control) labeling . 10 axial slices were acquired with TR/TE = 3000/38
ms, bandwidth 100 kHz, flip ANGLE = 90°, slice thickness 8 mm, 2 mm skip.
After preprocessing, difference perfusion  image series were generated by pair-
wise subtraction of control and label images, resulting in 60 data points for each
cue. Second order analysis was performed with SPM2. In the 4 MM and 4
healthy participants that were studied so far (planned N=36), all cues produced
a robust response in the visual cortex, Drug cues induced a significant increase
in craving and prefrontal activity was positively correlated with the craving
scores. CASL is a viable fMRI modality for the study of cue-induced states and
the ecological validity of the cues. Further analysis will determine the effect of
methadone and group (patient vs. control) on the brain activity during drug
related cues.
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S.D. LaRowe, H.P. Upadhyaya, M.E. Saladin, M.J. Carpenter and K.T. Brady,
Medical University of South Carolina, Charleston, SC

EVIDENCE FOR GENDER DIFFERENCES IN CUE REACTIVITY TO IN VIVO
SMOKING CUES IN NICOTINE-DEPENDENT SMOKERS

It has been proposed that men and women respond differently to stress- and
substance-related cues presented in the context of a laboratory-based cue
reactivity protocol.  Specifically, women are hypothesized to crave more to
stressful imagery cues, while men are hypothesized to crave more to in vivo
cues.  As part of an ongoing study investigating the effects of menstrual cycle
on craving, we collected ratings of craving and the amount of control one could
gain if allowed to smoke.  Ratings of emotional valence (pleasant/unpleasant),
arousal, and dominance were also collected. In addition, physiological
measures of reactivity, including heart rate (HR) and skin conductance response
(SCR) were collected as well.  Participants were healthy nicotine-dependent
individuals (n=29, 13 females).  Participants were presented with affective
imagery scripts (relaxed vs. stressed) and in vivo cues (neutral vs. smoking)
using a counterbalanced order.  Each presentation was 90s in duration.  In the
imagery condition, stressful imagery elicited more craving than relaxing
imagery, F(1,27) = 9.33, p < .01.  There was a trend (p < .06) indicating that, in
response to stressful imagery, participants were more likely to report that they
would feel more in control if they could smoke.  No gender differences were
evident in response to imagery cues.  For in vivo cues, the hypotheses were
confirmed.  Both males and females reported greater craving when viewing
smoking cues relative to neutral cues, F(1,27) = 37.28, p < .001, and both
reported that they would feel more in control if allowed to smoke F(1,27) =
4.43, p < .05.  However, males experienced more pronounced craving to
smoking cues relative to neutral than did females F(1,27) = 8.82, p < .01.
Consistent with this, males tended to show greater SCR than females,
particularly in response to in vivo smoking cues relative to neutral (p = .052).
These preliminary results suggest that gender is an important moderator of
craving and reactivity to situations involving in vivo cues.
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E.B. Larson, M.E. Roth, J.J. Anker and M.E. Carroll, University of Minnesota,
Minneapolis, MN

EFFECTS OF SHORT- VS. LONG-TERM ESTROGEN TREATMENT ON
COCAINE-INDUCED REINSTATEMENT IN OVX FEMALE RATS

Previous work has shown that cocaine-induced reinstatement responding is
greater in female than male rats.  In order to test the hypothesis that estrogen
mediates the increased responding seen in females, cocaine-induced
reinstatement was examined in sham-operated (SH+VEH), ovariectomized
(OVX+VEH), and OVX female rats with estrogen (EB) replacement (OVX
+EB).  Rats were trained to self-administer 0.4 mg/kg/inf cocaine (FR1), and
then were maintained on this dose for 14 days.  Subsequently, cocaine solutions
were replaced with saline, and rats extinguished their lever pressing behavior
over the next 21 days.  They were then assessed for their reinstatement of lever
pressing behavior after priming injections of either saline (S) or 10 mg/kg
cocaine (C) over 6 days (SCSCSC).  In Experiment 1, OVX+EB rats were
treated with EB throughout training, maintenance, extinction, and reinstatement
(long-term treatment, ~60 days).  In Experiment 2, OVX+EB rats started their
EB treatment after extinction to determine if EB could enhance reinstatement
responding when given only during the reinstatement phase (short-term
treatment, 9 days).  There were no differences between groups for self-
administration behavior during training, maintenance, or extinction in either
Experiment 1 or 2.  In Experiment 1, it was found that OVX+VEH rats’
reinstatement responding was less than that of SH+VEH or OVX+EB rats.  In
Experiment 2, short-term OVX+EB rats also had enhanced reinstatement
responding compared to OVX+VEH rats, and both groups were comparable to
Experiment 1.  This suggested that EB was not necessary early in training or
maintenance for the formation of stimulus-reward associations, but EB was
important for elevated reinstatement seen in female (vs. male and OVX+VEH)
rats.  This research was supported by NIDA R01 DA03240, K05 DA015267
(MEC), T32 DA07097, and F31 DA14161 (MER).
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M.J. Larson, M.A. Amodeo, S. Storti, S. Carolan and L. Smith, New England
Research Institutes, Watertown,  Boston University Boston, MA and Brown
University, Providence, RI

TRAINING TECHNOLOGY TO ENHANCE ADDICTION COUNSELOR TRAINING
(TEACH-CBT)

TEACH-CBT is a randomized controlled trial of an e-learning program for
substance abuse counselors. The program trains counselors in the principles and
techniques of Cognitive-Behavioral Therapy (CBT), a focused, evidence-based
approach based on social learning theory. TEACH-CBT offers several
advantages over traditional training for community-based counselors: a novel
Web format with immediate feedback through on-line quizzes and exercises,
brief audio vignettes, links to Web resources, access 24 hours/7 days a week,
and an on-line discussion board. It is blended with off-line assignments with
other counselors, supervisor orientation, expert supervision for a small number
of sessions, and graphical feedback of self-rating of use of techniques in
sessions.  One prototype Web module (of 8 total modules) was tested with a
convenience sample of 22 counselors who viewed the prototype at home or at
work and then responded to a 59-item questionnaire and participated in a
telephone open-ended interview. This evaluation informed Web design changes
to enhance the training experience and increase functionality. Specifically, the
module length was increased 7 screens to 34 total screens, optional advanced
topics were included behind attractive ‘Advanced’ buttons, basic topics were
moved behind attractive ‘Review’ buttons, amount of simple on-screen
interactivity was increased, interactive elements were added to the audio
dialogue, an expert monologue was shortened, and the end-of-module quiz was
increased in difficulty. Remaining modules are receiving expert review by
faculty advisors and will be extensively beta-tested. The trial will involve 60
agencies randomly assigned either to the Web course or to usual condition
(NIDA manual only). Effectiveness will be judged by (a) change in counselor
knowledge, attitudes, and confidence [written pre- and post-questionnaire], (b)
percent of trainees that reach adequate levels of competence in CBT delivery
[rating of audio taped sessions], and  (c) percent of trainees that sustain
competence in CBT delivery 3 months after training [rating of audio taped
sessions].
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W.W. Latimer, S.G. Severtson, L.J. Floyd, A.G. Moleko and A.L. Lawson,
Johns Hopkins University Bloomberg School of Public Health, Baltimore, MD
and University of Pretoria, South Africa

DIFFERENTIAL EFFECTS OF HEROIN, COCAINE, AND OTHER DRUGS ON
NEUROPSYCHOLOGICAL EXECUTIVE FUNCTIONS:  IMPLICATIONS FOR HIV
RISK

The effect of illicit drug use on cognitive functioning is an important yet
understudied area of public health research.  The current study is based on data
from the NEURO-Study, an epidemiological examination of relationships
between drug use, neurobehavioral functions, risk behavior, and the incidence
of HIV, and Hepatitis A, B, and C.  The sample is comprised of 584 HIV-
negative injection and non-injection drug users between 15 and 40 years of age
in the Baltimore metropolitan region with primary drugs of choice being
cocaine and heroin.  Drugs examined as predictor variables included cocaine,
crack cocaine, heroin, alcohol, and marijuana.  Neuropsychological tools
assessing executive functions included Digit Span, Test of Variables of
Attention (TOVA), Tower of London, Stroop Color-Word Test, Trail Making
Test, and Wisconsin Card Sorting Test. Multiple regression analysis indicated
that greater amounts of crack cocaine (β = -.09, p < .05) and heroin (β = -.09, p
< .05) used within the past 24 hours adversely affected Stroop interference
performance. The Stroop interference score was also adversely affected by a
greater number of days using heroin (β = -.11, p < .05), cocaine (β = -.12, p
< .05), and crack cocaine (β = -.11, p < .05) during the six months prior to
assessment. Greater amounts of alcohol (β =  .12, p < .05) consumed within the
past 24 hours increased the number of commission errors on the TOVA.
Commission errors on the TOVA also were adversely affected by a greater
number of days using marijuana (β = .10, p < .05) during the six months prior
to assessment.  The study findings suggest both dose-response and long-term
effects of different drugs on distinct prefrontal executive functions.  The study
findings may help to identify sub-groups of drug users at elevated HIV risk by
virtue of compromised cognitive functions resulting from drug use as well as
inform the development of cognitive-based interventions that target populations
at heightened HIV risk.
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A.B. Laudet, W.L. White and K. Morgen, National Development and Research
Institutes, Inc., New York, NY and Chestnut Health Systems, Bloomington, IL

PREDICTORS OF SUSTAINED RECOVERY BY RECOVERY STAGE AMONG
FORMER POLY-SUBSTANCE USERS

Addiction is rhetorically depicted as a chronic disorder but the bulk of addiction
research  has adopted an ‘acute disease’ model using short follow-up periods.
As a result, little is known of addiction recovery beyond the initial stages.
Addressing addiction as a chronic disorder requires greater understanding of
longitudinal patterns and of their predictors. Objectives: We examine patterns
and predictors of sustained recovery (abstinence from drugs) among former
polysubstance users to determine whether recovery-promoting factors differ at
different recovery stages. Method: Former polysubstance users in recovery
from one month to 10+ years were interviewed (BL) and reinterviewed a year
later (1YR). Logistic regressions were conducted to determine BL predictors of
1YR recovery status for the total sample and by recovery stage subgroups:
under 1 year clean at BL (Gr1), 1 to under 3 years (Gr2), and 3+ years (Gr3).
BL variables examined as predictors: Clean time, addiction severity,
commitment to abstinence, consequences of drug use, social support, 12-step
affiliation, quality of life, spiritual well-being, life meaning and religiosity.
Results: 70% of the preliminary sample (N = 220 – 87% retention), had
maintained recovery status at 1YR. Likelihood of sustained recovery increased
significantly as a function of longer BL clean time: e.g., 53% of Gr1 maintained
recovery between BL and 1YR vs. 87% of those with 5+ years clean. For the
total sample, only BL clean time and commitment to abstinence predicted
recovery; however, different sets of factors emerged as predictors at different
recovery stages– e.g., BL commitment to abstinence and recovery support for
Gr1, BL commitment to abstinence, clean time, life meaning, religiosity,
quality of life and 12-step attendance for Gr3. Conclusion: This preliminary
study supports the need for considering recovery stage when assessing
recovery-promoting factors and underlines the need for research in this area to
adopt a long-term perspective. Funded by National Institutes on Drug Abuse
Grant R01 DA14409 & by the Peter McManus Charitable Trust.
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D.M. Ledgerwood and N.M. Petry, University of Connecticut Health Center,
Farmington, CT

PSYCHOSOCIAL, SUBSTANCE USE AND PSYCHIATRIC CORRELATES OF
POST-TRAUMATIC STRESS DISORDER IN TREATMENT-SEEKING
PATHOLOGICAL GAMBLERS

Pathological Gamblers experience high rates of psychiatric comorbidity.
However, few studies have examined the prevalence of post traumatic stress
disorder (PTSD) among pathological gamblers. Recent substance abuse
research has found that PTSD is fairly common among individuals with
addictive disorders. We examined the rate of PTSD among treatment seeking
pathological gamblers. We also explored several psychosocial factors
associated with PTSD in pathological gamblers. We administered the Addiction
Severity Index, Brief Symptom Inventory, Dissociative Experiences Scale,
Gambling Experience Measure and Eysenck Impulsivity Scale to 149 (72 men,
77 women) pathological gamblers. A total of 51 (34.2%) participants met
diagnostic criteria for PTSD. Pathological gamblers with PTSD obtained higher
scores on the ASI Family/Social and Psychiatric scales than those without
PTSD. Specifically, pathological gamblers with PTSD were more likely to
experience relationship problems with a partner or parent, and they were more
likely to have a history of physical or sexual abuse. Pathological gamblers with
PTSD were also more likely to experience trouble concentrating and currently
be prescribed medication for psychiatric problems. Pathological gamblers with
PTSD experienced higher scores on virtually every scale of the Brief Symptom
Inventory, and scored higher on measures of dissociation, gambling to escape
problems and impulsivity. Pathological gamblers with PTSD did not evidence
higher rates of substance use problems than those without PTSD.
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P.A. Lee, G. Fox, D.B. Marlowe, D.S. Festinger and A.T. McLellan, Treatment
Research Institute, Philadelphia, PA

CLIENTS’ PERCEPTIONS OF THE SEVERITY OF DRUG COURT
CONSEQUENCES

Drug courts are designed to deliver graduated sanctions to clients for successive
infractions.  However, research has not examined clients’ perceptions of the
severity of  various sanctions utilized in drug court.  There is also an ongoing
debate over whether increased treatment requirements are perceived as a
sanction.  The goal of this study was to determine (1) clients’ perceptions of the
relative severity of sanctions imposed in drug court, (2) whether drug courts’
graduated arrangement of sanctions is consistent with client rankings, (3) how
clients rank treatment in relation to other consequences in the program.  Thirty-
one consecutive admissions to the Philadelphia Treatment Court program were
surveyed at either 12 or 18 months post study entry.  The sample was 71%
male, 29% white, 42% black, 3% multiracial, 26% unspecified, with a mean
age of 22.39. These participants were asked to rank 17 drug court consequences
in order of what would most trouble or bother them (highest = most
troublesome).  The consequences included various sanctions and treatment
options, and represented the full list of what the participating judge utilizes.
The results revealed that the clients perceived detention and termination from
Treatment Court as the most severe sanctions.  Additionally, treatment was
perceived by clients as a mid-tier sanction.  In general, client perceptions appear
to be in line with the typical drug court gradient of sanctions.  A limitation of
this study was that it included a small sample size from a single court.
Additionally, it is possible that the clients may have had difficulty ranking such
a large number of items.  Future research will include a comparison of the
clients’ rankings to the order of the  consequences that were actually imposed.
The findings of this research will have practical implications for how
consequences should be applied in drug courts in order to attain the desired
affects of graduated sanctions.
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I. Lee and M. Copenhaver, University of Connecticut, Storrs, CT

HIV PREVENTION CAN BE EFFECTIVELY INTEGRATED INTO ROUTINE
METHADONE TREATMENT FOR IDUS

The failure to create and widely deploy interventions that modify HIV risk
behavior in target populations directly impacts our ability to reduce the rate of
new HIV infections among injection drug users (IDUs; see Copenhaver et al.,
in press). IDUs continue to represent a significant vector for the transmission of
new HIV infections (CDC, 2001) and this occurs primarily through drug- and
sex-related HIV risk behaviors that are preventable. Given the absence of a
vaccine to prevent new HIV infections, behavioral interventions remain our
primary tool for reducing the risk and spread of HIV (see Salaam et al., 2002).
We hypothesized that a potentially effective strategy for engaging high-risk
individuals in HIV risk reduction would be to integrate HIV prevention into the
methadone treatment process. Our study involved refining and integrating, into
several methadone maintenance programs, a brief version of a proven
behavioral group level intervention (Holistic Harm Reduction Program or
HHRP; Margolin et al., 2002). The intervention consisted of 4 weekly group
sessions each lasting approximately 45 minutes and led by a trained bachelor’s
level counselor. An innovative feature of the intervention was that it was
inserted in modular fashion into ongoing weekly treatment group meetings
within several methadone programs in Connecticut. A repeated measures
ANOVA with Time as a within-subjects variable, revealed a statistically
significant main effect of Time, F (5, 149) = 5.57, p<.001. Improvement was
noted in the following three HIV-related outcomes:  (1) HIV knowledge, (2)
Attitudes about using clean needles for injecting, and (3) Attitudes regarding
condom use. Importantly, the intervention was also well accepted by patients
and providers. Findings suggest that it is feasible and worthwhile to integrate
effective HIV prevention interventions into routine methadone  treatment.
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C.T. Lee, J. Chen, S. Errico, T.P. Su, K.G. Becker and W.J. Freed, NIH/NIDA
Intramural Research Program, NIA, Baltimore, MD

COCAINE ALTERS THE TNF-ALPHA-P38 MAPK PATHWAY IN PRIMARY
HUMAN ASTROCYTES

Prenatal exposure to cocaine is associated with morphologic and
neurobehavioral alterations of the developing brain. Astrocytes are involved in
a number of processes related to brain development, and recent studies indicate
that exposure to cocaine results in alterations in astrocyte density and
morphology, and delays in astrocyte development. To elucidate the molecular
mechanisms through which cocaine affects astrocyte function, we examined
gene expression profiles of human astrocytes in vitro following cocaine
treatment, using a human focused cDNA array containing 2737 genes, which is
a modification of a previously-described Neuroarray (Barrett et al., Restor.
Neurol. Neurosci., 2001).  Cocaine at 10 and 100 uM changed the expression of
130 and 191 genes, respectively, 89 of which were changed at both
concentrations. Approximately one-third of these transcripts were categorized
as being involved in cell proliferation, death, or development.  Also highly
represented were transcripts involved in cell surface receptor-linked signal
transduction. In response to cocaine, the expression of transcripts involved in
the p38 MAPK signaling pathway were upregulated; this pathway has been
implicated in cell proliferation, survival, differentiation, and apoptosis,.
Increased expression of GCKR, MLK2, and MKK4 were confirmed by
quantitative real-time RT-PCR. In addition, cocaine enhanced expression of
TNFα, which is a potent inducer of the p38 MAPK signal transduction
pathway. Western blotting showed that 100 uM cocaine upregulated both the
membrane (26kDa) and receptor-bound soluble (17kDa) forms of TNFα. These
data suggest that the effect of cocaine on human astrocyte function may depend
on changes in the expression of TNFα, which subsequently enhances the p38-
MAPK signaling pathway. Therefore, cocaine may alter brain development via
a direct effect on astrocyte function.
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M.G. LeSage, D. Burroughs and P.R. Pentel, Minneapolis Medical Research
Foundation, Minneapolis, MN and University of Minnesota Medical School,
Minneapolis, MN

EFFECTS OF NICOTINE WITHDRAWAL ON PERFORMANCE UNDER A
PROGRESSIVE-RATIO SCHEDULE OF SUCROSE DELIVERY IN RATS

Previous studies have shown that withdrawal from repeated exposure to d-
amphetamine produces a decrease in breaking point for sucrose under a
progressive-ratio (PR) schedule in rats, suggesting that the PR schedule may be
useful for evaluating changes in motivation for natural reinforcers during
withdrawal from psychostimulants.  To our knowledge, the effects of nicotine
withdrawal on PR performance in rats have not been reported.  As such, the
purpose of the present experiment was to assess the effects of withdrawal from
continuous nicotine infusion on the performance of rats under a PR schedule of
sucrose delivery.  Three groups of eight rats were trained to respond for sucrose
pellets under a PR schedule.  After stable performance was obtained, PR
sessions were suspended and rats were exposed to a continuous infusion of
saline or nicotine (3.0 or 8.0 mg/kg/day, base) via subcutaneous osmotic
minipump for nine days.  On pump day nine, osmotic pumps were removed
and, 22 hrs later, daily PR sessions resumed for 5 consecutive days.  Breaking
points remained stable throughout the withdrawal phase and were unchanged
compared to baseline in saline exposed rats.  Breaking points and response rates
were significantly lower on the first day of withdrawal in rats exposed to 8.0
mg/kg/day, but not 3.2 mg/kg/day, compared to saline exposed rats.  Later in
the withdrawal phase, breaking points were significantly elevated on
withdrawal day 5 relative to baseline in rats exposed 8.0 mg/kg/day nicotine.
Although breaking points on day 5 for this group were higher than that in saline
treated rats, the difference was not statistically significant.  Consistent with
previous studies of psychostimulant withdrawal, these findings suggest that the
PR schedule may have utility for examining the motivational effects of nicotine
withdrawal in rats.

Supported by grant P50-13333 (NCI/NIDA).
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C.G. Leukefeld, M. Staton Tindall, J.M. Webster, J.L. Duvall, A. Mateyoke-
Scrivner, J. Havens, C. Oser, M. Schumacher, T.F. Garrity, H. Smiley-
McDonald and T.K. Logan, University of Kentucky, Lexington, KY

EMPLOYMENT AND WORK:  12-MONTH RANDOMIZED TRIAL OUTCOMES

Background: Work contributes to drug treatment success (Leukefeld et al.,
2005; Wolkstein & Spiller, 1998) and is an important treatment outcome
(Institute of Medicine, 1990), but few tailored employment interventions are
available. This NIDA supported randomized trial (DA 13076) developed an
employment intervention focused on obtaining, maintaining and upgrading
employment. The current study uses 12-month employment outcomes to
examine intervention dosage.  Method: After face-to-face interviews at drug
court entry, participants were randomized into the enhanced employment group
or to treatment as usual control group. Employment was examined as the
number of jobs worked in the past year, days worked in the past year, legitimate
income in the past year, and days with employment problems in the past 30
days.  The intervention group was divided into low dose group (n=122) and
high dose group (n=111) based on the number of upgrading sessions attended
and compared with the no intervention group (n=239). Results: When
employment, legal work, illegal work, and employment problems were
examined for the past year, there were significant effects with the high dose
group reporting more jobs, more days working at a legitimate job, and more
income from a legitimate job. No differences were found for the number of jobs
in the past year, employment problems in the previous 30 days, days worked at
an illegal job in the past year or 30 days, or illegal job income in the past year
or 30 days.  Implications: Drug abusers who received the largest intervention
dose received maximum employment benefits. Since legal earnings increased
and illegal earnings decreased, drug treatment programs and practitioners
should assess and refer clients to employment interventions. Finally, tailored
employment interventions should be tested to keep drug abusers in treatment
and to increase treatment outcomes.
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A.M. Leventhal, A.J. Waters, W. Pickworth, N. Eid, S. Boyd, E.T. Moolchan
and C. Lerman, University of Texas M.D. Anderson Cancer Center, Houston,
TX, NIH/NIDA Intramural Research Program, Baltimore, MD and University of
Pennsylvania, Philadelphia, PA

GENDER DIFFERENCES IN ACUTE TOBACCO WITHDRAWAL

The acute tobacco withdrawal syndrome is an important component of tobacco
dependence. We investigated whether male (n = 99) and female smokers (n =
100) differed in abstinence-related changes on self-report measures, cognitive
performance tasks, and physiological responses. Smokers not wishing to quit
completed two counterbalanced experimental sessions. Before one session, they
abstained from smoking for over 12 hours, and before the other they smoked
normally. Women reported significantly greater abstinence-related increases in
ratings on the total score of the Wisconsin Smoking Withdrawal Scale (WSWS)
(significant gender by abstinence state interaction; F(1,197) = 10.2, p < .01),
and on the Anger, Anxiety, concentration, and Sadness WSWS subscales (all ps
< .05). On the Questionnaire for Smoking Urges (QSU-Brief), women reported
significantly Greater abstinence-related increases in ratings on the factor 2 scale
(p < .01), but not on the factor 1 scale. On the Positive and Negative Affect
Schedule, women reported significantly greater abstinence-related increases in
Negative Affect, F(1,197) = 14.1, p < .01. Men and women did not differ in the
degree of abstinence-related decrements in performance on a rapid visual
information processing task (RIPT). Brain electroencephalogram (EEG) data
indicated that men and women did not differ in the degree of abstinence-related
increases in theta power. In general, women reported greater severity of
withdrawal than men on self-report measures. However, there was less
evidence for between-gender differences in abstinence-related decrements on
objective cognitive tasks, or abstinence-related changes in EEG responses.
These findings highlight the need for development of gender-specific
interventions for tobacco dependence.
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F.R. Levin, S.M. Evans, D.J. Brooks and F. Garawi, Columbia University and
New York State Psychiatric Institute, New York, NY

TREATMENT OF COCAINE-DEPENDENT TREATMENT SEEKERS WITH ADULT
ADHD: A DOUBLE-BLIND COMPARISON OF METHYLPHENIDATE AND
PLACEBO

The purpose of this double-blind 14-week trial was to compare the efficacy of
sustained-release methylphenidate (MPH) to placebo (PBO) in treating adult
Attention Deficit Hyperactivity Disorder (ADHD) symptoms in current cocaine
dependent (CD) treatment seekers. The randomized sample consisted of 106
participants who were predominately male (83%) and 60% Caucasian, 14%
Hispanic, 20% African American and 6% other. All participants met DSM-IV
criteria for ADHD and CD. Participants received weekly individual cognitive
behavioral therapy. There were no significant demographic differences between
the two treatment groups. Forty-seven patients (44%) completed the 14-week
trial. There was no difference in retention rate based on treatment group (Log-
rank=.01, p=.91). The majority of the placebo group and the MPH group
reported greater than a 30% improvement in their ADHD symptoms (59%
versus 52%), with no significant difference between the 2 groups (Chi-
square=.52, p=.47). Based on the CGI Improvement ratings, there were no
group differences in the percentage of patients achieving a reduction in ADHD
symptoms (33% PBO vs. 35% MPH, Chi-square=.04, p=.84) nor in the
percentage of patients achieving a reduction in their cocaine use (53% PBO vs.
62% MPH, Chi-square=.74, p=.39). Urine toxicology results showed no
difference in the proportion of cocaine positive urines between the two groups
(.60 + .29 PBO vs. .63 + .29 MPH, F=.16, p=.69) Sustained-release MPH did
not provide a clear advantage over PBO in reducing ADHD symptoms or
additional cocaine use.

Supported by NIDA Grants  RO1 DA11755 and K02 00465
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J. Li, X. Yang, Y. Wu and S. Shoptaw, BayesSoft, Inc., and University of
California, Los Angeles, CA

A MARKOV TRANSITION MODEL FOR LONGITUDINAL COUNT DATA WITH
NONIGNORABLE MISSING VALUES

In substance abuse research, repeated measures counting the numbers of use of
certain substances are commonly seen in studies adopting longitudinal design.
Determined by the chaotic clinical disorders, problems with missing values due
to subjects’ dropouts or intermittent nonresponses often plague the statistical
analyses. Missing values are usually nonignorable in practice, because
nonresponses or dropouts are related to the underlying count processes
themselves. In this presentation, we propose a Markov transition model with
shared random-effects, which links together the propensity of transition
between count measurements and the probability of being either intermittent
missing or dropout. The count data are viewed as samples from a Markov chain
with transition probabilities: P(i,j) = prob(Y(t)=j|Y(t-1)=i,r), where i and j equal
to integers indicating the recent count of some event, Y(t) and Y(t-1) represent
two measures collected on time t and t-1 (t=1, ., T), and r indicates the shared
random-effects. Assuming a Poisson distribution for the count repeated
measures, the transition probabilities are estimated using a log-linear model.
The missingness mechanism is modeled with a multinomial-logit regression
with three states (observed, intermittent missing, or dropout). This new
approach is compared with other models (e.g., selection models and pattern-
mixture models) for count longitudinal data with nonignorable missingness. For
illustration, the proposed model is applied to a data set from a smoking
cessation study, which repeatedly counts the number of cigarette smoking for
each smoker in the previous seven days.
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C.R. Li, T.R. Kosten and R. Sinha, Yale University, New Haven, CT

ANTISOCIAL PERSONALITY AND STRESS-INDUCED BRAIN ACTIVATION IN
COCAINE-DEPENDENT INDIVIDUALS – POTENTIAL SEX DIFFERENCES

Objective: Sociopathic individuals demonstrate less emotional and autonomic
arousal in stressful situations. We employ functional brain imaging to explore
the neural correlates underlying altered stress processing in sociopathy.
Method: Blood oxygen level dependent contrast during script-guided stress
imagery was compared between abstinent cocaine dependent individuals who
had antisocial personality disorder (ASPD, n=11) and those who did not have
ASPD (n=16). Regions of interest analysis examined for correlation with
California Psychological Inventory socialization (CPI-so) score across
individual subjects. Results: Despite similar increases in heart rate and
subjective anxiety rating, ASPD patients had less activation in the posterior
cingulate cortex during increased stress, compared to non-ASPD patients.
Moreover, activity in medial prefrontal cortex correlated inversely with CPI-so
in female subjects. Conclusions: ASPD patients may have difficulty learning
from emotional experiences because of affect processing deficit in the posterior
cingulate. In addition, increased activity in medial prefrontal cortex may reflect
physiological underarousal in female sociopathic individuals. (Supported by
NIH grants R01-DA011077, P50-DA16556 and K02-DA017232)

386

M.D. Li, J. Beuten, J.Z. Ma, T.J. Payne, X.Y. Lou, K.M. Crews and R.C. Elston,
University of Texas Health Science Center at San Antonio, TX, University of
Mississippi Medical Center, Jackson, MS and Case Western Reserve University,
Cleveland, OH

ETHNIC- AND GENDER-SPECIFIC ASSOCIATION OF THE NICOTINIC
ACETYLCHOLINE RECEPTOR ALPHA 4 SUBUNIT (CHRNA4) GENE WITH
NICOTINE DEPENDENCE

We tested six single nucleotide polymorphisms (SNPs) in the CHRNA4 gene
and three SNPs in the CHRNB2 gene for association with nicotine dependence
(ND), which was assessed by smoking quantity (SQ), the Heaviness of
Smoking Index (HSI), and the Fagerström Test for ND (FTND) in 2,037
subjects from 597 nuclear families of either European-American (EA) or
African-American (AA) origin. Analysis of the six SNPs within CHRNA4
demonstrated that SNPs rs1044397 and rs2273504 are significantly associated
with adjusted SQ and FTND scores, respectively, in the EA sample.  In the AA
samples, SNPs rs3787137 and rs2236196 are significantly associated with at
least one adjusted ND measures. Association of SNP rs2236196 with the
adjusted HSI and FTND scores in the AA population remains significant after
correction for multiple testing. Furthermore, analysis of these SNPs with ND
measures revealed gender- and ethnic-specific associations for several SNPs in
both ethnic samples; however, only SNPs rs2273504 and rs2236196 remain
significant after correcting for multiple testing in the AA females. Haplotype
analysis further showed significant association of haplotypes C-G-T (60.6%)
with the age- and gender-adjusted SQ and HSI in the EA males and of C-G-C
(51.0%) and C-A-T (15.3%) with at least one adjusted ND measures in the AA
females. For CHRNB2, we found no associations with ND for either single
SNPs or haplotype in either the pooled or the ethnic-specific samples.  In
summary, our findings provide convincing evidence of the involvement of the
nAChR alpha 4 subunit, but no evidence for involvement of the nAChR beta 2
subunit, in nicotine addiction (supported by NIH DA-12844).
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S.V. Libretto, L. Hess, N. Linder, M. Hile and E. Moolchan, Danya
International, Inc., Silver Spring, MD, Missouri Institute of Mental Health, St.
Louis, MO and NIH/NIDA Intramural Research Program, Baltimore, MD

DEVELOPMENT OF THE BEHAVIORAL HEALTH SCREENING AND
ASSESSMENT PACKAGE

Research points to high rates of co-occurring mental health disorders among
individuals presenting for substance abuse treatment.  The co-occurrence of
mental health and substance use disorders presents particular challenges for
screening and assessment. In March 2000, SAMHSA identified “improving the
quality of services available to people with co-occurring substance abuse and
mental health problems” as a priority. In its position paper on treating
individuals with co-occurring disorders, SAMHSA suggested early
identification of co-occurring problems is crucial for treatment success.  Many
programs are unable to identify reliable and valid measures due to lack of
expertise. With funding from the National Institute on Drug Abuse (NIDA),
Danya International, Inc. (Danya) and its partners are addressing this need by
finalizing the Behavioral Health Screening and Assessment Package.  This
package will provide the complete set of tools necessary to take clinicians
through the entire screening process, including analysis of results and
recommendations for treatment placement.  This package includes an
innovative, user-friendly computer-based screening system designed to rapidly
identify potential mental health disorders that commonly coexist with
substance-related disorders.  In Phase I, Danya developed the pencil and paper
versions of the Prescreening Battery and Screening Panel and conducted a pilot
study on the feasibility of the instruments. In Phase II, Danya and its partners
will convert the screening instruments to a computerized Co-occurring
Disorders Screening Instrument, develop the Triage Instrument designed to
help clinicians make decisions about patient safety and health status, and
evaluate the psychometric properties of the screening and triage instruments in
conjunction with the American Society of Addiction Medicine (ASAM) Patient
Placement Criteria, Second Edition, Revised (PPC-2R). This presentation
discusses the development of the instruments in Phase I and the plans for the
full psychometric evaluation in Phase II of the project.
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S.C. Licata, D.M. Platt and J.K. Rowlett, Harvard Medical School, New
England Regional Primate Research Center, Southborough, MA

COMPARISON OF THE DISCRIMINATIVE STIMULUS AND REINFORCING
EFFECTS OF HEROIN-BENZODIAZEPINE COMBINATIONS IN RHESUS
MONKEYS

An extensive body of clinical data indicates that opioid addicts regularly abuse
benzodiazepines (BZs) in conjunction with heroin or methadone maintenance
therapy. Recent research suggests that this form of polydrug abuse reflects an
enhancement of the abuse-related effects of heroin and other opioid agonists by
BZs.  In rhesus monkeys trained to discriminate heroin (0.056 mg/kg, i.v.) from
saline under a 10-response fixed-ratio schedule of food pellet delivery, the
conventional non-selective BZ triazolam did not share discriminative stimulus
effects with heroin. Furthermore, there was no interaction between the two
drugs when administered in combination up to doses that reduced rates of
responding below 50% of control rates. In rhesus monkeys trained under a
progressive ratio schedule of i.v. drug injection, both heroin (0.001-0.03
mg/kg/injection) and the conventional BZ lorazepam (0.001-0.03
mg/kg/injection) maintained dose-dependent and reliable self-administration.
Preliminary studies indicate that combining a relatively low dose of heroin
(0.001 mg/kg/injection) with a low dose of lorazepam (0.003 mg/kg/injection)
resulted in a significant increase in self-administration compared to either drug
individually. These findings suggest that BZs are co-abused with heroin due to
an enhancement of the reinforcing effects, but not the discriminative stimulus
effects, when taken in combination. Moreover, the differences in the combined
effects of heroin and BZs in self-administration vs. drug discrimination suggest
that different mechanisms of action may underlie the reinforcing and subjective
properties of these commonly abused drug combinations. Supported by
DA018473, DA11792, and RR00168.
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J. Liebschutz, V. Brower, C. Lloyd-Travaglini, R. Saitz and J. Samet, Boston
University School of Medicine, Boston, MA

POST-TRAUMATIC STRESS DISORDER IS CLOSELY ASSOCIATED WITH
SUBSTANCE-USE DISORDERS IN PRIMARY CARE

BACKGROUND: PTSD is prevalent among those in substance abuse
treatment, although the nature of the association between PTSD and SUD is not
well understood. This association has not been studied among primary care
patients. We sought to determine if a lifetime history of PTSD was more
common among those with current SUD and whether patients attributed some
substance use to self-medication for PTSD symptoms among primary care
patients. METHODS: English-speaking patients, 18-65 years, awaiting a
primary care appointment were systematically recruited and interviewed. The
dependent variable, Lifetime PTSD diagnosis, and the independent variables,
current Alcohol and Drug Abuse/Dependence diagnoses, hazardous alcohol
use, and use of individual substances, were assessed by the Composite
International Diagnostic Interview. A subject´s report that substances were used
to treat PTSD symptoms was another variable of interest. All analyses are
bivariable, unadjusted comparisons. RESULTS: Subjects (n=606) were: 51%
female; mean age 42 years; 59% Black, 19% White, 8% Hispanic; and 50%
with annual incomes <$20,000 per year. SUD included 12% with current drug
abuse or dependence [DAD], 10% with alcohol abuse or dependence [AAD],
and 12% with hazardous alcohol use. PTSD was present in 52-53% of all
subjects with SUD compared to 32-33% among those without those disorders,
p<0.005 for all comparisons. Of illicit substances, use of sedatives, analgesics
and heroin was significantly associated with PTSD (p<. 005). Among those
with a diagnosis of DAD or AAD, 83% used substances for PTSD symptoms
vs. 42% of those without a substance dependence diagnosis (p<.0001).
CONCLUSIONS: More than half of primary care patients with SUDs have
PTSD and the vast majority of these dually diagnosed self-medicate for PTSD
symptoms. “Non-therapeutic” use of specific substances is highly associated
with PTSD. These findings suggest the need to consider PTSD when dealing
with substance use in primary care settings.
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L.M. Lieving, D.R. Cherek, S.D. Lane, O.V. Tcheremissine and S.O. Nouvion,
University of Texas-Houston, Health Science Center, Houston, TX

EFFECTS OF ACUTE TIAGBINE ADMINISTRATION ON AGGRESSIVE
RESPONSES OF HEALTHY MALE VOLUNTEERS

Adult males participated after giving their informed consent, and were recruited
via advertisements for research studies seeking individuals on parole or
probation. Subjects were excluded if screening indicated any history of medical
or psychiatric illness, or if recent drug use occurred detected by urine drug
screen analysis. Subjects participated 5 days per week for approximately 5
weeks. All subjects received Tiagabine, a GABA
uptake inhibitor, and placebo. All subjects received at least 4 doses of
Tiagabine (range 4 to 24 mg) separated by placebo. Aggression was measured
using a 3-option version of the Point Subtraction Aggression Paradigm (PSAP)
software. Subjects participated in six sessions each day. Tiagabine selectively
decreased aggression at doses that either did not affect, or affected to a lesser
extent, monetary-reinforced responding. Doses ≥ 12 mg nearly completely
suppressed aggressive responding while monetary-reinforced responding was
only minimally decreased, suggesting tiagabine has selective anti-aggressive
effects.

391

A. Liguori, Wake Forest University School of Medicine, Winston-Salem, NC

MARIJUANA EFFECTS ON AUTOMOBILE DRIVING: RECENT RESEARCH AND
FUTURE DIRECTIONS

Marijuana is the most widely used illicit drug in the United States. Many
marijuana users report or have been discovered to be driving under the
influence of the drug, often in combination with alcohol. Despite the
widespread nature of this potentially dangerous activity, the effects of
marijuana on automobile driving have not been thoroughly studied. This
literature review summarizes the current state of research on acute marijuana
effects on both actual and simulated driving, as well as more general
psychomotor tasks associated with driving. Emphasis will be placed not only on
results but also on methodological components such as route of administration,
dose selection, drugs administered concurrently within study, realism of driving
simulation, and key dependent driving measures. Participant pre-study
marijuana and other drug use patterns as well as implications for legislation will
also be discussed. Ultimately, our understanding of what marijuana does and
does not impair in a driver is improving. However, procedural limitations in
many experiments illustrate that additional, more carefully controlled studies
are needed. In particular, further direct comparisons of the unique effects of
marijuana versus alcohol are of importance for clarifying policy needs.
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J.A. Lile, W.W. Stoops, F.P. Wagner, P.E.A. Glaser and C.R. Rush, University
of Kentucky College of Medicine, Lexington, KY

OXAZEPAM DOES NOT MODULATE THE DISCRIMINATIVE-STIMULUS OR
SUBJECT-RATED EFFECTS OF D-AMPHETAMINE IN HUMANS

Evidence from laboratory research in animals suggests that
benzodiazepines, which are gamma-aminobutyric acid A (GABA-A)
positive modulators, can block the behavioral effects of psychomotor
stimulants. Consistent with those findings, in a previous study in our
laboratory, the benzodiazepine alprazolam attenuated the
discriminative-stimulus and some of the positive subject-rated effects of
d-amphetamine in humans. Given our positive results with alprazolam,
we hypothesized that the benzodiazepine oxazepam (Serax¨) would also
attenuate the behavioral effects of d-amphetamine. Oxazepam is
thought to have less abuse potential compared to other benzodiazepines,
and therefore may be more appropriate as a pharmacotherapy for
stimulant dependence. Six healthy participants learned to discriminate
15 mg oral d-amphetamine. The effects of a range of doses of d-
amphetamine (0, 2.5, 5, 10, and 15 mg), alone and following
pretreatment with oxazepam (0 and 20 mg) were assessed. Data were
analyzed using repeated-measures ANOVA with d-amphetamine and
oxazepam as factors. d-Amphetamine alone functioned as a
discriminative-stimulus, produced stimulant-like subjective effects (e.
g., increased scores on a Stimulant Sensitive Adjective Rating Scale)
and enhanced psychomotor performance as measured by the Digit-
Symbol-Substitution Test (DSST). Oxazepam alone increased subject
ratings of sedation and impaired performance on the DSST. Oxazepam
alone did not occasion d-amphetamine-like discriminative-stimulus
effects, and had no effect on the discriminative-stimulus or subject-
rated effects of d-amphetamine when given in combination. The results
of this experiment are discordant with our previous experiment and
suggest that benzodiazepines differ in their ability to modulate the
behavioral effects of d-amphetamine. These differences may be related
to the selectivity of these compounds for distinct GABA-A receptor
subtypes.
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W. Ling, M. Torrington, M. Keating, J. Fradis and J.C. Rathner, University of
California and The Friends Research Institute, Los Angeles, CA

BUPRENORPHINE INDUCTION: AN ALGORITHM

A recent pain study included 59 patients divided into those with uneventful
buprenorphine induction and those who required additional intervention.
Specifically addressed were: self-reported time from last use, severity of
withdrawal on the Clinical Opiate Withdrawal Scale (COWS) at baseline, and
clinical response after the initial 4 mg dose.  Patients with uneventful inductions
had slightly longer self-reported time from last use (11.5 hrs vs. 10.5 hrs, p
= .032); slightly higher COWS withdrawal scores (8.0 vs. 6.2, p = .046); and
notable improvements in withdrawal symptoms during the hour observation
following initial dose.  Withdrawal symptoms were mild in all patients and an
additional 4 mg buprenorphine was the only added intervention utilized.  We
concluded that patients need not exhibit a great deal of withdrawal symptoms
before administration of the first buprenorphine dose, and that symptom
improvement after initial dose portends uneventful induction.  We thus propose
the following buprenorphine induction algorithm:  (1) patients should refrain
from use for at least 12 hours before dosing; (2) pre-dose COWS baseline
scores should be greater than 8 (no signs of intoxication but not in serious
withdrawal); (3) an initial 4 mg dose should be given and the patient observed
for one hour.  If symptoms improve, the patient can be sent home with two 4
mg doses with instructions to take the additional doses if needed.  If symptoms
do not improve or worsen, an additional 4 mg is given and the patient observed
for another hour and sent home with the remaining 4 mg dose; (4) Physicians
should contact the patient by phone later the first day. This induction scheme is
relatively conservative and limits the first day dose to 12 mg.  Alternatively,
patients may be initially administered 8 mg, and the total first day dose adjusted
to 16 mg accordingly.
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T.L. Linkovich-Kyle, S.F. Coffey and P.R. Stasiewicz, University of Mississippi
Medical Center, G.V. (Sonny) Montgomery VA Medical Center, Jackson, MS,
University of Central Florida, Orlando, FL and State University of New York at
Buffalo, Buffalo, NY

UTILITY OF THE URICA-T TO PREDICT ATTRITION IN A STUDY OF PTSD
AND ALCOHOL DEPENDENCE

Numerous investigators have documented the high co-occurrence of
Posttraumatic Stress Disorder (PTSD) and substance use disorders.  The high
co-morbidity has inspired interest in how PTSD symptoms (e.g., intrusive
thoughts) affect drug cravings.  Investigators examined the relationship by
experimentally manipulating intrusive memories of trauma in a laboratory and
measuring subsequent reactivity to trauma-related and alcohol-related cues in
participants with co-morbid alcohol dependence and PTSD.  Participants were
randomly assigned to engage in 6 sessions of trauma-based imaginal exposure
therapy or imagery-based relaxation.  Cue reactivity was measured before and
after completion of the 6 sessions.  The study enrolled 43 participants, but
participant attrition was high (61%).  All participants completed the University
of Rhode Island Change Assessment –Trauma scale (URICA-T), a 32-item
measure modeled after the University of Rhode Island Change Assessment.
The URICA-T was used to measure readiness to change PTSD symptoms. The
original URICA has been found to predict treatment outcomes in chemically
dependent samples.  It was, therefore, hypothesized that the URICA-T would
similarly predict participant attrition in the present study.  Attrition was
regressed on a combination of URICA-T subscale scores.  Results of the
logistic regression provided support for the predictive validity of the URICA-T,
p = .02.   Investigation of the predictive validity of  URICA-T subscales
revealed that the Precontemplation subscale was the best predictor of attrition, p
= .03.  Participants with high scores on the Precontemplation subscale were less
likely to complete the study.  A continuous composite URICA-T score, the
Readiness to Change PTSD Symptoms scale, was computed.   A logistic
regression revealed that participants with low scores on the Readiness to
Change scale were less likely to complete the study, p = .05.  Implications for
the clinical utility of the URICA-T in the treatment of PTSD in people with
alcohol dependence are addressed.
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N. Lintzeris, T. Mitchell, A. Bond, L. Nestor and J. Strang, Maudsley Hospital,
London, England

PHARMACODYNAMIC INTERACTIONS BETWEEN DIAZEPAPM WITH
METHADONE, AND DIAZEPAM WITH BUPRENORPHINE IN OPIOID-
DEPENDENT INDIVIDUALS

Whilst methadone and buprenorphine (BPN) are considered safe medications in
isolation in opioid dependent individuals, there are concerns regarding the
safety of these medications when administered with other sedating drugs such
as benzodiazepines. This study examines the pharmacodynamic effects of
diazepam administered to individuals enrolled in methadone or BPN
maintenance treatment on a variety of subjective, physiological and
performance measures. 16 subjects in maintenance substitution treatment (8
methadone and 8 BPN) with no significant concurrent dependence or substance
abuse, were enrolled. Each subject underwent 3 test sessions in which they
were admininsterd their normal methadone / BPN dose and either placebo,
10mg or 20mg oral diazepam (‘therapeutic’ doses) in a double-blinded random
sequence cross-over design. Measures were taken at baseline and at regular
intervals for 6 hours after dosing. ANOVA showed significant effects over time
on most subjective measures (e.g. sedation, strength drug effects) for both
methadone and BPN groups. Diazepam significantly increased sedation and
strength of drug effect, and decreased performance measures (e.g. simple
reaction time, cancellation time), in a dose related manner. Further analysis will
examine comparisons between methadone and buprenorphine groups. A
subsample (n=7 BPN and n=4 methadone patients) also underwent a further 3
test sessions in which subjects were administered medications under ‘abuse’
conditions - either 0 or 40mg diazepam, and either 100% or 150% their normal
opioid (methadone or BPN) dose. Analysis is ongoing, and data will be
presented examining interactions under these conditions. Conclusions:
Diazepam at therapeutic doses appears to have comparable effects in stable
methadone & BPN patients.
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J. Listerud, A.R. Childress, J. Detre, J.J. Wang and C. O’Brien, University of
Pennsylvania and Hospital of the University of Pennsylvania, Philadelphia, PA

CORRECTION OF FMRI PERFUSION ARTIFACT IN A STUDY OF DRUG
CRAVING IN COCAINE PATIENTS

The brain activation associated with drug craving presents a unique challenge to
conventional BOLD fMRI.  Because the time course of craving activation is
believed to be of relatively low frequency, its detection is vulnerable to so-
called “pink” noise, and we have previously presented to this meeting our
preliminary experiences with using perfusion fMRI to study drug craving in 15
patients seeking treatment for cocaine addiction.  (All patients gave informed
consent to participate in this IRB approved protocol.)  In the course of
analyzing this data, we have observed subtle, intermittent variations in global
signal of sufficient magnitude to overwhelm the perfusion signal.  This artifact
appears to be independent of head coil and of scanner manufacturer.  Although
identification of the source of this artifact is ongoing, it may be particularly
associated with the Pulsed Arterial Spin Labeling (PASL) fMRI technique.  For
the current presentation, we tested a simple, robust post-processing correction
that appears to eliminate this artifact, and to recover credible activation patterns
in this sample of 15 subjects after subsequent post-processing by SPM.  The
method consists of identifying a covariate to global signal variations that is
independent of perfusion.  We will discuss potential extensions of this
technique to the correction of “pink” noise in conventional BOLD fMRI as
well.
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Y. Liu, D.C.S. Roberts and D. Morgan, Wake Forest University School of
Medicine, Winston-Salem, NC

SENSITIZATION TO THE REINFORCING EFFECTS OF SELF-ADMINISTERED
COCAINE: BLOCKADE BY MK-801

The transition from recreational use to compulsive drug seeking and taking in
human addicts has been associated with behavioral sensitization. Glutamatergic
transmission is thought to play a role in sensitization, as the NMDA receptor
antagonist MK-801 has been demonstrated to prevent the development, but not
the expression of sensitization to cocaine-induced locomotor activation. Our
laboratory has recently demonstrated sensitization to the reinforcing effects of
cocaine in self-administering rats receiving restricted initial exposure. Here, we
investigated the influence of MK-801 on the development and expression of
this sensitization. Animals were trained to self-administer cocaine and received
limited initial exposure on fixed-ratio 1 schedule. Subsequently, rats were
divided into three groups and responding on a progressive ratio schedule was
maintained by 1.5 mg/kg/inj cocaine for 20 days. The three groups of animals
received daily I.P. injections of saline, 0.05 or 0.1 mg/kg MK-801 for the first
10 days. All injections were given 30 minutes prior to the start of the
experimental session and breakpoints (i.e. final response ratio obtained) were
determined. Then saline-treated animals were administered 0.1 mg/kg MK-801
for the last 10 days, and both MK-801 treatment groups were given saline for
the last 10 days. Animals receiving saline treatment exhibited a progressive and
significant increase in breakpoints (i.e. sensitization) which was not altered by
subsequent treatment with MK-801, indicating that MK-801 does not inhibit the
expression of sensitization to the reinforcing effects of cocaine. In contrast,
groups receiving either 0.05 or 0.1 mg/kg MK-801 during the initial 10-day
period failed to show increased breakpoints, suggesting that the development of
sensitization is suppressed by MK-801. Taken together, the results demonstrate
differential effects of NMDA receptor blockade on the development and
expression of sensitization to the reinforcing effects of cocaine. Research
supported by NIDA grants K01DA13957 to DM and R01DA14030 and
P50DA06643 to DCSR.
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A. Llewellyn, W. Norwood, P. Averill, J. Schumacher, J. Milby and H.
Rhoades, University of Texas-Houston, University of Houston-Clear Lake,
Houston, TX and University of Alabama School of Medicine, Birmingham, AL

TECHNOLOGY TRANSFER OF BEHAVIORAL DAY TREATMENT WITH
CONTINGENCY MANAGEMENT FOR DUALLY DIAGNOSED HOMELESS
SUBSTANCE ABUSERS: HOMELESSNESS AT FOLLOW-UP

During the pilot and training phase of an ongoing technology transfer study, 55
homeless cocaine dependent subjects exhibiting clinical levels of non-psychotic
psychiatric symptoms were randomly assigned to receive 1) one month usual
care (UC) residential substance abuse treatment with weekly aftercare, job
development, and housing assistance (n - 23); or 2) two months outpatient
behavioral day treatment (BDT) with abstinence-contingent program-provided
housing, with up to four additional months abstinence-contingent housing and
job development (n = 32). Groups did not differ at baseline on demographics or
measures of homelessness, employment, or substance abuse.  Information about
housing was collected at 1-month, 2-month, and 6-month follow-up.
Proportion (average percentage) of days homeless since last assessment was
computed for each group at each time point.  At 1-month, BDT clients averaged
19% days homeless (approximately 5.7 days) vs. 5% days homeless
(approximately 1.5 days)) for the UC group.  At two and six months, this
pattern was reversed.  At 2 months,  BDT averaged 8% days homeless (about
2.4 days) vs. UC 24% (about 7.2 days).  At 6-months, BDT averaged 15% days
homeless (4.5 days per month) vs. UC 23% (6.9 days per month).  Univariate
repeated measures analyses indicate a significant group by time interaction, F
(2, 106) = 3.647, p = .029.  These results provide preliminary evidence to
suggest that application of a housing contingency (temporary loss of housing
following substance use), may initially increase days homeless during treatment
(as the contingency is applied) but reduce homelessness over time.
Acknowledgment: supported by U.S.P.H.S. Grant # DA 12215 from NIDA.
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T. Llosa and L. Llosa, COCADI, Lima, Peru, and Miami, FL
ORAL COCAINE AS AGONIST THERAPY IN COCAINE DEPENDENCE

Cocaine (150 mg to 250 mg) by oral route is an ancient form of use by farm and
mine workers in South-America without producing illness, as is common when
used by other routes. The first anecdotic mention of oral cocaine for treatment
of cocaine dependence was in 1986(Siegel et al,JAMA). The first open trial
protocol using oral cocaine as agonist therapy was published by Llosa in 1994
(Substance Abuse/Amersa). The results of 51 patient treated with low doses of
oral cocaine alkaloid (17mg-60mg) as agonist therapy (cocalization method)
were presented in the CPDD meetings (Llosa/1994,1996). In 15 years 200
cocaine-addict-patients have been treated with oral cocaine as agonist therapy
(17 mg to 300 mg daily); 122 were under controlled protocols (open or blind)
between 4 weeks to 1 year. Almost 80% of patients prolonged their abstinence
(<0.05). In the last years some studies demonstrated that oral cocaine as
hydrochloride(300-400 mg) is safe when used under medical control, but there
are no studies with out-patients under prolonged treatment. A current oral
cocaine (> 1 year) study(100 mg-300 mg) with 18 out-patients is showing
significant reduction of relapses and improved abstinence time(<0.05). Because
there is no long effective pharmacotherapy to control appetence and relapses for
cocaine-dependence, oral cocaine as agonist therapy(cocalization or
cocainization method) could be used as an effective first step of treatment.
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J.J. Lloyd, E.P. Ricketts, C.L. Latkin, L.J. Cornelius, D. Bishai, S. Huettner, J.R.
Havens, S.A. Strathdee, U. of Maryland School of Social Work, Johns Hopkins
U. Bloomberg School of Public Health, Baltimore, MD, U. of Kentucky Coll. of
Med., Lexington, KY and U. of California School of Medicine, La Jolla, CA

THE RELATIONSHIP BETWEEN LIFETIME ABUSE AND SUICIDAL IDEATION
IN A SAMPLE OF INJECTING DRUG USERS

Objective:  Suicidal ideation is a risk factor for successful suicide.  This study
examined the relationship between lifetime abuse (emotional, physical and
sexual) and suicidal ideation.  Methods:  The sample included IDUs who
attended the Baltimore Needle Exchange Program who requested and received
a referral for opiate agonist therapy. Data were obtained from baseline
interviews, the Addiction Severity Index, CES-D depression scale and HIV
antibody tests. Logistic regression was used to estimate the relationship
between lifetime emotional, physical and sexual abuse and suicidal ideation in
the last six months.  Results:  Among the 245 IDUs, mean age was 42.2 years
(SD=8.1), 77% were African American, and 69% were male. Overall, 66 (27%)
reported thoughts of suicide in the last six months.  In their lifetimes, emotional
abuse was reported by 17%, physical abuse by 12%, and sexual abuse by 10%.
Recent suicidal ideation was associated with emotional abuse (Odds Ratio [OR]
=3.24; p=0.001), physical abuse (OR=2.47; p=0.026), and sexual abuse
(OR=5.03; p<0.001).  In multiple logistic regression models controlling  for
HIV status and CES-D score, individuals who experienced emotional abuse in
their lifetime were more than twice as likely to report suicidal ideation in the
last six months (Adjusted Odds Ratio [AOR]=2.35; p=0.024), and those who
experienced sexual abuse were more than three times as likely to report suicidal
ideation (AOR=3.61; p=0.008).  Conclusions:  These findings suggest that
emotional and sexual abuse might be risk factors for suicidality among IDUs.
Since all of the subjects in this study were seeking drug abuse treatment, these
findings support the need for suicide prevention in drug abuse treatment
programs.
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B. Lobodov and O. Stepanenco, The Center of Treatment and Prevention of
Drug Related Disorders, Voronezh, Russia

PROGRAM OF EARLY DETECTION OF CHILDREN AT RISK AMONG SCHOOL
POPULATION OF VORONEZH (RUSSIA)

Hypothesis: In our opinion, complex assessment of so called “risk factors “
before the very first Drug intake  will help us to select a pool of children whose
risk to be drug users is significantly above the  average. The subsequent
participation of these children in selective programs of prevention and
intervention as well as in AIDS-educating programs will decrease the number
of drug users and the severity of Drug Related Problems and consequences
including AIDS-related ones.  The key idea of the project is to get more or less
precise picture through the complex assessment of “innocent”, non stigmatizing
questions. Our Program takes place in randomly selected schools of the Central
District of Voronezh (Russia).  Target population is the pool of 14 year old
children, their parents and class mentors. These groups are asked to fill in our
survey, parts A, B, and C respectively (66 scored questions totally).   Final
assessment is made through summarizing of the scores received.  Three areas
are evaluated for every child – Parents General Awareness about Drugs, Parents
General Awareness about their children lives and Children’s school and extra
school environment.  Children, whose scores belong to the upper quartile, are
recommended to participate in different selective Preventive programs. We
hope that these measures can decrease both the number of Drug users and the
severity of Drug related Harm among our target population.  Final Assessment
will be made after two years of follow up period through evaluation of
prevalence and severity of Drug Related Disorders in our target population and
comparing of these results with the data received in the control population from
the other schools of Voronezh.
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N. Lockhart, H. Schubiner, L. Lundhal and C.E. Johanson, Wayne State
University, Detroit, MI

THE ABILITY OF ORAL COCAINE TO BLOCK THE DISCRIMINATIVE
STIMULUS EFFECTS OF INTRAVENOUS COCAINE IN HUMANS

In a previous study we demonstrated that cocaine dependent individuals could
be reliably trained to discriminate between iv. cocaine and saline and there was
a direct relationship between dose and percent cocaine appropriate responding.
In this second study, we wished to use this procedure to determine the ability of
a potential medication to block the discriminative stimulus effects of iv.
cocaine.  In the absence of a known efficacious medication, we used a proof-of-
concept approach by using cocaine administered orally to block iv. cocaine’s
discriminative stimulus effects.  In phase 1 of the procedure, participants had
two experiences each with the training dose (20 mg/70 kg iv.) and saline and
were told, using letter codes A and B, which drug they were receiving.  Over
the next 12 trials, phase 2, they received cocaine and placebo each 6 times in a
mixed order.  Thirty minutes after the injection, the participants had to indicate
which drug they thought they received, A or B.  All 7 participants who began
the study were able to learn the discrimination using the criterion of 10 of 12
correct. In phase 3, capsules containing either 300 mg cocaine or placebo were
administered orally 60 minutes prior to the iv. injection of doses of cocaine
ranging from 5 to 40 mg/70 mg. Physiological (blood pressure, heart rate) and
subjective effects (VAS) were measured across the duration of the session.
During the third phase, when 0 mg oral cocaine was administered,
discriminative, physiological and subjective effects of iv. cocaine were dose
related as in the previous study. Oral cocaine alone (0 mg iv.) had many
physiological and subjective effects similar to those of iv. cocaine.  When given
in combination with increasing doses of iv., cocaine, the subjective and
physiological effects of iv. cocaine tended to be augmented and last longer but
at the 40 mg/70 kg dose there was some evidence that the discriminative and a
few of the subjective effects were diminished albeit only minimally.  Supported
by NIDA RO1 DA14076 and Joe Young, Sr. funds from the State of Michigan.
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M.R. Lofwall, R.R. Griffiths and M.Z. Mintzer, Johns Hopkins University,
Baltimore, MD

NEUROCOGNITIVE AND SUBJECTIVE ACUTE DOSE-EFFECTS OF
INTRAMUSCULAR KETAMINE IN HEALTHY NON-DRUG ABUSING ADULTS

Introduction:  Ketamine is a non-competitive NMDA antagonist that has been
reported to impair memory and time perception, and to produce “schizophrenic-
like” phenomena.  However, the time course of effects and the specific pattern
of memory impairment remain unclear.  Purpose:  To examine the acute dose-
effects of sub-anesthetic ketamine across time on multiple aspects of memory
and subjective experience.  Methods:  Eighteen healthy, non-drug abusing adult
volunteers received single intramuscular doses of ketamine (0.2, 0.4 mg /kg)
and placebo across three outpatient sessions in a double-blind, repeated
measures, crossover design.  Measures taken pre-injection and repeatedly post-
injection included assessments of episodic memory (free recall and recognition
memory), working memory (n-back), metamemory, source memory, time
estimation, psychomotor performance (circular lights, balance, digit symbol
substitution task), subjective effects (Hallucinogen Rating Scale), and vital
signs.  Results: There were no significant drug effects on measures of
metamemory, source memory, time estimation, or vital signs.  Episodic
memory (tested approximately 1.5 hours after the injection) was significantly
impaired in the high dose ketamine condition for words presented
approximately 35 minutes after the injection, but not for words presented before
the injection.  Performance on psychomotor and working memory tasks was
impaired dose-dependently within one hour post-injection, and returned to
baseline shortly thereafter.  Relative to placebo, ketamine produced dose-
related decreases in subjective ratings of liking and dose-related increases in
ratings of visual illusions and dissociative experiences.  No hallucinations or
delusions were reported.  Conclusion:  Ketamine’s memory, psychomotor, and
subjective effects substantially dissipate one hour after intramuscular injection.
Episodic memory impairments occurred only for words presented post-
injection suggesting that ketamine selectively impairs encoding memory
processes, while sparing retrieval processes.  Contrary to the frequent positive
associations made between ketamine and schizophrenia phenomenology,
subjective effects did not include typical “schizophrenic” symptoms
(hallucinations and delusions).
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R.G. Lopez, C.F. Rios-Bedoya and J.C. Anthony, Michigan State University,
East Lansing, MI, Universidad del Valle, Cochabamba, Bolivia and Johns
Hopkins University, Baltimore, MD

ELAPSED TIME FROM ONSET OF ALCOHOL DISORDERS TO HELP-SEEKING

BACKGROUND & AIMS: Via increasingly effective early outreach and
intervention we can reduce prevalence of alcohol disorders. In planning for
more effective early outreach, we seek to estimate early 21st century
benchmark values for elapsed time from onset of alcohol disorders to onset of
help for alcohol problems. Our report also explains length-biases and other
biases in this type of data, and explains why survival analyses are needed to
derive these estimates. METHODS: In 2002, the NESARC research team
recruited 54,079 12-65 yr old community-dwelling respondents after national
probability sampling in the U.S. Identified cases of harmful alcohol use and
dependence were asked about onset age, and age at first alcohol treatment. In
preliminary analyses of the just-released NESARC public use data, we
estimated elapsed time from onset of problems to help-seeking; we are re-
estimating these values, using survival analysis methods to correct for length-
biases encountered when analyses are restricted to cases who sought help.
RESULTS: Based solely upon cases who sought help for alcohol problems, our
preliminary estimates indicate substantial elapsed time from onset of alcohol
problems to first help for these problems, approximately 3-4 years, with a
slightly shorter elapsed time for cases of alcohol dependence as compared to
cases with problems other than dependence. DISCUSSION: These preliminary
estimates of benchmark values for elapsed time do not take into account the fact
that most cases had received no help for their alcohol problems. For this reason,
survival analyses are needed to estimate median elapsed time from onset of
alcohol problems to the first occasion of help for these problems. Progress in
public health actions to improve early outreach and intervention can be gauged
against these benchmark values for the early 21st century.  SUPPORT:
D43TW05819, T32DA07292, KO5DA015799, MSU funds.
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S.B. Lowen and S.E. Lukas, McLean Hospital, Belmont, and Harvard Medical
School, Boston, MA

A LOW-COST OLFACTOMETER FOR DELIVERING ODORS IN CUE-RELATED
STUDIES

Cues strongly influence drug use in drug-dependent individuals, and induce
craving.  This has been established with visual, auditory, and tactile cues in
humans, in a variety of experiments.  Among the senses, odor provides some of
the strongest influences on behavior.  Studies have validated the strong
evocative properties of odor stimuli, and the olfactory bulb has a more direct
connection to reward circuitry and other limbic areas than do other sensory
modalities.  However, no drug cue experiments have been carried out that use
odor cues.  Olfactometers, devices which deliver prescribed amounts of odorant
to test subjects, have been described in the literature, and some of these models
are compatible with functional magnetic resonance imaging (fMRI).  However,
these olfactometers are expensive and somewhat challenging to construct.  We
present a design for a robust olfactometer suitable for many types of
experimental designs, that can be constructed at extremely low cost.  The
design involves no metallic parts near the subject, and therefore is suitable for
fMRI studies. The olfactometer presents odors directly to the nose via a nasal
cannula at unobtrusively low flow velocities, with no large assemblies required
on or near the subject's face.  The olfactometer can be controlled manually, or
by computer via a serial interface.  We performed a validation study on the
device, and  verified that the olfactometer reliably presents odors to test
subjects.  Ten subjects were given diluted acetic acid, limonene (a component
of natural lemon odor), and beer at varying flow rates (0.1, 0.3, and 0.5
liters/min) and concentrations.  Errors and response latency times decreased in
an orderly manner with increased flow rate, as expected.  Out of 90 total forced
choice  trials with three choices, subjects correctly identified 69 odors
(p<0.0000001), with errors for each odor also significant (p<0.0001).  Correct
identifications increased with flow rate (0.1 vs. 0.5 liters/min p<0.002, 0.3
liters/min intermediate but not significant).  Latencies were significantly
different among all three flow rates (p<0.008).  These orderly responses begin
to validate the use of this device in odor cue studies, and we are initiating such
studies, evaluating brain function by using EEG and fMRI.
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Y. Lugo, J.L. Goode and S.P. Kurtz, University of Delaware,  Coral Gables, FL

DEPRESSION AND ASSOCIATED HEALTH PROBLEMS AMONG ECSTASY
USERS

Hypothesis:  MDMA (ecstasy) users exhibiting signs of depression will
demonstrate high rates of drug abuse and mental health problems.  Procedures:
186 MDMA users ages 16 to 41 were recruited using targeted and respondent-
driven sampling strategies.  Standardized interviews were administered that
included questions on drug use and treatment histories, risk behaviors, and
mental health problems. Analyses: Descriptive statistics including frequencies
and cross-tabulations were used to analyze demographics, mental health and
drug use data.  Pearson’s chi-square tests and t- tests were used to examine
bivariate relationships.  Results: Median age was 23; 39% were females; 56%
Hispanic, 31% white/Anglo, and 14% other.  The Center for Epidemiological
Studies Depression Scale was used to determine whether ecstasy users suffered
from depression during the past week.  Scores ranging from 1 to 14 indicated
no symptoms of depression; scores ranging from 15 to 21 indicated symptoms
of mild to moderate depression; and scores of 22 or higher indicated symptoms
of major depression.  Of the 40% (n=74) who exhibited signs of depression,
45% reported risky drug using behaviors that needed changing, 62% reported
thinking a lot about death in past year, 32% reported thoughts about committing
suicide,  and 28% had at least one mental health related hospitalization in their
lifetime.  Additionally, they had a greater likelihood of experiencing
withdrawal symptoms and physical and emotional problems (p= .000). MDMA
users exhibiting signs of depression used ecstasy over more days than those
who were not depressed (p=.022). Furthermore, they demonstrated significantly
higher levels of drug use for sedatives (80% vs. 64%, p=.024), cocaine (81%
vs. 65%, p=.019), and opioids (60% vs. 42%, p=.012) and also reported using
more drug categories (p=.007).  Importance of Findings: Ecstasy users with
symptoms of depression demonstrated increased levels of drug use and more
mental health problems. However, due to the structure of the questionnaire, it is
unclear whether depression leads to ecstasy use or ecstasy use is the result of
depression. Further research is warranted.
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L.H. Lundahl, C. Aubie, K. Berardi, C.E. Johanson and M. Tancer, Wayne State
University School of Medicine, Detroit, MI

COGNITIVE FUNCTION AND MOOD SYMPTOMS IN LIGHT AND HEAVY
MDMA USERS WHO ABUSE CANNABIS

Although recent studies indicate that long-term MDMA use may result in
cognitive impairment, it is unclear whether such impairment may be due to
concomitant use of other drugs, specifically chronic marijuana abuse.
Similarly, results from brain imaging studies suggest that MDMA damages
brain cells that produce serotonin.  However, it is not known whether serotonin-
related deficits, such as mood disorders, may result from MDMA use or
marijuana use.  The current study is designed to control for the effects of
chronic heavy marijuana use on mood and cognitive function by comparing
cognitive function and psychopathology in two subgroups within a sample of
heavy marijuana users:  controls, who have never used MDMA, and heavy
MDMA users, who report use on 100 or more occasions.  Evaluation includes a
structured psychiatric interview, personality measures, drug-use history, and a
neuropsychological battery.  To date we have collected data on 10 controls (7
females, 3 males) and 4 heavy MDMA users (2 females, 2 males).  Preliminary
analyses indicate that there are no differences on any of the mood and anxiety
measures as a function of MDMA use.  Conversely, although there were no
differences in years of education or estimated WAIS IQ scores between the
groups, the heavy MDMA users obtained lower scores on a test of executive
function and on a test of new learning and visual-spatial memory.  These
findings suggest that there are specific cognitive deficits that may be associated
with heavy MDMA use.  Supported by Grant DA14874 and Joe Young Sr.
funds from the State of Michigan.
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J.P. Lussier, S.H. Heil, J.A. Mongeon, G.J. Badger and S.T. Higgins, University
of Pennsylvania, Treatment Research Institute, Philadelphia, PA and University
of Vermont, Burlington, VT

A META-ANALYSIS OF VOUCHER-BASED REINFORCEMENT THERAPY FOR
SUBSTANCE-USE DISORDERS

In this meta-analysis, effect sizes and 95% confidence intervals were calculated
for studies published between January 1991 and March 2004 that utilized
voucher-based reinforcement therapy (VBRT) or related monetary-based
incentives to treat substance use disorders (SUDs).  Forty of those studies
involved interventions targeting abstinence from drug use within experimental
designs where the effects of the incentives could be experimentally isolated.
The estimated average effect size (r) for those studies was .38 (95% CI .31-.44).
Analyses of variables thought to moderate VBRT effect sizes revealed that,
consistent with the basic literature on reinforcement, more immediate
reinforcement delivery and greater magnitude of reinforcement were associated
with larger effect sizes.  Studies targeting nicotine abstinence were associated
with significantly larger effects while those targeting multiple drugs resulted in
smaller effects.  Studies in which VBRT was used to target attendance, rather
than abstinence, produced smaller average effect sizes (r=.13, 95% CI .01
to .25), while those that targeted medication compliance produced effects
similar to those targeting abstinence (r=.33, 95% CI .08 to .55).  Overall, VBRT
generated significantly better outcomes than did control treatments.  These
results further support the efficacy of VBRT, quantify the magnitude of its
effect, identify significant moderators, and suggest potential directions for
future research.
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E.J. Luther, F.H. Franken and E.T. Moolchan, NIH/NIDA Intramural Research
Program, Baltimore, MD

ADOLESCENTS’ SOCIAL ENVIRONMENT AND CIGARETTE SMOKING: ROLE
OF PEERS AND PARENTS

Accurate reporting is essential for clinical inferences from studies on tobacco
smoking.  Electronic diaries have emerged as valid modalities for real-time
assessment of clinically related events.  Adolescent smokers were prompted to
report social environment and smoking behavior via electronic questionnaires at
3 time-points (early morning, after school, and bedtime), and also complete two
additional self-initiated reports daily.  Data from 254 reports completed, to date,
by 5 participants, (mean age 15.6 SD 1.1, 1 African American, 3 Caucasians, 1
Other, mean Fagerström Test for Nicotine Dependence 4 SD 2.4, mean CPD
12.2 SD 2.7) on the presence of parents, peers, and others and whether
participants had smoked since their last entry were assessed.  Binary logistic
regression analyses revealed a significant positive association between having
smoked and being with family members (p=.008) and a negative association
with being alone (p=.017). However, no association between time spent with
friends (p=.844) or time spent with friends and family (p=.507) and smoking
behavior was found. Because advancing the knowledge of specific social
factors linked to adolescent smoking is key to informing prevention and
cessation programs, real-time reports from a broader group of teens smokers are
needed.
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W.J. Lynch and J.R. Taylor, Yale University School of Medicine, New Haven,
CT

SEX DIFFERENCES IN THE MOLECULAR CONSEQUENCES OF ‘BINGE’
COCAINE SELF-ADMINISTRATION IN RATS

Chronic cocaine treatment produces long-term changes in the dopamine D1-
cAMP signaling pathway and these changes are thought to underlie the
development of cocaine abuse.  Since previous work has also demonstrated sex
differences in the progression to cocaine abuse, we examined the possibility
that this pathway is differentially activated by cocaine in males and females.
Rats were trained to self-administer cocaine (1.5 mg/kg/) under a fixed-ratio 1
schedule until acquisition occurred, and then responding was assessed under a
progressive schedule (PR) for three sessions.  Subsequently, rats had 24-hour
access to intravenous cocaine infusions (1.5 mg/kg) that were available in
discrete trials (4, 10 min trials/hour) for seven consecutive days.  To evaluate
whether alterations in the dopamine D1-cAMP signaling pathway were
associated with changes in motivation to obtain cocaine following ‘binge’
cocaine self-administration, protein levels were assessed in animals that were
first retested on responding for cocaine under the PR schedule (three sessions)
following a ten day abstinence period.  A separate group of control male and
female rats were given access to saline infusions using the same conditions as
those used for cocaine self-administration.  Western blotting was used to
compare levels of CDK5, PKA and phosphoralated levels of DARPP-32 in the
nucleus accumbens and striatum.  Preliminary findings reveal sex- and cocaine-
specific changes in levels of CDK5 in the nucleus accumbens.  Specifically,
female control rats had lower levels of CDK5 than did male control rats.
Following ‘binge’ cocaine self-administration, females showed marked
increases in motivation to obtain cocaine infusions and they also showed
increases in levels of CDK5.  In contrast, male rats did not show a change from
baseline in motivation to obtain cocaine following ‘binge’ cocaine self-
administration, but they did show a decrease in CDK5 levels.  These findings
indicate sex differences in molecular consequences of cocaine self-
administration that may explain sex differences in cocaine self-administration
behavior.  Supported by 1K12DA114038-01 (BIRCWH) and other grants from
NIDA (DA016556, DA11717).
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M.T. Lynskey, A.C. Heath, E.C. Nelson, K.K. Bucholz, P.A.F. Madden, W.S.
Slutske, D.J. Statham and N.G. Martin, Washington University School of
Medicine, St. Louis, University of Missouri, St. Louis, MO, Queens Institute of
Medical Research, Brisbane, Australia

GENETIC AND ENVIRONMENTAL CONTRIBUTIONS TO AMPHETAMINE USE
IN A NATIONAL TWIN SAMPLE

According to recent treatment admission data the primary amphetamine
treatment admission rate in the United States increased from 10 admissions per
100,00 to 52 admissions per 100,000 population aged 12 or older between 1992
and 2002. Given this we examined environmental and genetic contributions to
amphetamine use and problem use in an Australian sample, as Australia is a
country where use of amphetamines has traditionally been prevalent. Measures
of amphetamine use and symptoms of abuse dependence and measures of
social, family and individual risk factors were assessed in a sample of 6265
young adult male and female twins born 1964-1971.  20.7% of this sample
reported lifetime use of amphetamines with the prevalence of use being
significantly higher among males (25.7%) than among females (16.7%;
OR=1.7, 95% CI=1.5-1.9). While the majority of those who had used
amphetamines reported doing so on only a few occasions, a small minority
reported using the drug on at least a weekly basis (5.2% of males vs. 3.3%
females, OR=1.6, 95% CI=1.3-2.1) while of 6.5% males and 3.5% females
reported experiencing at least one symptom of abuse or dependence (OR=1.9;
95% CI=1.5-2.4). Significant correlates of amphetamine use included: exposure
to childhood sexual and physical abuse, conduct disorder, major depressive
disorder, suicide attempt and dependence on tobacco, alcohol and cannabis.
Standard genetic modeling indicated for males,   45% (95% CI =14-67) of the
variance in liability to amphetamine use could be attributed to genetic factors
while for females, genetic influences on liability to cannabis use were relatively
less important (9%; 95% CI=0-63). Finally, a bivariate Cholesky model
estimated a high genetic correlation (r=0.72) between the genetic factors
associated with amphetamine use and those associated with cannabis use.
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I.K. Lyoo, A. Chung, S.J. Kim, Y.H. Sung, S.C. Bae, J.S. Oh, C. Streeter and P.
F. Renshaw, Seoul National University Hospital, Seoul, Korea, Boston
University Medical Center, Boston, and McLean Hospital Brain Imaging
Center, Belmont, MA

SHAPE CHANGES OF AMYGDALA IN COCAINE ABUSERS

Background: Amygdala plays an important role for dopaminergic reward
system, which is closely related to pathophysiology of addiction. Cocaine has
been reported to induce craving and positive reinforcement by affecting
dopaminergic reward system. Recently, cocaine abusers have been reported to
have reduced volumes in right, but not in left, amygdala. However, since
amygdala is a small brain structure, a more sensitive structural analysis than
conventional volumetric one is required for assessing subtle structural changes
of amygdala. The objective of the current study is to explore potential shape
changes of bilateral amygdale of cocaine abusers relative to healthy comparison
subjects, by shape analysis with spherical harmonic descriptions (SPHARM).
Methods: Thirty-four cocaine abusers and 32 healthy comparisons were
scanned using a 1.5 Tesla  GE magnetic resonance scanner. In addition to
volumetric measurements, SPHARM descriptions was used to measure radius
differences in surfaces of amygdale between groups. Results: There was a
significant volume reduction in right, not in left, amygdale in cocaine abusers.
In shape analysis, significantly decreased radii were found in anterolateral
surfaces of bilateral amygdale and posterolateral surface of right amygdale of
cocaine abusers relative to healthy comparison subjects. In addition, cocaine
abuser had increased radii in centromedial surfaces of bilateral amygdale.
Conclusions: Findings suggest that cocaine abusers have structural changes of
bilateral amygdale relative to healthy comparison subjects. Our findings of
subtle structural changes in lateral nucleus of amygdala, which plays a key role
for reinforcement, may be related to craving and positive reinforcement
observed in cocaine abuser. In addition, altered shape of centromedial nucleus
of amygdale in cocaine abusers suggests that this area may also be related to
cocaine abuse. In addition, our study further demonstrates the sensitivity of the
shape analysis technique for detecting subtle anatomical changes in small brain
regions.
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W.E. Maalouf, R. Shih and H.D. Chilcoat, Johns Hopkins University Bloomberg
School of Public Health, Baltimore, MD

FROM MARIJUANA TO COCAINE INITIATION: A TIME-TO-EVENT ANALYSIS
USING A MULTI-COHORT APPROACH

Background: Studies assessing the association between the age of first
marijuana use and the later hazard of cocaine use mainly rely on cross sectional
and retrospective data potentially leading to biased results.  In this analysis we
use a multi-cohort prospective approach to address this research question.
Methodology: A time to event analysis was used on the Children of the
National Longitudinal Survey of Youth (NLSY) data (assessed from 1986 up to
the last available wave of data in 2002). Starting at the age of 10 (beginning of
adolescence), Marijuana use is screened biennially. Once detected, these users
were prospectively monitored for possible cocaine initiation. The lognormal
function was used to model hazard of cocaine initiation and non-parametric
survival was assessed via Kaplan Meier estimates. The logrank test was used to
assess difference between groups.  Results: Younger age of marijuana initiation
was associated with increased hazard of later cocaine use (logrank test = 0.001).
The hazard of cocaine initiation peaked shortly after marijuana first use. This
hazard peaked at age the age of 15-16 years (regardless of age at marijuana
initiation). The lognormal assumption for the hazard of cocaine use following
marijuana initiation seemed to fit the data well. Conclusion: These results are a
confirmation of and a refinement over previous analyses addressing this
hypothesis. One of the main public health implications of the results might be
the potential impact of delaying the age of onset of marijuana until later in
adolescence in order to prevent later cocaine use. Also it sheds light on the
importance of monitoring early marijuana use given the associated increased
potential of later graduation to the use of harder illicit drugs.
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M.R. MacDougall, R.N. Ehrman, C. Lejuez, H. Hurt M. Goldman, K. Marquez
and A.R. Childress, University of Pennsylvania, University of Pennsylvania
School of Medicine and Children’s Hospital of Philadelphia, Philadelphia, PA,
and University of Maryland, College Park, MD

PREDICTORS OF REAL-WORLD RISK BEHAVIOR IN YOUNG URBAN
ADOLESCENTS AT RISK FOR SUBSTANCE ABUSE

To prevent substance abuse and other risky behavior in adolescents, it is
important to reliably identify individuals at risk. We assessed decision-making,
impulsivity and risk taking in a sample of economically disadvantaged, urban,
African American 12-14 year olds. Our sample to date (N=21) is a subset of a
larger group (N=120) being followed in a study of the sequelae of prenatal
cocaine exposure. The entire sample self-reports high levels of observing drug
use and drug sales in their neighborhoods, as well as a significant proportion
reporting that they may try marijuana or crack cocaine “when they are older”.
Several risk factors such as weapon carrying, fighting, cigarette, alcohol, and
drug use (as reported in the Youth Health Risk Behavioral Inventory) have been
shown to be predictive of later drug use in similar samples.  We tested whether
the Balloon Analogue Risk Task (BART), a task previously shown to predict
later drug use in at-risk adolescents, would predict risky behavior in our
adolescent sample.  Consistent with previous findings, performance on the
BART predicted current real-world risk behavior in our sample (r = .595, p
= .004).  Performance on the Delay Discounting Task and the Bechara
Gambling Task showed no relationship to risk behavior. While self-report
measures of Sensation Seeking and Impulsivity were also unrelated to risk
behavior or BART performance, Anger/Hostility (measured by the Zuckerman
Kuhlman Personality Questionnaire) was significantly correlated with both risk
behavior (r = .648, p = .003), and BART performance (r = .565, p = .015).
While relatively few of these adolescents have initiated drug use at this time
(14% cigarettes, 19% alcohol, 5% marijuana), we will continue to monitor their
use in order to evaluate whether the BART is predictive of future drug use,
initiation, maintenance and dependence.  Supported by: NIDA (RO1DA14316;
RO1DA10241) and VA Medical Research (MIRECC)
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C.L. Madeja, E.P. Schoener, M.J. Henderson, S.J. Ondersma and J.J. Janisse,
Wayne State University, Detroit, MI

TRAINING COMMUNITY MENTAL HEALTH CLINICIANS IN A MOTIVATIONAL
INTERVENTION FOR CO-OCCURRING DISORDERS: EFFECTS ON CLINICIAN
IN-SESSION BEHAVIOR

The purpose of this study was to determine if practicing community mental
health therapists could learn and implement a Motivational Interviewing-based
intervention for co-occurring disorders (Motivationally-Based Integrated
Therapy, or  MBIT).  Using an interrupted time series research design, ten
therapists and 17 clients were recruited from two mental health clinics in
Detroit and Wayne County, Michigan.  Each therapist, both before and after
training in the MBIT method, tape-recorded multiple therapy sessions with
clients meeting DSM-IV criteria for a substance use disorder and at least one
other Axis I disorder. Training involved a 2-day workshop that incorporated
live demonstrations of MBIT skills, Motivational Interviewing training
videotapes, and experiential exercises.  Following training, all clinicians
received eight MBIT supervision sessions biweekly for 16 weeks.  A total of
136 randomly selected tapes from the pre- and post-training periods were sent
to the University of New Mexico for Motivational Interviewing Skill Code
(MISC; Miller, 2000) analysis. To reduce the likelihood of Type II error, five
key indicators of MI fidelity and one key indicator of client response (i.e.,
change talk) with satisfactory inter-rater reliability (r > .70), were selected as
outcome variables.  Hierarchical Linear Modeling (HLM) was used to examine
the impact of the intervention and to model the changes across time for each of
the outcomes separately, (Bryk & Raudenbush, 1992).  HLM handles the
nesting hierarchy of the repeated videotape measurements nested within
patients who are nested within clinicians, and is appropriate when the number
of repeated measurements is not the same.  Following the MBIT intervention
there was significant improvement in each of the MI fidelity measures as well
as in client change talk. However, the overall magnitude of change was
moderate, and more consistent with the earlier literature on the efficacy of
training in MI than with more recent findings in this area. Factors contributing
to such variability, including quality of training and trainee selection, should be
thoroughly explored.
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B.K. Madras, C.D. Verrico, A.K. Jassen and G.M. Miller, Harvard Medical
School, New England Regional Primate Research Center, Southborough, MA

NEW ROLES FOR AN OLD TRACE AMINE AND MONOAMINE TRANSPORTERS

Introduction: Extracellular levels of dopamine and norepinephrine are regulated
by the dopamine (DAT) and norepinephrine (NET) transporters. Cocaine and a
range of medications to treat neuropsychiatric disorders (ADHD, nicotine
addiction, depression) are robust inhibitors of the DAT and NET, and promote
a significant rise in extracellular levels of dopamine and norepinephrine levels
in brain. The trace amine phenylethylamine (PEA) has also been implicated in
psychopathology and therapeutic response, but its regulation by monoamine
transporters has not been documented. We investigated whether PEA is a
substrate for the dopamine and norepinephrine transporters and whether
cocaine, amphetamine, methylphenidate,  and other drugs are effective
inhibitors of PEA transport. Results: This is the first report to demonstrate that
[3H]PEA is transported by the dopamine (DAT) and norepinephrine (NET)
transporters in a concentration-, time- and temperature-dependent manner. PEA
affinities as a DAT or NET substrate were similar to corresponding dopamine
or norepinephrine affinities. Cocaine was 4 times more potent in inhibiting [3H]
PEA transport by the DAT than [3H]dopamine itself, indicating that PEA levels
may be increased in brain by cocaine. Other DAT and NET inhibitors were also
effective blockers of [3H]PEA transport. Intriguingly, co-expression of the
dopamine transporter and the trace amine receptor enhanced receptor activation,
possibly indicating that the trace amine receptor is localized intracellularly and
enhanced by DAT translocation of PEA. Conclusions: 1. PEA is a potent
substrate for catecholamine transporters;  2. PEA, augmented by cocaine or
amphetamine, may influence the immediate and enduring effects of
psychostimulants; 3. As a transporter substrate and agonist at trace amine
receptors, PEA may contribute to the psychostimulant and therapeutic
responses of DAT and NET inhibitors.  Support: DA06303, DA15305,
RR00168.
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S. Magura, C. Fong, A. Rosenblum, P. Curry, C. Norwood, D. Casella and J.
Skinner, National Development and Research Institutes, Inc., New York, and
Health People, Inc., Bronx, NY

EFFECTIVENESS OF PEER-MENTORING GROUP ACTIVITY IN HIV-AFFECTED
YOUTHS’ SELECTION OF SUBSTANCE-USING PEERS

Objective: To evaluate the effectiveness of a peer mentoring (PM) program for
at-risk early adolescents, whose parent/guardian was HIV+.  Methods: Youth
(N=157) were randomly assigned to: (a) Experimental - a PM program centered
around 20 older trained Peer Mentors with adult supervision; or (b) Control -
recreational program.  Subjects were 49% male, 62% African-American, 29%
Hispanic; mean age was 11.4 yrs.  20.4% reported a lifetime history of alcohol,
drug or tobacco use. Because only 54% of the assigned experimentals attended
PM groups, attendance (rather than group assignment) was used as the variable
representing the effectiveness of peer mentoring participation. (Among
experimentals who did attend weekly PM groups, the mean sessions attended
were 13.8.) The one-year follow-up outcome variables were: a) substance use in
past year; and b) proportion of friends who use alcohol, tobacco and other
drugs. Results: One year after study intake, 71% of the youths were located and
interviewed. Peer mentoring participation was significantly correlated (p<.05)
with the two outcome variables. Variables selected as covariates for
multivariate stepwise regression included the baseline equivalent of the
outcome variable (force entered as the first variable), sociodemographics,
parental HIV disclosure, youths’ resiliency and measures of family functioning;
PM attendance was force entered as the last variable.  In regression analysis
youths’ substance use at follow-up was predicted by age (beta = .24) and
availability of drugs and guns (beta = .29). Affiliation with substance-using
peers was predicted by parental permissiveness (beta = 0.26), moral
disengagement (beta = 0.24), and PM attendance (beta = -0.16). Conclusion:
Participating in peer mentoring group activities may reduce participation in
peer drug-user networks among at-risk youth. (Grant# R01 HD37350)
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M. Mahabir, L. Zawertailo, M. Zack, P. Selby and U. Busto, University of
Toronto, Toronto, Canada

RELATIONSHIP BETWEEN QUIT LENGTH, CUE-RESPONSIVENESS AND
CRAVING IN FORMER SMOKERS: A GENDER ANALYSIS

Differences in cue-reactivity following smoking abstinence may be predictive
of relapse. Previous research suggests that nicotine-dependent males and
females respond differently to smoking-cues during acute withdrawal.
However, little is known about the effect of gender on cue-reactivity following
longer periods of abstinence. To test the hypothesis that there are gender
differences, we investigated subjective craving in males and females in four
different smoker groups: heavy smokers (HSs; > 10 cigarettes/day) (mean=18
cig/day; mean age=30; n=12), light smokers (LSs; < 10 cigarettes/day)
(mean=8 cig/day; mean age=32; n=12), recently abstinent smokers (RAs)
(mean quit length=70 days; mean age=35; n=12) and long-term abstinent
smokers (LAs) (mean quit length =700 days; mean age=32; n=12). Cue-
reactivity was measured under overnight (8-10 hour), 1- and 3-hour forced
abstinence in HSs and LSs. Neutral and smoking cues were presented in a
standardized environment (lab), and self-reports of subjective craving were
collected using the Questionnaire of Smoking Urges (QSU). Initial analyses
suggests: a) female RAs report significantly increased intention to smoke
following visual smoking-cue presentation (p<0.04); b) male LAs report
increased expected relief of withdrawal or negative affect (p<0.004) and
anticipation of positive outcome (p< 0.04) in response to smoking cues.  No
gender differences were observed on sub-scales of the QSU in HSs or LSs
groups following any abstinence condition, or smoking cue-exposure.
Similarly, neither gender in any of the groups, reported an increased desire to
smoke following cue presentation. These findings have implications for
predicting factors related to relapse to smoking in males and females. Further
research is needed to determine the relationship of gender to relapse-risk.
Supported by NIH grant DA-13630 and CIHR Fellowships.
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M. Mahadeo, Medical and Health Research Association of New York, Inc.,
Columbia University, New York, NY and Caribbean Health Research Council,
St. Augustine, Trinidad and Tobago

WOMEN IN LONG-TERM RELATIONSHIPS WITH DRUG-USING MEN: THE
EXPERIENCES OF INDO-TRINIDADIAN WOMEN

Within the East Indian community in the Caribbean island of Trinidad, the use
of cocaine, marijuana and alcohol has been particularly rampant among men,
and their female partners have to contend with their drug-using behaviors. To
date, no studies have been undertaken in Trinidad that give voice to East Indian
women regarding how they manage the experience of being in long-term
relationships with drug-using men. This qualitative research gives these women
a voice to express how they have previously and presently handle the drug
using behaviors of their long-term partners.   The objectives of this study are:
(1) to understand what it means to be in a relationship with a drug using man;
(2) to describe and interpret how women experience being in relationships with
drug using men; (3) to demonstrate the types of support women in relationships
with drug-using men use and need; (4) to examine the reasons women who are
involved with drug-using men stay in the relationship. A theoretically derived
qualitative method, situation analysis, is used for both data collection and data
analysis.  The findings of this study are based on analyses of in-depth
interviews with ten women, five men, three key informants, and two
community leaders during August 2004 through February 2005. Preliminary
analyses found that within the East Indian community, problems are handled
differently depending on the family's religious affiliation. Many of the women
are in abusive relationships, but are afraid to seek help because of fear of their
partner. Their lack of financial independence forces them to stay in these
relationships. As well, there are few support services available to partners of
drug users. Yet many women have found means of coping such as prayer.  The
intent of this research is to allow women to express their ways of coping to
potentially help others in similar situations; to use their experiences to
showcase the need for support services and programs tailored to partners of
drug users; and, to foster an environment in which women in similar situations
can seek out help and support.
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S.D. Mahajan, S.A. Schwartz, R. Chawda, N. McCulloch  and M.P.N. Nair,
State University of New York at Buffalo, and Buffalo General Hospital,
Buffalo, NY

MORPHINE  MODULATES JAM-2 EXPRESSION IN BRAIN MICROVASCULAR
ENDOTHELIAL CELLS

Alterations in blood brain barrier (BBB) integrity are associated with
cytoskeletal disorganization and disruption of  tight junctions (TJ) integrity. TJ
are critical structural and functional elements of cerebral microvascular
endothelial cells and the BBB. Excessive infiltration of monocytes into the
CNS is accompanied by endothelial damage resulting in TJ disruption which is
a key feature of HIV-1 encephalopathy. TJ consist of claudins, occludins and
the junctional adhesion molecules (JAM-1,2,3) which are proteins with
structural and sequence similarities. JAM-2 participates in interendothelial
junctional complexes and facilitates transendothelial migration by virtue of its
interactions with T, NK and Dendritic Cells. We hypothesize that drugs of
abuse like morphine affects BBB permeability via an increased  expression of
JAM-2 on brain microvascular endothelial cells  (BMVEC) facilitating
enhanced transmigration of immunocompetent cells across the BBB. Using an
in-vitro BBB model, we investigated the effect of morphine on transendothelial
migration of peripheral blood mononuclear cells (PBMC) across the BBB. Our
results show that morphine treatment of the BBB at 10-7 and 10-9 M
significantly increased PBMC transmigration across the BBB  by 47% (p<0.01)
and 29% (p<0.05) respectively. Further morphine, significantly  upregulated
(207% and  135%,  p<0.0001) the JAM-2  gene expression by  BMVEC as
assessed  by real time quantitative PCR as compared to the respective untreated
controls. These results indicate that JAM-2 is critical for the barrier function of
the BBB, and that the modulation of JAM-2 by morphine may contribute to
increased trafficking  of  immunocompetent cells into the brain contributing to
neuropathogenesis of HIV.
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J.J. Mahoney, III, A.D. Kalechstein, R. de la Garza, II and T.F. Newton,
University of California, Los Angeles, CA

A META-ANALYTIC REVIEW OF COCAINE-INDUCED CRAVING

Drug-induced craving is thought to play an important role in relapse occasioned
by a “slip”, or an isolated use of a previously abused drug after a period of
abstinence.  Clinical data suggest that stimuli paired with cocaine use acquire
emergent stimulus effects, such as the ability to elicit cocaine craving.
Administration of cocaine is thought to be a potent inducer of craving, though
the evidence for this is equivocal.  A number of factors likely account for
discrepant findings. For example, the effects of dose, route of administration
and conditioning effects may moderate the effects of experimentally
administered cocaine; however, to our knowledge, these issues have not been
formally investigated. In order to identify factors that moderate priming, we
conducted a meta-analytic review of studies in which participants received
cocaine under experimentally controlled conditions in the laboratory. Medline
searches identified studies in which cocaine was administered in the laboratory
and changes in self-reported craving or desire for cocaine were recorded.
Inclusion criteria required a sample size of 7 or more subjects, that cocaine was
administered via the IV or smoked routes, and that cocaine was the only drug
administered, at least in part of the experiment.  The relationship between dose
and magnitude of craving was examined in studies utilizing  more than 3 doses
of drug, including placebo. Estimates of the magnitude of the association
between cocaine administration and change in craving were operationally
defined as Pearson's r and Cohen’s d. Cocaine administration was associated
with an increase in craving for cocaine, and the effect size of this relationship
was substantial.  The magnitude of the effect varied considerably between
studies, however, with cocaine administration producing priming effects that
were both greater and smaller than the overall mean. A clear dose-dependency
was apparent in those studies utilizing a range of doses, correlations ranged
from ~.4 to ~.9.  Supported by NIDA: DA00388, DA-0-8804, DA014593
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M.M. Maldonado-Molina, L.M. Collins, R.R. Ramirez, G. Canino and T.A.
Ridenour, Penn State University, State College, PA and University of Puerto
Rico, San Juan, PR

USING LATENT TRANSITION ANALYSIS TO MODEL SUBSTANCE-USE
ONSET AMONG ADOLESCENTS: EXAMINING THE GATEWAY HYPOTHESIS
AMONG PUERTO RICAN YOUTH

The Gateway Hypothesis suggests that there is an ordered sequence by which
youth get involved with substances. However, literature examining substance
use progression patterns has suggested non-systematic patterns of substance use
among minority youth, including Latinos. The present study tests the Gateway
Hypothesis among youth 11-17 years of age from a longitudinal study from an
island-wide representative sample of Puerto Ricans. The sample of this study
consisted of a total of 1409 adolescents from a community and clinical sample.
The first wave of data was collected between 1999 and 2000 and the second
one was collected a year later. The community sample consisted of a
representative sample of children aged 4 to 17 years living in the island of
Puerto Rico. The clinical sample consisted of medically indigent children aged
4 to 17 years who received mental health and substance abuse services through
the public or private health system between from January and May 1998. Latent
Transition Analysis (LTA) was used as the analytical strategy. Results
suggested that the prevalence of cigarettes was higher among the clinical
sample (p<.001) when compared to the community sample. The community
sample, however, had a higher probability of membership in the “alcohol only”
stage (p<.003) when compared to the clinical sample. In addition, the
prevalence of marijuana was significantly higher among the clinical sample
when compared to the community sample (p<.001). More importantly, results
indicated that the clinical sample had a higher probability of transitioning from
having tried only cigarettes only at time 1 to having tried the most advanced
substances at time 2 when compared to the community sample (p=.005).
Findings are consistent with the substance use literature suggesting that youth
who initiate the substance use onset with cigarettes are in an accelerated
pathway of progression. Implications of these findings and how they can inform
what kind of gateway relation exists between drugs will be discussed.
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M. Malta, F.I. Bastos, M. Monteiro and S.A. Strathdee, Johns Hopkins School
of Public Health, Baltimore, MD, Oswaldo Cruz Foundation, Rio de Janeiro,
Brazil, Pan American Health Organization and University of California School
of Medicine, Los Angeles, CA

KEY ASPECTS FOR THE MANAGEMENT OF HIV-POSITIVE DRUG USERS IN
LATIN AMERICA

Issue: Brazil was the first developing country to provide free access to
antiretroviral (ARV) therapy, currently providing free ARV to ~150,000 people
living with HIV/AIDS. Brazil provides treatment to ~50% of all people
receiving ARV treatment in developing countries. However, HIV+ drug users
(DUs) from Latin America (L.A.) still face several barriers to access HIV
treatment/care: suboptimal VCT, uneven psychosocial support and clinical
follow-up. Lesson Learned: To improve the management & care of HIV+ DUs,
guidelines have been issued by developed countries and/or settings where the
main drugs of abuse are opiates. However, in L.A., the major drug of abuse is
cocaine; local HIV guidelines do not provide recommendations about the
management of these HIV+ DUs, nor do providers attending this population
receive the necessary training. In spite of the Brazilian AIDS program’s success
in halting the advance of HIV/AIDS and reducing AIDS-related morbid-
mortality, key public health problems are yet to be addressed in L.A., such as:
What are the specific needs of HIV+ DUs? How should we set an agenda
responsive to those needs in resource-constrained settings? Recommendations:
In response to the absence of guidelines tailored to local needs, PAHO
sponsored a manual targeting primary health providers, and is organizing health
professional training in the region. The development of better links between
health services, Needle Exchange Programs (NEPs), NGOs and Community
Based Organizations (CBOs) is a key aspect for developing this manual and
local trainings. Culturally sensitive and low-threshold approaches (NEPs,
NGOs, CBOs, peer education) are important strategies to reach and maintain
HIV+ DUs under treatment. Since HIV+ DUs are frequently involved in high-
risk social networks, by significantly reducing their HIV viral load – through
effective ARV treatment – and fostering/maintain safer behaviors over time, we
can reduce HIV transmission and improve quality of life for HIV+ DUs.
Efforts to develop treatment programs for cocaine-dependent persons remain a
priority in L.A.
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B.E. Mancha, V.C. Rojas, L.J. Floyd and W.W. Latimer, Johns Hopkins
University Bloomberg School of Public Health, Baltimore, MD

RATES OF CANNABIS ABUSE AND DEPENDENCE AMONG SCHOOL-BASED
YOUTH IN THE U.S., MEXICO, AND PUERTO RICO

Adolescent marijuana abuse continues to be a major public health problem in
the U.S. and abroad yet there is little multi-country research. The International
Longitudinal Survey of Adolescent Health is a multi-wave confidential survey
study examining a range of health behaviors, including drug use, sexual
behavior, psychiatric problems, and school achievement among school-based
youth in Mexico, Puerto Rico, and the United States (Latimer et al. 1999). The
present study findings are based on data from the survey administered to 3607
school-based youths from one middle school (grades 7-9) and one high school
(grades 10-12) in each participating country (i.e., Mexico, Puerto Rico, and the
United States) in the spring of 2000.  Twenty-one survey items addressed
DSM-IV diagnostic criteria for marijuana abuse and dependence adapted from
the Adolescent Diagnostic Interview (Winters & Henly, 1999).  Item analysis
indicated differential response rates for certain marijuana abuse items, such as
“have you attended school while high on marijuana” which was endorsed by
9.0% of U.S. students, 2.9% of students in Puerto Rico, and 0.7% of students in
Mexico.   Item analysis also indicated differential response rates for certain
marijuana dependence items, such as “have you spent a lot of time using
marijuana” which was endorsed by 8.0% of U.S. students, 2.6% of students in
Puerto Rico, and 0.7% of students in Mexico.  Rates of students endorsing one
or more marijuana abuse items were 14.6% of U.S. students, 5.5% of students
in Puerto Rico, and 1.6% of students in Mexico.  Rates of students endorsing
three or more marijuana dependence items were 7.3% of U.S. students, 2.6% of
students in Puerto Rico, and 0.7% of students in Mexico.  Empirical and
rational factors influencing decisions on disorder status assignment will be
articulated.  The study findings have considerable significance in terms of
gauging cannabis use disorder rates among school-based youths in the countries
studied.
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L.F. Mangrum and R.T. Spence, University of Texas, Austin, TX

CHARACTERISTICS OF SUBSTANCE ABUSE TREATMENT COMPLETION OF
CLIENTS WITH CO-OCCURRING PSYCHIATRIC AND SUBSTANCE USE
DISORDERS

The study examines characteristics associated with substance abuse treatment
completion of clients with co-occurring psychiatric and substance use disorders
(COPSD).  The sample consisted of 3,851 COPSD clients who received
services in state-funded treatment programs during the Texas 2004 fiscal year.
Treatment completers (57%; n = 2,200) were compared to non-completers
(43%; n = 1,651) to determine factors associated with successful completion.
In the area of demographics, completers were more likely to be male, non-
Hispanic, over the age of 36, unemployed, and to have college-level education.
At admission, completers had a greater incidence of prior detox, alcohol as
primary substance, more days of use of primary substance, and attended AA
more frequently in the past 30 days. Clinician severity ratings on the ASI were
lower for completers on measures of psychiatric, legal, family and medical
status but were not different on substance abuse severity.  Examination of
diagnostic categories indicated that clients with affective disorders had the
highest rates of completion, whereas schizophrenic clients obtained the lowest
rates.  Treatment characteristics associated with successful completion included
placement in residential or outpatient programs, receiving the specialized
services of acupuncture and antidepressants, and longer length of stay.  In
addition, completers attended AA more frequently and were more likely to be
abstinent in the 30 days prior to discharge.  In the area of social functioning at
discharge, completers were more likely to be employed, to have family or
friends supportive of recovery, and to be living in non-institutional settings with
no exposure to alcohol and drug use.  Findings indicate that demographic
factors, retention, treatment engagement, abstinence and social support
associated with completion in COPSD clients are similar to findings for the
general substance abuse client population.  Results further suggest the need to
target clients with more severe psychiatric disorders, such as schizophrenia, to
identify needs unique to this population that will enhance retention and
treatment completion.
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J.R. Mantsch, M.J. Anderson, B.D. Porter, M. Sajan and E.S. Katz, Marquette
University, Milwaukee, WI

THE ESCALATION OF COCAINE SELF-ADMINISTRATION BY CHRONIC
FOOTSHOCK STRESS IN RATS IS CONTEXT-DEPENDENT AND REQUIRES
STRESSOR-INDUCED GLUCOCORTICOID SECRETION

The examination of cocaine self-administration (SA) by rats under conditions
that promote escalating patterns of intake should lead to a better understanding
of factors that contribute to addiction.  This study investigated the ability of
chronic exposure to a stressor, electric footshock (EFS), to escalate cocaine SA.
Male Sprague-Dawley rats were trained to self-administer cocaine (0.5
mg/kg/inf, IV; FR4 schedule) and were assigned to groups according to when
and if they received daily EFS across 2 weeks of SA.  The first group received
EFS sequences (3 x 0.6 mA 100-msec shocks, 100-msec intervals) under a VI
45-sec schedule within the SA environment during a 5-min period preceding
each of four 30-min components during the 2-h SA sessions.  A second group
was subjected to the same EFS conditions, except that EFS was delivered
outside of the SA context one hr after completion of each SA session.  A third
group self-administered in the absence of EFS.  Chronic EFS resulted in a
progressive escalation of cocaine SA but failed to increase inactive lever
pressing or food-reinforced responding.  The effects of EFS were context-
and/or time-dependent since EFS administered outside of the drug context and
temporally removed from SA failed to escalate cocaine intake.  The role of
glucocorticoids in the escalating effects of chronic stress was investigated by
comparing EFS-induced escalation in surgically adrenalectomized rats with
diurnal corticosterone    (CORT) replacement and sham controls.
Adrenalectomy/CORT replacement prevented EFS-induced escalation without
reducing SA in the absence of EFS.   We were unable to reproduce the
escalating effects of EFS by administering CORT (3.0 mg/kg, ip) under a
regimen designed to mimic the phasic plasma concentration increases observed
during chronic EFS or by tonically elevating CORT via pellet implantation.
These findings suggest that although the escalation of SA by chronic stress
requires stressor-induced CORT secretion, elevating CORT alone is insufficient
to produce escalation.
Supported by NIDA Grant #R01 DA15758 to J.R.M.
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A. Marcum, B. Cage and W.W. Latimer, Johns Hopkins University Bloomberg
School of Public Health, Baltimore, MD

MEASURING MECHANISMS OF BEHAVIOR CHANGE IN ADOLESCENT DRUG
TREATMENT

Mechanisms operating within adolescent drug abuse treatments that promote
behavior change during treatment and produce lasting behavior change
following treatment are understudied and poorly understood.  The present study
is based on videotape recordings of treatment sessions from a Stage I study
funded by NIDA’s Behavioral Therapies Development Program to develop and
efficacy test Integrated Family and Cognitive-Behavioral Therapy (IFCBT)
(Latimer et al., 2003).  The randomized study included 43 youths randomly
assigned to IFCBT and Psychoeducation conditions.  These 43 youths were
between 14 and 18 years old (M = 16.05; SD – 1.12) with the majority being
male (76.7%) and white (86%).  While initial study findings suggest that
IFCBT significantly reduces posttreatment alcohol and marijuana use (Latimer
et al., 2003), mechanisms operating within treatment that produce behavior
change are unclear.  In an initial effort to quantify IFCBT change processes
operating within treatment, the IFCBT Mechanisms of Change Coding Tool
was developed.  For each adolescent in treatment, items address the frequency
and quality of skills targeted by IFCBT that are exhibited or described.  A total
of 96, 90-minute cognitive-behavioral group sessions and 30, 60-minute
Psychoeducation sessions were coded by two independent raters.  Interrater
reliability between the two raters was found to exceed .85 for most items using
Yule’s Y method.  The mechanisms of change targeted by IFCBT occurred
significantly more often in the IFCBT group sessions than in the
Psychoeducation group sessions.  Presentation of the psychometric properties
of the IFCBT Mechanisms of Change Coding Tool is an important first step in
an effort to define mechanisms operating within drug treatments that promote
adaptive behavior change.  This information is central to efforts to understand
better the components within treatment that are responsible for facilitating
change thus providing the basis to refine and improve existing treatments.
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P.N. Mardikian, S.D. LaRowe, R.J. Malcolm, K.T. Brady and P.W. Kalivas,
Medical University of South Carolina, Charleston, SC

AN OPEN-LABEL TRIAL OF N-ACETYLCYSTEINE FOR THE TREATMENT OF
COCAINE DEPENDENCE

Preclinical studies have shown that administration of N-acetylcysteine
(NAC), a cysteine pro drug, normalizes basal level of glutamate in the
nucleus accumbens and reduces reinstatement of cocaine seeking
produced by a priming dose of cocaine. A recent phase I trial of 13
cocaine dependent people assigned a dose of 600 mg 4 times in 48
hours found NAC to be safe and well-tolerated and was associated with
lower cocaine craving and withdrawal symptoms compared to placebo.
These findings imply that NAC may have a role in the treatment for
cocaine dependence; therefore, a pilot study has been initiated to assess
NAC in the treatment of cocaine dependence. In this open-label trial,
treatment seeking, cocaine dependent male and female outpatients
(aged 18 to 60) were assigned a daily dose of NAC of either 1200 mg
(600 mg bid) or 2400 mg (1200 mg bid) for a period of 4 weeks. Patient
data was assessed for retention, safety, and efficacy. Also, plasma
homocysteine levels, which can be lowered by NAC, were assessed as a
potential marker for medication compliance and absorption.  Of the 9
subjects who commenced medication, 3 completed the 4-week
medication phase.  Follow-up data suggested that drop-out was due to
poor motivation, incarceration, and other external issues unrelated to
treatment or side effects. Results suggested that both doses of NAC
(1200 mg and 2400 mg) were safe and well tolerated. Side effects were
mild and quickly diminished after the onset of treatment, and included
headache, stomach discomfort, mild pruritus and difficulty falling
asleep. Of the 3 subjects who completed the 4-week medication phase,
all reported termination of cocaine use as validated by urine drug
screen.  Plasma homocysteine levels demonstrated a 15% decrease from
baseline for patients receiving the 1200 mg dose of NAC, while a 45%
decrease was observed with the 2400 mg dose.  In sum, preliminary
data suggest that NAC is safe, well tolerated and may be effective for
the treatment of cocaine dependence.  In addition, plasma homocysteine
level may serve as a useful indicator of treatment compliance and
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J.J. Mariani, M. Haney, C.L. Hart and F.R. Levin, Columbia University and
New York State Psychiatric Institute, New York, NY

TIMELINE FOLLOW-BACK PROCEDURE FOR MARIJUANA: HOW MANY
JOINTS IN A BLUNT?

The marijuana use disorder treatment literature is newly developing and the
optimal methods for measuring treatment outcomes have not been established.
The existing treatment studies have used a variety of primary outcome
measures. Units of marijuana  use (e.g., “joints” or “blunts”, which are
marijuana smoked in a cigar tobacco leaf) are poorly defined, as there are no
accepted standard values for these terms. Overall, this is a less precise
methodology than the Alcohol Timeline Follow-Back Method (TLFB), the
most commonly used method for measuring alcohol consumption in alcohol use
disorder clinical trials. The Alcohol TLFB procedure carefully measures the
exact amount of alcohol consumed for each day, using water as a surrogate
substance for alcohol. We have developed an adaptation of the TLFB method
using a calendar procedure to record when marijuana use occurred and
incorporating a measurement procedure using a surrogate substance (oregano)
to represent marijuana, with which participants demonstrate the actual amount
used. This pilot study describes the baseline use patterns for 25 marijuana-
smoking individuals for the prior 30 days using this procedure. There was
substantial variation in how marijuana-smokers defined the terms “blunt”,
joint”, and “bowl”; 0.68-1.88 gm per blunt (n=16, mean 1.03, SD + 0.36); 0.21
-2.35 gm per joint (n=3, mean 1.10, SD +  1.11); and 0.11-2.70 gm per bowl
(n=6, mean 0.85, SD +  1.04). These data suggest that individual use practices
vary greatly and the commonly used terms to describe self-reported marijuana
use are imprecise. While differences in potency are not addressed by this
procedure, it does establish a greater precision in measurement of use patterns,
particularly when looking at intra-subject changes in use behavior over time.
Since substance use disorder treatment trials typically use the change in
substance use behavior as the primary outcome measure, relying on imprecise
measurements of use can potentially mask clinically important treatment
effects. Supported by DA03746, DA13191, T32-DA 007294, K0200465
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P. Marinelli-Casey, M.P. Hillhouse and R. Rawson, University of California
Los Angeles, CA

ASSESSING PSYCHOLOGICAL DISORDERS AMONG METHAMPHETAMINE
USERS: THE MULTIYEAR METHAMPHETAMINE TREATMENT FOLLOW-UP
STUDY

Drug dependence often co-occurs with other psychological disorders.
Methamphetamine use, specifically, has been associated with a wide array of
psychological and behavioral consequences such as schizophrenia-like
behaviors, paranoia and violence. The current study addresses both lifelong and
current psychological problems by utilizing the Mini International
Neuropsychiatric Interview (MINI, version 5.0; Sheehan et al., 2002), in order
to assess the prevalence of co-occurring disorders. Approximately 443 adult
follow-up study participants were interviewed  3-4 years after they presented to
treatment for methamphetamine dependence.  Preliminary results document the
high numbers of psychological disturbances in these study participants. For
example, 15.7% meet criteria for current major depressive episode; 11.7% meet
criteria for major depressive episode-recurrent. In assessing suicidality, of the
27.8% that meet criteria for current risk of suicidality in the past 30 days, 5.3%
are high risk, 2.4% are intermediate risk, and 28.5% are low risk. In assessing
anxiety disorders, 9.1% meet criteria for lifetime panic disorder, and 13.7%
meet criteria for current agoraphobia. For psychotic disorder, 10.8% meet
lifetime criteria, and 4.2% meet current criteria. Importantly, 27.4% of the
participants meet criteria for antisocial disorder- lifetime. These percentages are
compared to rates of psychiatric disorders in the general population, and other
drug abuse samples. Also presented are detail about the MINI, and the need to
assess psychiatric disorders upon presentation for drug abuse treatment. Of
particular importance is the need to address co-occurring psychological
disorders in the treatment of methamphetamine dependence.
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D.B. Marlowe, D.S. Festinger, P.A. Lee, G. Fox, R. Alexander, N.K. Mastro and
J.M. Caughie, Treatment Research Institute, University of Pennsylvania,
Philadelphia, PA

CONTINGENCY MANAGEMENT IN DRUG COURT

This study is experimentally examining the effects of enhancing positive
rewards in a drug court program.  Misdemeanor drug court participants are
being randomly assigned to receive either (1) drug court as usual, (2) drug court
combined with an escalating schedule of enhanced rewards, or (3) drug court
combined with a thinning schedule of enhanced rewards.  Participants in the
enhanced conditions can earn gift certificates  redeemable at a local mall with a
maximum value of $390 over 12 months.  In the escalating condition, the gift
certificates increase by small ($5) increments over successive months of
program compliance. In the thinning condition, participants earn higher-
magnitude certificates at the outset ($30), but are required to attain longer
intervals of compliance to earn higher rewards (i.e., $50 every 2 months, then
$75 every 2 months, then $125 every 3 months).  Preliminary analyses were
performed on 56 participants who have been enrolled in the drug court for at
least 13 months, which is the minimally scheduled length of the program.  After
13 months, participants are expected either to have graduated from the program
or to have advanced to “Phase 4,” which is an aftercare-preparation and relapse-
prevention phase.  A significantly greater proportion of experimental
participants advanced to Phase 4 or graduated  within 13 months (escalating =
55%, thinning = 60%) compared to control participants (26%), x2 (N = 56) =
4.94, p < .05 (one-tailed). Control participants also required approximately 6
more weeks, on average, to reach Phase 4 or graduate than did participants in
the experimental conditions, F(2, 12) = 2.17, p = .079 (one-tailed).  This finding
has potential cost-implications for drug courts.  Depending on how much it
costs to administer the program, a drug court could recoup the $390 investment
in terms of providing fewer services to participants and perhaps having lower
failure rates.  If these results remain stable for the entire intent-to-treat cohort,
future analyses will address the cost/benefits of enhancing rewards in this
manner.
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L.A. Marsch, W.K. Bickel, H. Guarino and A. Desrosiers, NDRI, New York,
NY, HealthSim, Inc., Burlington, VT and University of Arkansas for Medical
Sciences, Little Rock, AR

COMPUTER-DELIVERED HIV AND OTHER DISEASE PREVENTION FOR
SUBSTANCE-ABUSING YOUTH

Adolescents and young adults who use drugs are at high risk for infection with
HIV, Sexually Transmitted Diseases (STDs) and other diseases with similar
transmission dynamics.  We developed and evaluated an interactive, computer-
based HIV, STD and disease prevention program for young substance abusers
that incorporates effective components of both prevention science and
educational technologies.  The program includes a customization feature to
tailor the program to meet the prevention needs of each adolescent. Feedback
sessions we conducted with adolescents in substance abuse treatment indicated
that the computer program produced marked increases in accurate knowledge
regarding HIV, hepatitis and STD prevention.    Youth also ranked the program
as very easy to understand, highly useful, and highly likeable.  We are
conducting a controlled trial to evaluate the effectiveness of this computer-
based intervention with adolescents (ages 13-18) in outpatient, substance abuse
treatment.  Participants are randomly assigned: (1) to participate in a standard
intervention delivered by a trained, prevention specialist in a small group
session or (2) to participate in both the standard and interactive, computer-
based intervention (an “enhanced” intervention).  Interim results (n=20)
indicate that both groups achieved significant increases in accurate disease
prevention knowledge and skills post-intervention compared to baseline levels
(from baseline levels of 46-52% accuracy to 72-74% post-intervention).  Those
in the enhanced group reported significant increases in their intentions to reduce
risk behavior post-intervention compared to baseline levels, while those in the
standard group did not change their behavioral intentions.  Those in the
enhanced group rated their experience to be significantly more interesting and
useful and to have provided more information and clarified misconceptions to a
greater extent than those in the comparison condition.   The computer-program
program is less costly to provide relative to a person-delivered intervention and
may promote widespread dissemination of prevention science to youth.
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J. Martelle, J.T. Ross, A.H. Newman, and M.A. Nader, Wake Forest University
School of Medicine, Winston-Salem, NC and NIH/NIDA Intramural Research
Program, Baltimore, MD

EFFECTS OF NOVEL D3 COMPOUNDS NGB 2904 AND CJB 090 IN
MONKEYS TRAINED TO DISCRIMINATE COCAINE

The dopamine (DA) system plays a prominent role in cocaine reinforcement
and the discriminative stimulus effects of cocaine. Various receptor
mechanisms have been studied as targets for potential treatments for cocaine
dependence including antagonists at the D1 and D2 superfamilies of DA
receptors. The present studies investigated a subtype of the D2-like receptor
family, the D3 receptor, which is located pre- and post-synapatically.  Two
novel compounds were used: a D3-selective partial agonist, CJB 090, and a D3-
selective antagonist, NGB 2904. Rhesus monkeys were trained on a two-lever,
food-reinforcement schedule to discriminate between i.m. injections of saline
(0.5 ml) and cocaine (0.3 mg/kg). Once responding was stable, cocaine dose-
response curves (saline, 0.03-0.3 mg/kg, i.m.) were determined. The efficacy of
discriminative stimulus blockade by both D3 compounds (0.03-3.0 mg/kg) was
tested against increasing doses of cocaine. Both CJB 090 and NGB 2904
attenuated the discriminative stimulus effects of 0.3 mg/kg cocaine; however,
this attenuation was surmounted with increasing cocaine doses. Neither drug
affected the discriminative stimulus effects of low cocaine doses. Because
blockade of D3 autoreceptors may increase extracellular DA levels, NGB 2904
self-administration (0.001-0.56 mg/kg/injection) was studied in monkeys
previously trained with cocaine. No doses of NGB 2904 maintained responding
above saline levels. These data suggest that D3 antagonism as a strategy for
treatment of cocaine dependence should be further investigated. [DA-12460
and NIDA-IRP].
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G. Martin, J. Copeland, S. Allsop and R. Ali, University of New South Wales,
Sydney, Curtin University, Perth and Adelaide University, Australia

THE ADOLESCENT CANNABIS CHECK-UP

Cannabis is the most widely used illicit drug with 6% of US high school seniors
reporting daily cannabis use and 20.8% and 7.1% of young Australian cannabis
users report at least weekly and daily use, respectively.  While it is also the
most common drug of concern amongst young people presenting to drug
treatment services, few young people may share their families’ concern
regarding their cannabis use. The ACCU is a two session intervention with the
young person which may be preceded by an in-person or telephone session with
their parent or concerned other to facilitate their participation.  This study aims
to evaluate the effectiveness of the Adolescent Cannabis Check-up (ACCU)
compared to a delay-treatment control (DTC) in the reduction of cannabis use
and associated problems in young people aged 14-19 years in Australia.  It is
hypothesised that those participating in the ACCU will have significantly
higher rates of continuous abstinence; fewer days of cannabis use; lower levels
of cannabis dependence; and fewer cannabis-related problems than participants
in the DTC 90 days following assessment and that these outcomes will be not
significantly different 180 days following assessment for those in the ACCU.
The ACCU feasibility study reported that at three months following
participation 73% of the participants had made changes in their levels of
cannabis use with 17% reporting continuous abstinence. The last month self-
reported level of cannabis use was validated by urinalysis for cannabinoid
levels.  The young people who met DSM-IV criteria for cannabis dependence
who were randomised to an additional session of CBT demonstrated a
significant additional benefit.  These findings were maintained at 6 months post
ACCU participation.  The findings of the first 50 participants in the randomised
controlled trial will be presented and discussed.
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C.A. Martin, T.H. Kelly, G.E. Guenthner, J.C. Cox, S.B. Chapman and H.A.
Omar, University of Kentucky College of Medicine, Lexington, KY

MODAFINIL AND NICOTINE PATCH IN ADOLESCENT AND YOUNG ADULT
SMOKERS

The primary goal of this Phase I study is to demonstrate the safety of the
combination of modafinil and nicotine replacement in nicotine dependent
adolescent and young adult smokers. The secondary goal is to examine the
effects of modafinil and nicotine replacement, alone and in combination, on
nicotine withdrawal in nicotine dependent smokers. Physiological, behavioral
and subjective measures, including self-report measures of nicotine withdrawal,
acute drug effects (i.e., self-report measures, task performance, activity and
cardiovascular measures), and medication side effects are being assessed. The
decision to explore the safety and therapeutic efficacy of the modafinil and
nicotine replacement in this Phase I trial is based on the positive associations
between inattention and depressed mood and nicotine use, the increases in
inattention and depressed mood that occur during tobacco withdrawal, and the
effects of modafinil and nicotine on inattention and depressed mood
irrespective of smoking. We are using a dose escalation design to examine the
effects of nicotine (0, 7 and 14 mg patch) and modafinil (0, 100 and 200 mg,
PO) alone and in combination.  To date, 4 of 8 nicotine dependent smokers
(>10 cigarettes per day) have been tested with all dose combinations. Four
additional subjects have not completed testing because of scheduling conflicts
or positive drug screens for marijuana (no adverse medication effects have been
observed). Repeated-measures ANOVA will be used to examine the effects of
these doses and dose combinations. Preliminary analyses indicate that the 200
mg modafinil/14 mg nicotine dose combination reduced irritability but also
increased physical symptoms associated with tobacco deprivation, as measured
using the Shiffman-Jarvik, with minimal effects on cardiovascular activity. The
combination of modafinil and nicotine replacement appears to be safe, and
preliminary data suggest that the combined use of these drugs may have
enhanced efficacy on selected measures of nicotine withdrawal.
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S.S. Martins, L. Ghandour and H.D. Chilcoat, Johns Hopkins University
Bloomberg School of Public Health, Baltimore, MD

ANALGESIC-DEPENDENCE SYMPTOM PROFILES IN SUBGROUPS OF
EXTRAMEDICAL ANALGESIC USERS

Background: Despite increasing concern about the growing problem of
dependence due to misuse of analgesic medications, little is known about the
nature and extent of this problem in the United States.  Objectives: To compare
the distribution of past-year dependence symptoms across subgroups of
analgesic users, testing differences in analgesic dependence symptom profiles
between four different categories of past-year analgesic users: analgesic users
only; analgesic and other prescription drug users; analgesic, other prescription
drug and cocaine/heroin users, analgesic and cocaine/heroin users. Method:
Data from the 2002 National Survey on Drug Use and Health (NSDUH) was
analyzed using Generalized Estimated Equations models (GEE) performed with
STATA 8.0. Results: Past-year analgesic users represented 4.5% (n=3,774) of
the total NSDUH sample (n=54,079). 8.7% of the past-year analgesic users met
criteria for past-year analgesic dependence. Overall, the most common
analgesic dependence symptoms were “tolerance” (17.0%) and “spending a
great deal of time in activities necessary to obtain the substance, using the
substance, or recovering from its effects” (13.5%). The GEE profile analysis
shows that the two subgroups who used analgesics and prescription drugs were
twice as likely to have any past-year analgesic dependence symptom as
compared to analgesic users only, adjusted for demographic characteristics
(analgesic and other prescription drug: OR:1.94, 95%CI:1.60-2.34; analgesic,
other prescription drug and cocaine/heroin: OR:2.88, 95%CI:2.37-3.51). There
was no significant difference between analgesic and heroin/cocaine users and
analgesic users only in the past-year analgesic dependence symptom profile.
Conclusion: Analgesic users who also use other prescription drugs seem to be
those more likely to have analgesic dependence symptoms. Programs to prevent
analgesic dependence should focus on these individuals.
This study was supported by Janssen Pharmaceutica
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D.C. Mash, L. Duque, J.D. Kamlet, F.D. Ervin  and K. Allen-Ferdinand,
University of Miami School of Medicine, Miami, FL, McGill University,
Montreal, Canada and Healing Visions, St. Kitts, WI

OFFSHORE INVESTIGATIONS OF THE NON-ADDICTIVE PLANT ALKALOID
IBOGAINE: 1996 TO 2004

The apparent ability of ibogaine to interrupt dependence on heroin and cocaine
was first described in the early 1960s.  Anecdotal accounts of the acute and
long-term effects of ibogaine have included only a small series of case reports
of opiate and cocaine addicts(Sheppard, 1994; Sisko, 1993; Alper et al., 1999)
with observations provided for only 7, 4 and 14 subjects, respectively.  Thus,
objective investigations of ibogaine's effects on craving for drugs and alcohol
and on the signs and symptoms of opiate withdrawal are not available.  We
have evaluated the safety and pharmacokinetics of ibogaine in the setting of an
inpatient detoxification in over 400 patient volunteers assessed from 1996 to the
present.  We have attempted to collect data from this study using Food and
Drug  Administration guidelines for good clinical practices.  Our clinical
experience to date indicates that ibogaine has little toxicity in doses ranging
from 1 to 14 mg/kg.  Oral administration of ibogaine to opiate-dependent
individuals was associated with significant blockade of the characteristic
opiate-withdrawal signs and symptoms. We have also examined whether
ibogaine affects drug craving using multidimensional craving questionnaires for
heroin and cocaine.  To the extent that physical, psychological, and emotional
well-being might impact their self-reports of craving during their course of stay,
participants also completed standardized questionnaires about their health both
before and after ibogaine treatment and at program discharge.  To assess
whether the benefits of ibogaine on drug craving would persist outside of a
controlled environment, one month follow-up data were also collected.  The
results of ibogaine research conducted offshore indicates that ibogaine
diminishes drug cravings and improves mood. Ibogaine may an adjunct to brief
intervention to help patients to reduce risky or hazardous drug and alcohol use.
Ibogaine also motivates some drug-dependent patients to enter treatment with
the goal of long-term abstinence.  (Supported in part by the Addiction Research
Fund).
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J.L. Mason and D.K. Hatsukami, University of Minnesota, Minneapolis, MN

GENDER AND ETHNIC DIFFERENCES IN CHARACTERISTICS OF SMOKING OF
CALLERS INTERESTED IN QUITTING SMOKING

Several studies have investigated differences in smoking characteristics across
gender and ethnic groups. Very few have investigated gender and ethnic
differences in characteristics of smoking among person interested in
participating in quit smoking studies. The purpose of this study was to examine
differences of smoking characteristics and related indices of health and
smoking cessation among persons calling into a quit smoking study in a
midwest metropolitan area. We hypothesized that there would be few gender or
ethnic differences among persons interested in participating in a quit smoking
study. Phone screen data was collected from 123 African-Americans (A-A) and
123 White callers (116 men and 127 women in each group, respectively)
interested in participating in a quit smoking study. Using t-test and chi-square
analysis, racial differences were observed. AA reported higher current age than
White callers (39 vs. 34 years of age, p=.000), age of initiation (17 vs. 16 years
of age,  p=.001), and chronic disease status such as reported high blood
pressure (14% vs. 4%, p=.000). In addition AA reported less current use of
alcohol (42% vs. 64%, p=.000) and current use of prescription drugs (42% vs.
64%, p=.003). Gender differences were also observed on several variables.
More women reported higher prescription drug use (63% vs. 42%, p=.002),
treatment for psychiatric or emotional problems (36% vs. 16%, p=.000), and
use of medication related to psychiatric or emotional problems  (41% vs. 18%,
p=.001). However, few gender by race interactions were observed.
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J.L. Mathews, J.M. Bidlack and J.L. Neumeyer, University of Rochester,
Rochester, NY and McLean Hospital/Harvard Medical School, Belmont, MA

KAPPA OPIOID RECEPTOR AGONISTS ATTENUATE ACUTE MORPHINE
ANTINOCICEPTIVE TOLERANCE

The use of mu opioid analgesics, particularly morphine, can be limited due to
the development of undesirable side effects including tolerance.  Research
suggests that targeting of the kappa receptor may block this tolerance. In an
acute model of antinociceptive tolerance, using the 55ºC warm-water tail-flick
test,  morphine caused an 85-fold shift to the right in the dose-response curve.
This shift was blocked by several different ligands with varying activity at the
kappa receptor.  The kappa-selective agonist, U50,488 was able to initially
block tolerance in morphine-treated mice.  However, at the 4- and 6- hr time
points, tolerance had developed.  A novel bivalent ligand, MCL-145, which had
kappa agonist and mu agonist/antagonist activity was also able to block
morphine tolerance.  Interestingly, MCL-145 was able to attenuate morphine
tolerance for the duration of the time course.  Similar data was also obtained for
MCL-101, the monovalent parent ligand of MCL-145.  Additional studies were
conducted in mice pretreated with the kappa-selective antagonist, nor-BNI (-24
hr).  After pretreatment with nor-BNI, mice were injected with the kappa ligand
(U50,488, MCL-145, MCL-101) and morphine. Under these conditions
tolerance to morphine developed rapidly.  These data suggest that U50,488,
MCL-145, and MCL-101 attenuated morphine antinociceptive tolerance
through a kappa-mediated mechanism.
(Supported by K05-DA00360, DA14251 and T32DA07232.)

440

110



CPDD 2005 Annual Meeting, Wyndham Palace, Orlando, FL

P.A. Matson and J.M. Ellen, Johns Hopkins University and Johns Hopkins
School of Medicine, Baltimore, MD

RELATIVE POWER AND MARIJUANA USE WITHIN ADOLESCENT SEXUAL
PARTNERSHIPS

Introduction:  Individuals who hold more power in their romantic relationship
may influence their partners’ marijuana use.  The objective of this study was to
investigate whether power imbalance within an adolescent romantic
relationship is associated with the concordance in the couple’s marijuana use.
Methods:  Adolescents were aged 14 to 19 years, 84% female, and African
American.  Relative power was measured in two ways.  First, couples where the
desire for emotional intimacy was not equal were considered to have a power
imbalance.  Emotional intimacy was measured using a 10-item emotional
intimacy scale (Chronbach’s α = .90).  Participants reported on their desire for
emotional intimacy and their perceptions about their partner’s.  The second
measure of power imbalance was a 9-item decision-making power scale
(Chronbach’s α = .69).  Marijuana use concordance was defined as either both
using or both not using marijuana in past three months.  Again, participants
reported on their marijuana use as well as their partner’s.  Results:  Sixty-four
percent of the partnerships were concordant on marijuana use.  Using relative
emotional intimacy and decision making power measures, respectively, 49 and
54% of the participants reported having greater power, 20 and 39% equal
power, and 31 and 7% less power than their main partner.  Using logistic
regression, controlling for gender, adolescents reporting a greater relative
emotional intimacy were more likely to be concordant on marijuana use (OR:
1.64, 95% CI: 1.05, 2.56).  Adolescents reporting less decision making power
than their partner were also more likely to be concordant on marijuana use (OR:
1.67, 95% CI: 0.99, 2.82).  Conclusions:  Adolescents who experience less
power relative to their sexual partners reported greater concordance with their
partner’s drug use behavior.  Desire for intimacy may have a profound
influence on the adaptation of substance use behaviors within relationships;
however, further longitudinal research is needed to determine the directionality
of this influence.  Funded by NIDA award: T32DA07292
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M.A. Maurer, A.M. Gilson and D.E. Joranson, University of Wisconsin
Comprehensive Cancer Center, Madison, WI

HOW DO STATE DRUG POLICIES ADDRESS PAIN AND ADDICTION?

Effective pain management, especially for patients with an addictive disease,
requires practitioners to make treatment decisions based on individual patient
needs. Unfortunately, practitioners’ prescribing decisions can be compromised
by unduly restrictive policies in their state, stemming from laws, regulations, or
other health care regulatory policies.  The results of a recent criteria-based
policy evaluation suggest that many states have policies that (1) define
addiction and related terms, such as drug-dependent person, chemical
dependency, and habituation in such a way that does not correspond to current
medical and scientific understanding, (2) establish excessive restrictions on
prescribing to individuals with addictive disease, and (3) impose additional
requirements based on a patient’s history of drug abuse.  We will describe the
extent to which states have policies that contain such language and examples
will be provided.  Clinical implications of these policies will be discussed.  We
conclude that practitioners need to know their state policies when using
controlled substances to treat patients with a history of substance abuse, and
that lawmakers and healthcare regulators should work towards removing
inappropriate restrictions.
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J.C. Maxwell, P. Cravioto and M. Cortes, University of Texas at Austin, Austin,
TX and Secretaria de Salud, Mexico City, Mexico

SIMILARITIES IN TREATMENT ADMISSION ON THE U.S.-MEXICO BORDER

Hypothesis: Patterns of drug use vary along the border from west to east.

Procedures: Methamphetamine/amphetamine treatment admission data from the
U.S. Treatment Episode Data Set (TEDS) and the Mexican Epidemiologic
Surveillance System of Addictions (SISVEA) were analyzed from 1994-2003
to show trends in admissions nationally, in each of the border states, and then
for treatment programs on the border in Texas and on the border in the sister
Mexican states of Chihuahua, Coahuila, Nuevo Leon, and Tamaulipas.
Admission data for both sides of the border for 1994-2003 for other drugs
(heroin, powder cocaine, crack cocaine, alcohol, and marijuana) were also
charted, and client characteristics for 2004 were analyzed.

Results:  While 8% of all admissions in the U.S. and 13% of all admissions in
Mexico were for amphetamine/methamphetamine in 2003, a quarter of all
admissions in border states in both countries were for
amphetamine/methamphetamine. The U.S. admissions ranged from a high of
31% of all admissions in California  to 9% of the Texas admissions, while in
Mexico, they ranged from 40% in Baja California to 7% in Tamaulipas. The
proportion of admissions which were methamphetamine/amphetamine were
lower in treatment programs along the Texas-Mexico border, at 1% of the
Texas border program admissions and 0% of the Mexico border program
admissions.

Conclusion: Given the admission patterns for methamphetamine/amphetamine
found in this study, differences between the eastern and western ends of the
border should be considered as well as patterns across the border.
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M. Mazlan, M.C. Chawarski and R.S. Schottenfeld, Substance Abuse Center,
Muar, Malaysia and Yale University School of Medicine, New Haven, CT

METHAMPHETAMINE ABUSE DURING TREATMENT FOR HEROIN
DEPENDENCE IN MALAYSIA

Background:  Methamphetamine (MA) abuse has become epidemic in Malaysia
over the past 3 years and may complicate treatment for heroin dependence.
Methods: We compared baseline characteristics and treatment response of
heroin dependent patients who reported problems with MA (MA+; N=18) or
who had no evidence of MA abuse (MA-; N=85) at entry in an ongoing clinical
trial comparing drug counseling (DC) only and DC combined with
buprenorphine or naltrexone maintenance.  Patients with severe depression or
current psychotic symptoms were excluded.  Results: At treatment entry, MA+
patients reported 5.2 (SD 9.8) days of amphetamine use in the past 30.  MA+
patients were younger (34.3 vs. 37.9 years, p=0.096) and significantly more
likely than MA- patients to be injection drug users (13/18, 72.2% vs. 32/85,
37.6%, p<0.05), use marijuana (13/18, 72.2% vs. 35/85, 41.2%, p<0.05), and
use benzodiazepines (9/18, 50% vs. 21/85, 24.7%, p<0.05).  Despite excluding
patients with severe psychopathology from the study, MA+ patients also
reported a greater lifetime prevalence of attempted suicide (3/18, 19% vs. 6/85,
7.1%, p=0.2) and experiencing hallucinations (6/18. 33.3% vs. 13/85, 15.3%,
p=0.1).  MA+ patients had lower treatment retention (mean 70 vs. 84 days,
p=0.4), shorter duration of consecutive weeks of opiate abstinence (4.1 vs. 5.4
weeks, p=0.5), and a lower proportion of opiate-negative urine tests during
treatment (0.69 vs. 0.76, p=0.5).  Conclusions: MA abuse among heroin
dependent patients in Malaysia is associated with an increased prevalence of
injection drug use and other drug use and increased psychiatric co-morbidity.
The association between MA and psychopathology might have been even
stronger had the study included patients with more severe psychiatric
symptoms.  MA may also interfere with the effectiveness of heroin dependence
treatment, pointing to the need for developing adjunctive treatments for patients
with MA abuse.
Supported by: R01 DA14718 and K24 DA00445
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S. Mazzella, G. Stahler, S. Chakravorty, G. Rengert, J. Mennis and R. Spiga,
Temple University, Philadelphia, PA

THE EFFECT OF INDIVIDUAL, PROGRAM, AND COMMUNITY VARIABLES ON
CONTINUITY OF TREATMENT AMONG DUALLY DIAGNOSED INDIVIDUALS

Relatively little research has focused on community and environmental factors
that relate to continuity of treatment after discharge from inpatient
interventions. This research study consisted of a retrospective analysis of  271
dually diagnosed patients who were discharged from a hospital acute inpatient
unit to various treatment  programs in Philadelphia.  Geographic Information
Systems (GIS) technology and logistic regression modeling were employed to
investigate the effects of individual, community, and program level variables on
arrival to the first treatment appointment within 30 days of discharge from
Temple University Hospital's Episcopal Campus Acute Inpatient Unit. The final
regression equation predicted 70% of the variance of the dependent variable,
with 11 independent variables retaining significance. The variables that
positively predicted continuity of treatment were being domiciled (OR=2.66),
having had 3 or more treatment episodes prior to inpatient hospitalization
(OR=2.61), and living in a neighborhood in which temporary/transitional, and
presumably, other low income housing was located (OR=2.42). The variables
that negatively predicted continuity of treatment (e.g., were less likely to show
up the first post discharge appointment) were returning to a former address
upon discharge (OR=0.18), entering the hospital with a chief complaint of
bizarre behavior (OR=0.29), having 2 or more liquor and/or beer stores
within .4 miles of post-discharge residence (OR=0.43), having 7 or more NA
and/or AA meetings within .8 miles of his or her post-discharge residence
(OR=0.45), having an Axis I diagnosis of substance induced mood disorder
(OR=0.48), having a positive urinary drug screen for heroin (OR=0.48),
entering the hospital with a chief complaint of suicidal ideation (OR=0.49), and
having more than 20% of households in his or her post-discharge census tract
receiving public assistance (OR=0.60).  In conclusion, future research should
further examine geographic factors that affect continuity of treatment and
relapse among dually diagnosed patients.
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G. Mazzotti and J.C. Anthony, UPCH, Lima, Peru, Johns Hopkins University,
Baltimore, MD and Michigan State University, East Lansing, MI

INCIDENT CASES OF ECSTASY USE IN THE UNITED STATES, 2003

BACKGROUND: Epidemiological surveillance data gathered by SAMHSA (e.
g., National Survey on Drug Use and Health, NSDUH) signal a recent apparent
dip in risk of becoming an ecstasy user in the United States. Nonetheless,
during 2003, against population-level trends, a considerable number of young
people in the US started to use ecstasy (for the first time). AIM: Extending our
research group's prior work on the characteristics of ecstasy users in the earliest
stages of diffusion of this drug, we seek to understand characteristics of these
newly incident ecstasy users during a period of declining annual incidence.
METHODS: Data are from the just-released public use survey files for 2003
and include 163 newly incident ecstasy users ('cases' with onset in 2003),
identified from among 55,230 community-dwelling participants. Contingency
table analyses and multiple regression models with Taylor series linearization
for variance estimates have been used to compare and contrast the newly
incident cases with other segments of the population. RESULTS: With
application of proper survey analysis weights, the 163 newly incident ecstasy
users in this sample project to slightly more than 2.5M newly incident users in
U.S. communities, down from considerably larger NSDUH estimates for 2001
-2002. Nonetheless, as in past years, the male-female ratio is balanced (roughly
50:50) among cases as in the community. As in past years, there is markedly
excess risk of starting ecstasy use among 18-20 year olds, but no apparent
excess risk for students in school (e.g., college) versus individuals not in
school. Our initial analyses show modest excess risk of newly incident ecstasy
use in association with an index of serious mental illness, as noted previously.
DISCUSSION: Despite the observed dip in risk of becoming an ecstasy user in
the US, the profile of the associated characteristics of newly incident users is
not markedly different from what was observed in prior years.
Acknowledgment: NIDA awards D43TW05819; K05DA015799.
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S.E. McCabe and C.J. Boyd, University of Michigan, Ann Arbor, MI

GENDER DIFFERENCES IN SOURCES OF PRESCRIPTION DRUGS FOR ILLICIT
USE

There is growing evidence that the illicit use of prescription drugs has been
increasing in the past decade among U.S. college students (Johnston et al.,
2004; Mohler-Kuo et al., 2003).  This exploratory study investigated the
sources of four classes of abusable prescription medication (sleeping,
sedative/anxiety, stimulant, and pain medications) that were used illicitly by
undergraduate students and examined the potential gender differences between
these sources.  In the spring of 2003, a Web-based survey was completed by a
randomly selected sample of 9,161 undergraduate students attending a large
public Midwestern research university in the United States.  Data included self-
reports of nonmedical use of prescription drugs and other substance use
behaviors.  The study identified 18 sources of prescription drugs that were
classified into three broad categories: peer, family, and other sources.  For both
undergraduate men and women, the majority of illicit users obtained each class
of prescription drugs from peer sources.  Women were more likely than men to
obtain the following prescription medication from family sources:
sedative/anxiolytic medications (14.6% vs. 4.8%, ?2=6.97, df=1, p < 0.01),
sleeping medications (24.2% vs. 7.5%, ?2=7.80, df=1, p < 0.01) and pain
medications (16.4% vs. 7.4%, ?2=15.05, df=1, p < 0.001).  For both
undergraduate men and women, illicit users who obtained prescription
medication from peer sources reported significantly higher rates of alcohol and
other drug use than students who did not use prescription drugs illicitly or those
illicit users who obtained prescription medication from family sources.  The
findings of the present study provide evidence for gender differences in sources
of prescription drugs for illicit use.  Undergraduate students are clearly
obtaining abusable prescription drugs from their peers and more efforts are
needed to reduce the illicit use and diversion of prescription medication.  This
project was supported by the University of Michigan and a research grant
DA018239 (PI: Sean Esteban McCabe) from the National Institute on Drug
Abuse.
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E. McCance-Katz, M.D., Ph.D., J. Baker and C. Heckman, Ph.D., Virginia
Commonwealth University, Richmond, VA

FACTORS RELATED TO ATTRITION IN A MODIFIED DIRECTLY OBSERVED
THERAPY PROGRAM FOR INJECTION DRUG USERS WITH HIV DISEASE

Background: Among injection drug users (IDU) with HIV disease, adherence to
highly active antiretroviral therapy (HAART) is often suboptimal. In this study
initially intended to enhance adherence to HAART among methadone-
maintained (MM) IDUs using modified directly observed therapy (MDOT) we
also identified patient characteristics associated with MDOT program attrition.
Methods: This 24-week pilot study was conducted in a MM program in which
simplified HAART was administered 6 days per week by clinic staff to HIV-
infected IDUs (n = 18) in the morning with their methadone. Evening doses of a
nucleoside reverse transcriptase inhibitor and one full day of medication weekly
were given as take-home doses.  Of these 18 participants, 10 were male, 13
were Hispanic, 16 had other substance disorders, 7 had other psychiatric
disorders in addition to substance use disorders, and 5 continued to inject drugs
at some point during the study.  The mean age of participants was 40 (SD=1.6)
years, and they had been diagnosed with HIV for 8 (1.1) years, had been opioid
dependent for 17 (1.6) years, and in a MM program for 2.4 (.74) years.  Results:
Of the 18 participants who enrolled in the study, seven successfully completed
the program, and 11 dropped out.  Factors associated with attrition were length
of time in a MM program (p=.007), continued IV drug use (p=.037), and
current psychiatric disorder (p=.037).
Conclusions: Lack of treatment for substance abuse and mental illness
predicted program drop-out.  Assessment of current substance abuse and
psychiatric status, treatment of current disorders, and clinical monitoring of
response to treatment should be incorporated into treatment of HIV disease and
clinical consideration of HAART.
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F.J. McClernon, J.E. Rose, F.B. Hiott, J. Liu, Duke University Medical Center,
Durham, NC

EXTINCTION-BASED SMOKING CESSATION TREATMENT ATTENUATES
EVENT-RELATED BRAIN RESPONSES TO SMOKING CUES

Preliminary studies suggest an extinction-based smoking cessation treatment
using reduced nicotine cigarettes (RNC) decreases self-report craving for
cigarettes prior to quitting and results in four-week abstinence rates equal to or
exceeding treatment with the nicotine patch. Given the observed decreases in
self-report craving, we hypothesized that treatment with RNCs would also
result in attenuated responses to environmental smoking cues. To answer this
question, seventeen (n=17) dependent smokers were scanned using fMRI
BOLD imaging three times: 1) while still smoking their usual cigarettes, 2)
following 2-4 weeks of smoking RNCs, and 3) after quitting smoking and
wearing a 21 mg nicotine patch for 2-4 weeks. During scanning, subjects
viewed smoking-related pictures (e.g. another smoker lighting a cigarette) and
pictures of people engaged in everyday activities (e.g. using a stapler). Event-
related responses to smoking and control cues were analyzed for regions of
interest (ROIs) known to subserve reward, attention, motivation, and emotion.
Subjects exhibited significant declines in self-report craving following
treatment with RNCs and following quitting smoking (p < .01). Patterns of
responses consistent with our hypothesis were observed in the right superior
frontal gyrus (p < .05) and bilateral amygdala (p < .05). In both regions,
responses to smoking cues were attenuated by smoking RNC cigarettes while
responses to neutral cues were unaffected. Following quitting smoking,
responses to smoking and neutral cues were equivalent. These results suggest
that an extinction-based treatment for smoking cessation attenuates responses to
smoking cues in frontal and limbic regions which may account, in part, for the
effectiveness of this strategy.

449

D. McCorquodale, Y. Quin, F. Gawdry, J. ffrench-Mullen, J. Pablo and D.C.
Mash, University of Miami School of Medicine, Miami, FL, Strand Genomics,
Inc., Karnataka, India and Genelogic, Inc., Gaithersburg, MD

GENE EXPRESSION PROFILING OF THE HUMAN AMYGDALA IN COCAINE
ABUSE AND EXCITED COCAINE DELIRIUM

The amygdala functions in the integration and control of various emotions such
as aggression, fear, pleasure and also in the formation of memory.  Changes in
gene regulation of the amygdala may contribute to lethality and the abnormal
behavioral states observed in cocaine-related sudden death.  We conducted high
density gene expression analysis (AffymetrixR U133A&B) in post-mortem
specimens of the human amygdala from cocaine-dependent subjects that died
suddenly (COC; N=8), victims of excited cocaine delirium (ED; N=8) and age-
matched control subjects (CTRL; N=8).  We identified 430 differentially
expressed genes. Based on these genes, Principal Component Analysis showed
spatial discrimination which demonstrated the extent of co-regulation between
genes and/or the grouping of co-regulated genes within these three groups.
Heat shock proteins were up-regulated in the ED subjects, in keeping with the
pre-terminal elevation in core body temperature. Comparison of the distribution
of gene ontology terms of up/down regulated genes for COC and ED groups
revealed changes in metabolism, cell growth and/or maintenance, cell
communication, synaptic transmission, regulation of transcription, and
programmed cell death. These observations suggest that chronic cocaine abuse
may promote common adaptive changes that are related to neuroplasticity and
structural remodeling. Some gene transcript changes are more related to
neurotoxic pathology, suggesting that cocaine acts a pro-neuro-degenerative
agent in vulnerable individuals.  One interesting finding was the down-
regulation of ubiquitin conjugating enzymes (E2), ubiquitin ligases (E3), and
components of the Skp1/cullin/Fbox (SCF) complex.   We also observed the
down-regulation of dorfin (RNF19) and PARK2 co-regulated (PACRG), both
of which collocate with Lewy bodies associated with Parkinson’s disease.
Combining large-scale gene expression approaches and bioinformatics provides
insights into the molecular variability of common biological processes in
cocaine dependence. NIDA grant DA06227).
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C.B. McCoy, L.R. Metsch, Y. Jeanty and M. Comerford, University of Miami,
Miami, FL

ARE “STANDARD” INTERVENTIONS ACTUALLY EFFECTIVE IN REDUCING
HIV RISK AMONG CHRONIC DRUG USERS?

The intersecting epidemics of HIV and drug use have enormous consequences
for injection drug users, crack cocaine smokers and their sexual partners.
Interventions to reduce the sexual risk behaviors of active drug users have met
with minimal success. Data from formative studies identified various
alternative strategies believed to be effective in preventing the sexual
transmission of HIV. Further analyses demonstrated that participants using
alternative strategies were less likely to use condoms, thus suggesting the need
for specialized interventions that take into account the underlying lay beliefs
and illness models of chronic drug users. Alternative Strategies in the
Prevention of HIV/STDs is a NIDA supported grant designed to measure the
efficacy of two interventions: 1) the NIDA Standard HIV Pre and Posttest
counseling intervention; and 2) the RESPECT HIV Pre and Posttest counseling
intervention strategies in reducing high-risk sexual behaviors within a sample
of seronegative active drug users over a six month time period. Study
participants were street recruited from known high drug use locales,
interviewed at baseline, randomized to an intervention and re-interviewed at six
month follow up to detect any changes. Results at the six-month follow up
indicated the percentage of study participants reporting use of a condom at the
last sexual encounter with the main and/or casual sexual partner significantly
increased.  This result was independent of intervention arm and type of drug
use.  We will analyze subgroups to identify further differences in intervention
effectiveness. These data indicate that targeted interventions can reduce high-
risk sexual behaviors and that this reduction can be sustained over time.  This
drug-using population is in continuing need of the targeted, multidimensional
intervention to reduce and prevent the transmission of HIV due to risky drug
and sexual behaviors.
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S.L. McCrary, M.S. Fague, L.C. Cottler, J.A. Inciardi and J. Copeland,
Washington University School of Medicine, St. Louis, MO,  University of
Delaware, Coral Gables, FL and University of New South Wales, St. Ives,
Australia

DISTINCTIONS BETWEEN MDMA AND HALLUCINOGEN ABUSE AND
DEPENDENCE DIAGNOSES AND CRITERIA

In a NIDA funded reliability and validity study of 634 MDMA users in St.
Louis, Miami, and Sydney, Australia, the Substance Abuse Module (SAM) was
administered to evaluate abuse and dependence potential of MDMA and other
drugs used more than five times lifetime.  Currently, there is no specific
category for MDMA in the Diagnostic and Statistical Manual-IV (DSM-IV),
because the Manual includes it within the hallucinogen category.  Analyses
were performed to assess the similarity in criteria for MDMA and
hallucinogens among people who used both drugs (n=206).  Because the DSM-
IV does not recognize withdrawal from hallucinogens as a dependence
criterion, this analysis omits withdrawal when assessing MDMA and
hallucinogen dependence.  Using a dependence diagnosis made up of six of the
seven DSM-IV criteria, data show rates of MDMA dependence to be 52% and
hallucinogen dependence to be 23%, among users of both drugs.  Thirty four
percent of persons dependent on MDMA were found to be dependent on
hallucinogens; 77% of users dependent on hallucinogens were comorbidly
dependent on MDMA.  Eighteen percent were dependent on both drugs.  This
abstract will also assess respondents who meet DSM-IV abuse for ecstasy and
any hallucinogen (22% vs. 34%).  When comparing abuse and dependence
criteria for MDMA and hallucinogens, a significant difference was found for
each criterion.  If the two substances were similar one might expect similar
rates of consequences from the drugs.  A separate analysis will be done to
compare withdrawal symptoms from ecstasy and hallucinogens, to understand
the differences in the self-reported withdrawal syndromes.  A comparison of
these two drugs is the first step in establishing where MDMA belongs in the
DSM, for future revisions.
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M.P. McGovern and R.D. Weiss, Dartmouth Medical School, Lebanon, NH and
Harvard Medical School, Boston, MA

CO-OCCURRING TRAUMA AND SUBSTANCE USE DISORDERS IN PATIENTS
WITH AND WITHOUT PTSD: EFFECT ON TREATMENT RETENTION

Background. A history of trauma is common among persons in routine drug
abuse treatment programs, but many do not develop PTSD. Community
treatment providers are seeking to implement services for persons with co-
occurring disorders, particularly those that are prevalent and with adverse
effects on treatment retention and outcomes. This study examines the
differential characteristics, substance use, psychiatric symptoms, and treatment
retention of persons in addiction treatment who have experienced at least one
traumatic life event, and who either meet DSM-IV criteria for current PTSD or
do not. Hypothesis. Persons with current PTSD have poorer treatment retention
than persons without PTSD. Method. Subjects (n=32) were sampled from an
intensive outpatient program, and completed the self-administered Life Events
Inventory and Posttraumatic Stress Disorder Checklist upon admission. Those
meeting criteria for at least one traumatic life event were interviewed using the
Clinician Administered PTSD Scale to determine current PTSD diagnoses.
Results. The groups did not differ on demographic or substance use (primary
substance and days used), but were significantly different on measures of
psychiatric functioning: anxiety symptoms and number of criteria met for
borderline personality disorder (p < .01). PTSD subjects were more likely to
have traumatic life events prior to substance use disorder onset versus
experiencing a trauma post-onset of the substance use disorder (p < .01). In
odds ratio analyses of treatment attrition, patients with current PTSD were 3.3
times more likely to leave the intensive outpatient program and 4.1 times more
likely to leave the continuing care component prematurely. Conclusions.
Developing and testing interventions for persons with PTSD, which can be
integrated into routine drug abuse treatment, appear warranted to improve their
level of engagement.
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C. McGregor, J.M. White, M. Srisurapanont, A. Mitchell and W. Wickes,
University of Adelaide, Australia, Chiang Mai University, Thailand and Drug
and Alcohol Services Council, Australia

OPEN-LABEL PILOT TRIALS OF MIRTAZAPINE AND MODAFINIL IN
INPATIENT METHAMPHETAMINE WITHDRAWAL: SYMPTOMS AND SLEEP
PATTERNS

Methamphetamine dependence has been linked to a range of harms including
psychosis and high-risk HIV behaviors. Identification of an effective
pharmacotherapy for withdrawal symptom suppression would be of
considerable value. We investigated the efficacy of the noradrenergic and
serotonergic antidepressant mirtazapine (15–60 mg per day, n=13), and the
wake-promoting drug, modafinil (400mg per day, n=14) in successive, open-
label pilot trials in inpatients undergoing withdrawal management. Study
medication was administered for up to ten days and the effects on withdrawal
symptoms measured by subjective (Amphetamine Cessation Symptom
Assessment scale) and observer-rated (Clinical Global Impressions scale)
measures and a sleep questionnaire. An historical comparison group (n=22)
received treatment as usual (TAU) consisting of pericyazine 2.5–10mg per day
for control of agitation. Symptomatic medications including non-opioid
analgesics, anxiolytics and sedatives were administered on an as needed basis
to all subjects. Modafinil and mirtazapine were well tolerated and produced
minimal positive subjective effects. There were significant group differences in
withdrawal severity (F=18.6, df 2,219 p<.0001). Post-hoc analysis showed that
modafinil was more effective than mirtazapine (p=.012), and both were more
effective than TAU (p<.001 and p=.025 respectively) in ameliorating
withdrawal symptom severity. Modafinil group subjects had significantly lower
observer-rated withdrawal severity compared to the mirtazapine (p=.014) and
TAU (p<.001) groups. Modafinil group subjects had less hypersomnia
(p=.012), had fewer night time awakenings (p=.010) and slept more deeply
(p=.019) compared to those receiving mirtazapine. There were no differences in
treatment retention between the three study groups. Both drugs showed promise
as pharmacotherapies for amphetamine withdrawal although modafinil was
more effective overall, particularly in normalizing sleep patterns.
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C.C. McLeod, W. Kissin, A. Stanton and J. Sonnefeld, Westat and Center for
Substance Abuse Treatment, Rockville, MD

30-DAY OUTCOMES FOR BUPRENORPHINE PATIENTS TREATED BY A
NATIONAL SAMPLE OF QUALIFIED PHYSICIANS: FINDINGS FROM CSAT’S
EVALUATION OF THE BUPRENORPHINE WAIVER PROGRAM

In October 2002, Buprenorphine became the first medication to be prescribed
under the Drug Addiction Treatment Act of 2000 (DATA 2000).  DATA 2000
allows qualified physicians to treat opioid dependence from clinics and private
offices using approved opioid medications. As part of the Evaluation of the
Buprenorphine Waiver Program, the Center for Substance Abuse Treatment
(CSAT) is conducting a longitudinal study of patients to determine the
effectiveness of buprenorphine treatment as actually provided in the U.S.
treatment system.  Patients were recruited from a national stratified random
sample of physicians eligible to provide buprenorphine treatment.  Telephone
interviews with patients are being conducted within the first week of treatment
initiation and at 30-day followup.  Baseline data were collected from 385
patients recruited from 120 sites.  Findings on the first 202 cases are as follows:
the sample was 93% Caucasian, 57% male, with a mean age of 37.2 years.
Almost half (42%) reported full-time employment, and 56% reported attending
some college.  Opiates used most often in the last 30 days were heroin (32%),
oxycodone (25%) and hydrocodone (14%). Half (56%) reported heroin abuse at
one time.  Buprenorphine treatment involved Suboxone® (vs. Subutex®) for
most patients (84%), and only 20% expected to take buprenorphine for less than
one month.  Just over one-quarter (26%) of the sample was new to drug abuse
treatment, and 60% had never been treated with methadone.  Followup rates at
30 days are 87%; 30-day followup data will be presented including a pre-post
analysis of days of employment, illicit opiate use, and risky behaviors.
Multivariate analyses will identify factors related to buprenorphine’s
effectiveness.  Buprenorphine treatment has the potential to greatly increase the
availability of treatment for opioid dependence in the U.S.  This study will
provide findings related to buprenorphine effectiveness as it is actually
provided in a range of sites across the country.
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L.R. McMahon and C.P. France, University of Texas Health Science Center,
San Antonio, TX

DISCRIMINATIVE STIMULUS EFFECTS OF THE LOW-EFFICACY POSITIVE
GABAA MODULATORS L-838,417 AND BRETAZENIL IN RHESUS MONKEYS

Low efficacy positive GABAA modulators might be preferred to high efficacy
positive modulators (e.g. benzodiazepines) insofar as low efficacy modulators
might have comparatively less abuse and dependence liability.  Drug
discrimination was used to examine the behavioral effects of L-838,417 and
bretazenil, two low efficacy positive modulators at benzodiazepine sites.  In
rhesus monkeys (n=4) discriminating midazolam, both L-838,417 and
bretazenil antagonized midazolam in a dose-related manner.  In addition, the
neuroactive steroid alfaxolone substituted for midazoalm, and both L-838, 417
and bretazenil dose-dependently enhanced the midazolam-like effects of
alfaxolone.  In a separate group of rhesus monkeys (n=3) that discriminated the
benzodiazepine antagonist flumazenil while receiving 5.6 mg/kg of diazepam
once daily, L-838,417 and bretazenil substituted for flumazenil.  These results
demonstrate that L-838,417 and bretazenil can appear to be neutral or positive
modulators in the same animal depending upon whether they are combined with
a high efficacy positive modulator that acts at the same (benzodiazepine) or a
different (neuroactive steroid) site, respectively, on the GABAA receptor
complex.  Thus, systematic investigation of low efficacy positive modulators
acting at different sites on the GABAA receptor complex could yield drug
combinations with significant therapeutic effects and reduced abuse and
dependence liability, as compared to high efficacy positive modulators such as
currently-available benzodiazepines.  Supported by USPHS DA09157.
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K.A. McQueen, C.E. Green, S. Sayre, M. Mooney and J. Schmitz, University of
Texas Health Science Center and Baylor College of Medicine, Houston, TX

CAUSAL PREDOMINANCE IN THE USE OF COCAINE AND ALCOHOL

Biologic and environmental theories have been put forth to explain the robust
relationship between cocaine and alcohol use, however few have received
empirical confirmation.  A fundamental question remains:  How do changes in
cocaine use patterns covary with changes in alcohol use patterns?  To the extent
that concurrent use serves to blunt undesirable effects while increasing
euphoria, change in use patterns would be positively correlated.  Alternatively,
if one is used to substitute for the other, change in use would be inversely
related.  The aim of this study is to conduct an evaluation of the temporal
relationship between cocaine and alcohol use within dually-dependent
individuals.  Participants were 80 cocaine and alcohol dependent outpatients
enrolled in a 12-week treatment program.  Self reported cocaine and alcohol use
during treatment was collected via the Timeline Followback method. Using
covariance structure modeling, a cross-lagged panel design examined the
relations between alcohol and cocaine use, for evidence of causal
predominance.  Evaluation of cross-lags across multiple time points afforded an
opportunity to replicate relations.  Treatment condition was included as a time-
invariant covariate. Chi-square tests of autoregressive relations indicated that
cocaine (??2(10) = 11.34, n.s) and alcohol (??2(10) = 5.35, n.s.) each predicted
their own future use over time.  Controlling for treatment, psychotherapy
predicted cocaine (??2(11) = 15.96, n.s.) and alcohol (??2(11) = 13.36, n.s.) use
over time.  Similarly, medication predicted cocaine (??2(11) = 10.44, n.s.) and
alcohol (??2(11) = 5.88, n.s.) use over time.  Comparison of chi-square model
fit statistics when all cross-lag parameters were constrained to be equal versus
freely estimating a parameter for each direction of the cross-lags failed to
demonstrate evidence for causal predominance of one substance over another
(??2(1) = 3.59, p=0.058). This may suggest that use and extinction of use
occurs simultaneously, however there may be heterogeneity within the sample
that limits our ability to draw conclusions.  Prospective studies are needed.
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A.L. McRae, K.T. Brady, S.E. Back, A.E. Waldrop, H. Upadhyaya, M.E.
Saladin and A.E. Sensenig, Medical University of South Carolina, Charleston,
SC

SUBJECTIVE STRESS REACTIVITY BEFORE AND AFTER COLD PRESSOR
TASK IN INDIVIDUALS WITH SUBSTANCE DEPENDENCE AND PTSD

Much research is currently focused on exploring the complex relationship
between stress and substance use disorders. The present study compared
subjective responses to a physical stressor, the cold pressor task, across six
diagnostic groups: individuals with cocaine dependence (COC, n=16), COC
with PTSD (COC/PTSD, n=23), alcohol dependence (ETOH, n=35), ETOH
with PTSD (ETOH/PTSD, n=28), PTSD only (PTSD, n=44), and controls
(n=39). Outcome variables were pain, stress, nervousness, craving, and
immersion time. At baseline, pain ratings were higher among alcohol groups
than in COC and control groups. Stress ratings were highest for ETOH/PTSD
compared to other groups, and ETOH and PTSD reported more baseline stress
than did controls. For nervousness, ETOH/PTSD reported more nervousness
than did controls. For craving, the ETOH/PTSD, COC/PTSD, and ETOH
groups reported higher scores relative to the PTSD and control groups.
Following the cold pressor task, there was a main effect for pain over time as
well as group differences. Both alcohol groups reported more pain than did both
cocaine groups. For stress, there was a time X group interaction. All groups
except COC reported increased stress from baseline to post-task. For
nervousness, there was a main effect of time, and group effects such that
ETOH/PTSD and PTSD reported more nervousness than did COC. There were
no group or time effects for craving. There were a number of group differences
on immersion time, an indicator of pain tolerance, with longest immersion in
ETOH and shortest in ETOH/PTSD. In general, the combined alcohol groups
reported more pain, stress, and nervousness, but not more craving, when
compared to cocaine groups. The ETOH/PTSD group in particular reported
higher baseline levels of stress, nervousness, and craving, and had the shortest
immersion time during the cold pressor task. These findings may have
implications for vulnerability to stress and the interactions between different
drugs of abuse and PTSD.

458

P. Melin, L. Gourarier, A. Dacon, A. Gauchet, M. Schoeny and M.D. Diebold,
Saint Dizier Hospital, Saint Dizier, Metz University, Metz, Reims Hospital,
Reims, and HEGP, Paris, France

INTEREST OF THE FIBROSCAN IN THE SCREENING OF CIRRHOSIS IN
ALCOHOLISM CONSULTATION

Literature evaluates at 20% the prevalence of cirrhosis proven by histology
within French  patients suffering of alcohol abuses. Unfortunately, in
alcoholism consultation (AC), only patients presenting signs of decompensation
are considered as cirrhotic. It is therefore of major interest in AC to have simple
non invasive tool evaluating liver fibrosis. FibroScan (Echosens, France) is a
new noninvasive method to evaluate liver fibrosis, by measurement of the liver
stiffness. Its interest has been shown in patients with chronic hepatitis C. This
study aimed to evaluate the patient acceptability for this FibroScan and its
interest for mass screening of cirrhosis in AC? 245 patients seen consecutively
in AC in the East of France were enrolled. Liver stiffness measurement (LSM)
was systematically proposed to all the patients and in case of cirrhosis suspicion
(LSM>13kPa) a blood intake and a liver biopsy were proposed. All included
patients accepted to undergo a LSM. Eighteen had less than 5 validated
measurements and were thus withdrawn from the statistical analysis (BMI
higher than 34). For the 227 analyzed patients (175 men, aged 45±11 years) the
LSM ranged from 2.5 to 75 kPa (median 5.4). Out of the 41 patients to whom
liver biopsy was proposed: 35 were performed (3 refused and 3 not performed
due to extra hepatic clinical context). Out of them, 34 cirrhoses were confirmed
by histology which leads to a positive predictive value of 97%. The remaining
patient (HCV+ and alcohol abuses) presented a METAVIR fibrosis stage F3.
Out of the 34 patients with cirrhosis confirmed by histology, 1/3 had a
prothrombin time higher than 80% and platelets count higher than
120000/mm3, which would not have led to cirrhosis suspicion. FibroScan
presents a perfect accessibility for patient in difficulty regarding alcohol seen
either in AC. LSM confirms the data from the literature stating that in France
20% of patients attending AC have cirrhosis. LSM should allow early
diagnostic of cirrhosis and to modify the follow up and care of alcoholic
patients.
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N.K. Mello, J.H. Mendelson, I.M. Knudson and M. Kelly, McLean Hospital,
Belmont, and Harvard Medical School, Boston, MA

ACUTE EFFECTS OF TESTOSTERONE AND PROGESTERONE ON COCAINE
SELF-ADMINISTRATION BY FEMALE RHESUS MONKEYS

Gonadal steroid hormones influence some of cocaine’s behavioral effects in
preclinical studies (Lynch et al., 2002; Mello and Mendelson, 2002).
Testosterone has mood-elevating effects in men and post-menopausal women,
whereas high levels of progesterone are often associated with dysphoric effects
in women (Mello and Mendelson, 2002). The present study was designed to
evaluate the effects of acute administration of testosterone and progesterone on
cocaine self-administration by female rhesus monkeys. We examined the
effects of single doses of testosterone (0.001-0.01 mg/kg, i.m.) and
progesterone (0.1, 0.2 and 0.3 mg/kg, i.m.) on cocaine self-administration dose-
effect curves (0.001-0.3 mg/kg/inj).  Each monkey served as her own control
across gonadal steroid hormone treatment conditions.  Cocaine self-
administration (0.10 mg/kg/inj) was maintained on an FR30 schedule of
reinforcement, and monkeys had unlimited access to cocaine during one 2 hr
session each day.  Testosterone or progesterone was administered before each
test session, twice each week on Tuesday and Friday.  Cocaine doses were
administered in an irregular order during each cocaine dose-effect
determination, and the same dose order was used in an individual monkey in all
treatment conditions.  Blood samples for hormone analysis were collected at the
end of each test session. Preliminary findings indicate that both testosterone
(0.001-0.01 mg/kg, i.m.) and progesterone (0.2 and 0.3 mg/kg, i.m.) produced a
downward and rightward shift in the cocaine self-administration dose-effect
curve.  Progesterone administration also decreases ratings of positive subjective
effects after smoked cocaine in women (Evans and Foltin, 2002), but the
interactions between testosterone and the subjective effects of cocaine are
unknown.
This research was supported in part by R01-DA14670, P01-DA14528, K05-
DA00101 and K05-DA00064 from the National Institute on Drug Abuse, NIH.
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P.C. Meltzer, B.K. Madras and D. Butler, Organix Inc. Woburn, MA and
Harvard Medical School and New England Regional Primate Research Center,
Southborough, MA

THE SEARCH FOR COCAINE PHARMACOTHERAPIES CONTINUES: ANALOGS
OF PYRROLIDINYLTOLYL PENTANONE (PYROVALERONE) ARE POTENT
INHIBITORS OF MONOAMINE TRANSPORT

The search for cocaine pharmacotherapies has been centered largely around
three classes of compounds: Molecules based upon the bicyclo[3.2.1]octane
system of cocaine itself have featured most prominently, and the tropanes and
their 8-hetero analogs (C, N, S) have been widely and extensively investigated.
GBR analogs and compounds based upon methylphenidate have also offered
promising avenues. In contrast, pyrovalerone, which was first synthesized and
evaluated as a stimulant in 1964, was reported in 1992 to be a potent inhibitor
of the dopamine and norepinephrine transporters, and a weak inhibitor of
serotonin transport. Notwithstanding these tantalizing data, structure activity
relationships for this class of monoamine inhibitors have not been reported. We
will describe the synthesis and biological evaluation of an array of pyrovalerone
analogs. The parent compound has proven to be a biologically enantioselective
DAT and NET inhibitor. In general, modification at the aromatic ring in this
class is well tolerated, however displacement of the pyrrolidine ring along the
carbon chain results in substantial loss of activity. Certain analogs manifest
some selectivity for DAT inhibition over NET, while most show selectivity for
DAT inhibition versus inhibition of SERT.

Acknowledgments: Supported by NIDA (PM: DA1-8825, DA 11542. BKM:
DA 06303, DA 11558)
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J.H. Mendelson, M.B. Sholar, N.V. Goletiani, A.J. Siegel and N.K. Mello,
McLean Hospital, Belmont, and Harvard Medical School, Boston, MA

THE EFFECTS OF CIGARETTE SMOKING ON MOOD STATES AND THE HPA
AXIS DURING MENSTRUAL CYCLE PHASE

Twelve healthy adult women who met DSM-IV criteria for nicotine
dependence provided informed consent for participation in studies designed to
examine if menstrual cycle phase influenced the acute effects of cigarette
smoking on subjective and neuroendocrine measures.  Six follicular phase
women (progesterone = 0.73 ± 0.15 ng/ml) and six luteal phase women
(progesterone = 9.18 ± 1.55 ng/ml) were studied after overnight abstinence
from smoking.  Baseline carbon monoxide levels were less than 5 ppm and did
not differ significantly between the two groups.  Women smoked a
commercially available, high dose nicotine cigarette under controlled
conditions.  Subjects took one 5 sec puff every 30 sec for 12 min.  Plasma
nicotine levels increased significantly within 4 min (P< 0.05), and remained
significantly above baseline levels throughout the 120 min study session.  Peak
plasma nicotine levels were equivalent in the two groups of women, and
averaged 23.4 ± 5.4 ng/ml and 24.3 ± 2.2 ng/ml.  Heart rate increased
significantly from baseline within 2 min (P <0.05) and there were no
differences between follicular and luteal phase women.  However, cigarette
smoking produced higher ratings of positive subjective effects on a Visual
Analogue Scale (VAS) in follicular phase women than in luteal phase women.
VAS ratings of High and Rush were higher in follicular than in luteal phase
women. ACTH peak levels were also higher in follicular than in luteal phase
women.  Plasma levels of ACTH increased significantly within 14 min after
smoking began and ACTH increases were followed by significant increases in
cortisol and DHEA (P< 0.05).  Cortisol and DHEA were also higher in
follicular phase women than in luteal phase women.  These findings suggest
that menstrual cycle phase modulates the effects of cigarette smoking on mood
states and neuroendocrine hormones in women.  There are many similarities
between the subjective and endocrine effects of cigarette smoking and i.v.
cocaine (Jones et al., 1999; Mendelson et al., 2003).  These preliminary
findings are consistent with clinical and preclinical reports that high levels of
progesterone during the luteal phase and/or progesterone administration may
attenuate subjective reactions to cocaine and decrease cocaine self-
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M.I. Mendoza-Baumgart and D.K. Hatsukami, University of Minnesota,
Minneapolis, MN

NEWER SMOKELESS TOBACCO PRODUCTS COMPARED TO MEDICINAL
NICOTINE: HEALTH AND BEHAVIORAL CONSEQUENCES

Background: Although smokeless tobacco has the potential to be used as a
harm reduction method for cigarette smokers, it still contains toxins and is
consequently not harmless. Thus, it is important to further examine health
effects, risks and benefits of these products, and compare them with existing
medicinal nicotine products. Methods: Thirty nine participants were
randomized to use either Exalt tobacco packets or Commit medicinal nicotine
lozenge and 26 participants were randomized to use either Ariva compressed
powdered tobacco lozenge or Commit. Participants were asked to continue
smoking their own brand of cigarettes for at least 1 week, were randomly
assigned to quit smoking and use either smokeless tobacco (Exalt and Ariva) or
Commit nicotine lozenge for 2 weeks, then crossed over to use the other
product for two weeks. At the end of this sampling phase, subjects underwent a
product choice week. Assessments were made weekly during baseline cigarette
use and 5 weeks of treatment. Outcome measures included subjective and
behavioral responses. Bodily samples were obtained to examine biochemical
markers of tobacco exposure. Results: Data has been analyzed on participants
who met the inclusion criteria and completed the study. Weekly ratings on drug
liking and on withdrawal symptoms showed no significant differences between
Exalt or Ariva and Commit. Participants who use Exalt and Commit perceived
the first product to which they were assigned as affording more relief from
withdrawal and urges to smoke and as easier and more satisfying to use while
those who used Ariva and Commit found Ariva as easier and more satisfying to
use. During choice week, the participants who used Exalt and Commit preferred
Commit more than Exalt in subjects assigned to Commit initially; and equal
preferences for the two products were observed in subjects assigned to Exalt
initially. The participants who used Ariva and Commit preferred Ariva
regardless of which product they were assigned initially. Conclusion: Both
Exalt or Ariva and nicotine lozenge produced similar subjective effects.
Commit was preferred more than Exalt but less preferred than Ariva. Funded by
P50 DA13333.
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S. Meshberg-Cohen, D. Langhorst, T. Vance, K. Reid-Quiñones and D. Svikis,
Virginia Commonwealth University, Richmond, VA

TRAIT ANXIETY AND MARIJUANA USE IN PREGNANT WOMEN

The purpose of this study was to examine the relationship between trait anxiety
and marijuana use in pregnant women.  The sample included 413 pregnant
women seeking care at an urban OB/GYN clinic.  All women provided
informed consent and self-report data were collected with a questionnaire
battery, which included the State-Trait Anxiety Inventory (STAI) and a Health
Behavior Survey that assessed for substance use including marijuana (time
since last use).  Nearly half of the sample (N=185; 44.8%) reported marijuana
use.  The mean STAI trait anxiety score for all women was 42.1 (SD = 10.4)
and analyses were performed using a dichotomous grouping of those women
with STAI scores below (low trait anxiety) and above (high trait anxiety) the
mean score.  Chi square analysis compared women with high (N = 92) and low
(N = 93) trait anxiety.  Women with high trait anxiety were more likely to
report marijuana use within the past month (74.2% vs. 25.8%) and past 6
months (63.5% vs. 36.5%) as compared to women with low trait anxiety (p
< .01).  Also, women in their second trimester who had high trait anxiety
reported more recent marijuana use compared to women with low trait anxiety
(p < .05).  Finally, among women with unplanned pregnancies, significantly
more women with high trait anxiety (74.1% vs. 25.9%) had smoked marijuana
within the past month as compared to women with low trait anxiety (p < .05).
This relationship between high trait anxiety and recent (within past 6 months)
marijuana use warrants further study. Screening for trait anxiety in pregnant
woman may help to identify prenatal behavioral risk factors such as drug use.
From a practitioner's standpoint, these results suggest that treatment for anxiety
may be useful for pregnant women.
This research supported by NIH grants DA11476 and AA 11802.
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N.P. Messina, M.L. Prendergast and W. Burdon, University of California,
Los Angeles, CA

TRAUMA HISTORIES AMONG CALIFORNIA WOMEN INMATES

The extent to which traditional therapeutic community (TC) methods meet the
specialized treatment needs of drug-dependent women in prison is largely
unknown. Drug-dependent women offenders entering prison treatment
programs often report severe levels of polydrug abuse, psychological
impairment, and histories of sexual/physical abuse. In fact, a large percent of
these women meet the criteria for post-traumatic stress disorder. The trauma
that results from early victimization increases the risk of interpersonal violence
in womens adolescent and adult relationships and is a strong predictor of
subsequent substance abuse and criminal activity. The purpose of this study is
to identify specific traumatic events that are most prevalent over the life course
of incarcerated women offenders. In-depth baseline interview data for 316
women inmates from the Central California Women’s Facility were conducted,
including the Life Stressor and the Trauma Symptom Checklist. Chi-square
analysis and t-tests will identify life history data for those who were (171) and
those who were not (145) in prison-based treatment.  Self-report data come
from a 5-year process and outcome evaluation of the California Department of
Corrections treatment expansion initiative. Thirty-six percent of the treatment
group women were identified with co-occurring substance abuse and
psychological disorders. None of the women in the comparison group met
criteria for a psychiatric disorder. Yet, similar numbers of women in the two
groups reported sexual and physical abuse in childhood and adulthood (42%
treatment group and 40% comparison group). Preliminary findings within the
treatment group show that women with psychological impairments were most
likely to be reincarcerated within 12-months of their parole, compared with
women with no psychological impairments. Further data analysis is currently
being conducted and will be available at the time of the presentation.
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M.D. Metcalf, D. Bernard, X. Yang, J.B. Wang, A.D. MacKerell Jr. and A.
Coop, University of Maryland School of Pharmacy, Baltimore, MD

REFINEMENT OF THE DELTA OPIOID ANTAGONIST CONFORMATIONALLY
SAMPLED PHARMACOPHORE USING 5’-HALOGEN-SUBSTITUTED ANALOGS
OF NALTRINDOLE

The cloned and functionally characterized receptors mu, delta, and kappa
comprise the opioid receptor system.  Mu agonists are widely used in the
treatment of chronic pain but are limited by the development of tolerance which
leads to severe side effects, such as constipation and respiratory depression,
when the dose is increased.  Studies have shown that delta opioid antagonists,
when co-administered with a mu opioid agonist, decrease the development of
tolerance to the mu opioid agonist.  As part of our efforts in this area we
recently developed a 2D conformationally sampled pharmacophore (CSP) for
distinguishing delta receptor agonists and antagonists1.  To further refine our
model’s predictability of delta antagonists we envisioned a series of naltrindole
(NTI) and oxymorphindole (OMI) analogs with halogen substitutions at the 5’
position.  The 5’-F NTI analog has previously been reported as a delta opioid
antagonist, and the 5’-Cl NTI reported without pharmacological data.  By
increasing the hydrophobic group via increasing halogen size we will test the
quantitative predictability of the delta antagonist CSP.  Three 5’-halogen
substituted analogs of naltrindole were prepared and shown to have excellent
affinity for delta receptors: 5’-F (Ki = 3.26), 5’-Cl (Ki = 1.15), 5’-Br (Ki =
1.74).  All possessed low affinity for mu receptors (Ki > 100 nM).  These
agents represent analogs of naltrindole with good affinity and selectivity for the
delta opioid receptor and excellent candidates to test the predictability of the
CSP.  We gratefully acknowledge NIDA (Grant DA-13583) for financial
support.

1. Bernard D, Coop A, MacKerell Jr., AD. J.Am.Chem.Soc. 2003, 125, 3101.
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A.C. Mezzich, M. Swaney and B.S. Day, University of Pittsburgh, Pittsburgh,
PA

MATERNAL MALTREATMENT, SUBSTANCE ABUSE, AND CHILD’S
DYSREGULATION

Maltreated children are at high risk for psychological and physiological
dysregulation as well as early onset substance use disorder (SUD).
Psychological and physiological dysregulation usually precedes SUD.  Children
at high risk for early onset SUD because of family SUD are characterized by
psychological and physiological dysregulation.  The majority of studies of high
risk children have been conducted in children of SUD fathers.  Thus, the
principal objective of this study was to determine the relative contribution of
physical neglect and abusive parenting in interaction with negative parental
attitude to the affective, behavioral, and physiological dysregulation in the 1-6
year-old offspring of 19-23 year old young women with adolescent onset SUD
(age 14-18). The average age, number of years of education, and level and
socioeconomic status (SES) are 21.2 (sd=1.5) years, 12.6 (sd=1.6) years, and
33.4 (11.7) respectively. The ethnic composition is 63% Caucasians, 31%
African Americans, and 6% other ethnic background.  The average age of the
offspring is 2.7 years (sd=1.6). The multiple regression revealed that controlling
for current substance use (SU) involvement severity and SES level, abusive
parenting (Beta=.33, p<.001) and negative parental attitude (Beta=-.17, p<.05)
were directly related to the offspring’s dysregulation. The model explained 16%
of the total variance of offspring’s dysregulation (F=5.5, p<.001).  The
interaction of negative parental attitude with abusive parenting and physical
neglect was not significantly related to offspring’s dysregulation. In conclusion,
regardless of SES level and severity of SU involvement, abusive parenting and
negative parental attitude are related to the 1-6 year old offspring’s
dysregulation of adolescent onset SUD women. Training adolescent onset SUD
young adult women in parenting and self-regulation skills may prevent the
development of dysregulation in the offspring that may result in early onset
SUD.
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C.C. Michaels and S.G. Holtzman, Emory University School of Medicine,
Atlanta, GA

MATERNAL SEPARATION ALTERS SUCROSE CONSUMPTION IN BOTH
OFFSPRING AND DAM MONTHS LATER

Previous research has provided evidence that stress during early postnatal
development can have a multitude of long lasting effects on the physiology and
behavior of offspring and mother.  What effect stress during this time period
may have on measures of drug and non drug reward in adulthood has not been
investigated extensively.  Therefore, the purpose of the present study was to
determine the effect of early postnatal stress on the consumption of sucrose, a
non drug reward.  For the first two weeks following parturition, mixed sex
litters of Long-Evans rats were either not handled (NH) or maternally separated
(MS) daily for a period ranging from 15 min to 3 hr.  Only male offspring (n =
16/group) were tested, when 3-4 months old, and dams (n = 16/group) were
tested 2-4 weeks post weaning.  A two bottle preference test was performed
daily across 5 consecutive days; one bottle contained deionized water, and the
other a 10% sucrose solution.  Rats were allowed to consume freely both
liquids for 1 hr.  Offspring and dams from both groups consumed the same total
amount of fluid and amount of sucrose on the first test day, and increased
consumption across days.  MS offspring, however, increased sucrose
consumption at a greater rate and on days 4 and 5 consumed significantly more
than NH controls on average: 26.7 and 28.8ml/kg vs 18.0 and 17.7ml/kg,
respectively (p<0.05).  A similar pattern was observed for dams.  MS and NH
dams consumed similar amounts of sucrose on day 1, however across days MS
dams increased consumption at a greater rate, consuming significantly more
than NH controls on days 3, 4, and 5.  In addition, sucrose made up a
significantly higher proportion of MS dams fluid intake relative to NH dams,
averaging 90, 87, and 89% vs 62, 62, and 67%, respectively (p<0.05).  These
findings suggest that early postnatal stress, as modeled by maternal separation,
may have long lasting effects on intake of a non drug reinforcer by both
offspring and mother.  (This research was supported by NIH grants DA14122
and K05 DA00008)
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J.B. Milby, J.E. Schumacher, D. Wallace, M.J. Freedman, S. Kertesz, M.
Viikinsalo and R.E. Vucinich, University of Alabama at Birmingham,
Birmingham, AL and RHO Federal Systems Division Inc., Chapel Hill, NC

CM FOR HOUSING AND WORK PERFORMANCE ARE SUFFICIENT TO
ESTABLISH SUSTAINED ABSTINENCE IN HOMELESS SUBSTANCE ABUSERS

For cocaine dependent homeless persons, randomized trials have shown that
contingency management (CM) with housing, behavioral day treatment, and
work therapy reduces substance abuse (SA). While day treatment is a typical
(and costly) intervention, it is unknown whether it confers any further reduction
in substance use beyond CM alone. We offer preliminary results from a
randomized controlled trial comparing abstinence outcomes between
contingency-managed housing and work only (CM Only, n=86), and CM with
daily behavioral day treatment (CM+, n=90). All subjects were provided a
furnished apartment with food for the initial treatment week.  In week 2 and
thereafter,   a drug-free urine test permitted subjects to remain in provided
housing and work therapy    (subjects were moved from housing to a shelter
within 6 hrs. of a drug positive urine). CM Only subjects received only these 2
interventions for 24 weeks, while CM+ subjects additionally received day
treatment each morning for weeks 1-8, and aftercare with abstinent contingent,
housing and work therapy with performance incentives during weeks 9-24
(Phase 2).  Urine was tested MWF for cocaine, marijuana and alcohol through 6
months. Intention-to-treat analyses assessed subjects for wks 1-24.  Average
percent abstinent per week was: 65% (CM Only) versus 73% (CM+) in Phase
1, and 54% (CM Only) versus 61% (CM+) in Phase 2.  GEE analysis for
differences across both phases was non-significant, P=0.31.  Average
consecutive wks abstinent was 11.1 (CM Only) versus 13.4 (CM+), a
marginally significant difference (p=0.08).  Results are similar to prior trials
showing benefit of CM when added to day treatment.  Findings suggest that full
scale day treatment confers marginal benefit, possibly limited by ceiling effects,
beyond contingency managed housing and work alone.  The impact of either
approach on long term, abstinence, housing and employment status awaits long
term follow-up data.
Supported by NIDA RO1 DA11789-04
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L.L. Miller, A.P. McKinney, J.P. Wagner and M. Galizio, University of North
Carolina, Wilmington, NC

POTENTIATION OF LEARNING DISRUPTION BY COMBINATIONS OF
MORPHINE AND NMDA ANTAGONIST LY235959

Recent research has demonstrated that LY235959 (LY) and other NMDA
receptor antagonists can attenuate the development of tolerance to morphine
(MS) and other opiates. This research suggests a possible role in pain
management for combinations of the two classes of drugs to reduce morphine
tolerance and dependence. However, adverse side effects of such combinations
(e.g., impairment of learning and memory), may limit this role.  In the present
study, the effects of LY, and MS on 14 rats were assessed in the Morris Swim
task (N=7), a spatial learning task, and in a non-spatial olfactory discrimination
task (N=7). Both tasks were studied using repeated acquisitions procedures.
Thus, in the spatial task, rats learned to swim to a new platform position in each
session, while in the non-spatial task, rats learned a new olfactory
discrimination in each session. In addition, after determining dose-response
curves of drugs in each task, the compounds were administered in combination
to determine the acute effects of the drug interaction on performance of the
tasks. Rats received combinations of selected doses of MS (1.0, 3.0, 5.6, 10.0
and 17.0 mg/kg) and LY (1.0, 1.7, 3.0, and 5.6 mg/kg). Both drugs impaired
learning at the highest doses tested (p < .05). Importantly, combinations of
relatively low doses of LY and MS produced pronounced impairment of both
spatial and non-spatial learning. That is, doses of LY and MS which were
inactive when administered alone produced learning impairments when given in
combination. The potentiation of the learning impairment produced by these
drugs may limit the therapeutic value of combining NMDA receptor
antagonists and opiate analgesics in pain management.
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A. Miller, L.F. Zinn, and T.A. Ridenour, Pennsylvania State University, State
College, and The Second Mile, State College, PA

EARLY SUBSTANCE INITIATION AND IMPULSIVITY, INATTENTION,
PERCEIVED SAFENESS, AND CHRONIC STRESS

Early initiation of substance use increases risk for later substance abuse and
dependence.  However, etiological studies of early initiation of tobacco and
alcohol use are rare.  This study was conducted to clarify the roles of
impulsivity, inattention, perceived safeness of substance use, and early
initiation of tobacco (EIT) and alcohol (EIA).  Participants were 245
Pennsylvanians, 8 to 13 years old, experiencing a chronic stressor and were
generally from low socioeconomic strata.  Logistic regression analyses were
conducted in which EIT or EIA were outcomes.  Age and gender were
controlled for statistically.  Sample composition was 57.4% girls, 77.6%
Caucasian, and 50.8% received a free lunch at school.  EIA was reported by
29.1% of participants.  EIT was reported by 16.1% of participants.  Impulsivity
was associated with EIA after accounting for parental use, friend use,
susceptibility to peer pressure, and perceived safety of alcohol use.  The
interaction between impulsivity and perceived safety of alcohol accounted for
additional early initiators of alcohol use above their main effects.  Inattention
was associated with EIA after controlling for parental use, friend use,
susceptibility to peer pressure, but not after adding perceived safety of alcohol
use.  Having a friend who uses tobacco and susceptibility to peer pressure
accounted for the associations between EIT and impulsivity and inattention, but
not the perceived safety of substance use.  Educating children regarding the
dangers of substance use in a developmentally appropriate way may help
prevention EIT and EIA.
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K.L. Mills, University of New South Wales, Sydney, Australia

THE IMPACT OF POST TRAUMATIC STRESS DISORDER ON 2-YEAR
TREATMENT OUTCOMES FOR HEROIN DEPENDENCE

Several small scale studies have found post traumatic stress disorder (PTSD) to
have an adverse impact on short term substance abuse treatment outcomes. This
paper presents findings from the first study to examine the impact of PTSD on
2 year treatment outcomes among an Australian sample of male and female
heroin users with multiple sources of trauma. A cohort of 615 heroin users
(535 entering treatment and a comparison group of 80 heroin users not in
treatment) were recruited and followed-up at 3, 12, and 24 months, with follow-
up rates of 89%, 80% and 76% respectively. These follow-up rates are
approximately 10% higher than that of similar studies conducted
internationally. At baseline, 42% of the sample met criteria for lifetime DSM-
IV PTSD. Of those with a lifetime diagnosis, 75% had experienced symptoms
of the disorder in the preceding 12 months. As those with PTSD were found to
present with a poorer clinical profile (e.g., more extensive polydrug use, poorer
physical and mental health), it was hypothesized that the treatment outcomes of
individuals with PTSD would be poorer than those without PTSD. Using
generalized estimating equations (GEE) both groups were found to demonstrate
similar improvements in terms of employment, heroin and other drug use, risk-
taking and injection-related health, criminal involvement, and mental health
over the two years. However, at each time point individuals with PTSD were
less likely to be employed, were in poorer general mental health, and were more
likely to have overdosed, to be diagnosed with major depression, and to have
attempted suicide. Additionally, although the physical health of both groups
significantly improved from baseline to 3 month follow-up, it did not continue
to improve beyond this point for those with PTSD whereas those without PTSD
continued to improve. It is concluded that a well-designed intervention
targeting both heroin dependence and PTSD may help to improve the treatment
outcomes of those with PTSD.

472

118



CPDD 2005 Annual Meeting, Wyndham Palace, Orlando, FL

A.C.E. Minerly, S.J. Russo, L.M. Kemen, A. Nazarian, H.B.K. Wu, K.M.
Weierstall, A. Akhavan, S. Jenab and V. Quinones-Jenab, Hunter College and
City University of New York, New York, NY

EFFECTS OF TESTOSTERONE ON COCAINE-INDUCED CONDITIONED PLACE
PREFERENCE:  SILASTIC CAPSULE IMPLANTS VS. ACUTE
ADMINISTRATION

Anabolic steroids are synthetic derivatives of testosterone (T), which have a
high abuse potential.  Concurrently, some anabolic steroid users also abuse
cocaine.  Although both substances lead to complex behavioral responses, little
is known about the physiological and behavioral effects of testosterone when
co-administered with cocaine.  In the present study, we examined the
hypothesis that testosterone influences the development of psychomotor and
reward responses to cocaine.  Castrated 8-week old male Fisher rats received
placebo or testosterone in SILASTIC capsules (30 mm, filled with 100% T, 1 to
3 capsules implanted subcutaneously one week prior to conditioning) or sc..
injections (400, 800, or 1200 µg/kg) concurrent with cocaine administration.
Chronic testosterone administration did not alter cocaine-induced CPP.
However, when administered concurrently with cocaine, testosterone affected
the development of cocaine CPP dose-dependently.  Only the lowest dose of
testosterone (400 µg/kg) blocked the expression of cocaine-induced CPP.
Testosterone did not affect cocaine-induced locomotor activity at any of the
doses tested with either method of administration.  Testosterone/saline-treated
controls did not develop CPP, suggesting that when using these doses and
methods of administration, testosterone does not produce rewarding or motor
responses.  These data suggest that chronic exogenous testosterone
administration in male rats may play a limited role in cocaine-induced reward
associations and locomotor responses.

Acknowledgments:  This work was supported by:   506-GM 60655, and NF
39534.
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S. Minnes, T.A. Ridenour, L.T. Singer, A. Miller and S. Satayathum, Case
Western Reserve University, Cleveland, OH and The Pennsylvania State
University, State College, PA

ASSESSMENT OF SUBSTANCE ABUSE RISK FACTORS IN 9-YEAR-OLD
PRENATALLY DRUG-EXPOSED CHILDREN USING THE ALEXSA

Children prenatally exposed to cocaine (C+) may be at risk for early substance
abuse due to the negative effects of cocaine on fetal development.  ALEXSA, a
computerized self assessment of substance use and risk factors for children ages
9-12 was given to 121 C+ and 120 C- 9-year old,  African American, urban,
low SES subjects.   Substance use, conduct disorder, depression, irritability,
disinhibition, thrill seeking, tolerance of deviancy, impulsiveness, inattention,
academic competence, and parental attachment and permissiveness were
assessed.  Group comparisons were examined using t-tests and chi-squared
tests.  Linear and logistic regressions were used, controlling for covariates.
Groups were not different for the # of children who tried alcohol (8.3% C+ vs.
8.3%C-), tobacco (0% C+ vs. 3%C-) or marijuana (2%C+ vs. 0%C-).  Gang
exposure score was greater for C+ children compared to C- (.34 vs. .21; p<.05).
No specific negative effects of cocaine exposure were found when controlling
for confounders.  Higher caregiver cigarettes use was positively associated with
knowing someone in a gang (p<.02).  Child self report of greater conduct
disorder was positively associated with higher prenatal alcohol exposure
(p<.003) and negatively with cocaine exposure (p<.10).  Increased thrill and
adventure seeking was positively associated with higher maternal performance
IQ (p<.002) and lower caregiver cigarette use (p<.01).  Higher tolerance of
deviancy was associated with lower SES (p<.001) and higher caregiver
cigarette use (p<.05).  Greater inattention was associated with 3rd trimester
marijuana exposure (p<.03), and academic competence was predicted by higher
caregiver cigarette use (p<.02).  Higher maternal education was positively
associated with parental attachment (p<.02) and negatively associated with
depression (p<.02).  At age nine, prenatal cocaine exposure is not a specific risk
factor for early substance use or risk. Current caregiver drug use and other
prenatal exposures are associated with substance abuse risk.
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K. Miyagawa, M. Narita, M. Miyatake, K. Mizuo, M. Tomita and T. Suzuki,
Hoshi University School of Pharmacy and Pharmaceutical Science, Tokyo,
Japan

INFLUENCE OF AN ENDOCRINE DISRUPTOR BISPHENOL-A IN DOPAMINE-
DEPENDENT REWARDING EFFECT AND ASTROCYTIC ACTIVATION

Bisphenol-A has been extensively evaluated for toxicity in a variety of tests as
the most common environmental endocrine disruptors.  In the previous study,
we reported that prenatal and neonatal exposure to bisphenol-A markedly
enhanced the rewarding effect induced by either morphine or methamphetamine
and induced up-regulation of the central dopamine D1 receptor associated with
down-regulation of the central dopamine D3 receptor.  It is also known that
bisphenol-A binds to estrogen receptor with the low affinity.  In the present
study, we found that the prenatal and neonatal exposure to bisphenol-A (3
microg/kg/day, 200 mg/kg/day, p.o.), but not 17beta-estradiol (3 microg/kg/day
p.o.), significantly enhanced the morphine-induced rewarding effect (n=7-8,
p<0.05, p<0.01 v.s. vehicle treatment group) using a place preference paradigm.
We also demonstrated that the exposure to low-dose of bisphenol-A (1 pM, 24
hr), but not 17beta-estradiol (1 pM, 24 hr), induced astrocytic morphological
changes in purified and cultured astrocyte from newborn ICR mouse midbrain.
We next investigated whether these astrocytic morphological changes could be
associated with the functional changes in astrocytes using Ca2+ imaging test.
The exposure to low-dose of bisphenol-A (1 pM, 24 hr) significantly enhanced
the dopamine (100 microM)-induced astrocytic activation of the midbrain
astrocyte (n=63-72, p<0.05, v.s. medium alone).  These phenomena are also
induced by treatment of methamphetamine.  These results suggest that
bisphenol-A can directly induce astrocytic morphological changes associated
with functional changes in astrocyte.  These effects could lead to the change in
sensitivity to drugs of abuse.
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H. Miyata and T. Yanagita, Jikei University School of Medicine, Tokyo, Japan

INVOLVEMENT OF ENVIRONMENTAL STIMULI IN NCT-INDUCED CPP AND
ITS NEURAL MECHANISMS

The purpose of the present study was to 1) compare the influence of the
environmental stimuli associated with nicotine (NCT) effects and the
administration of the training dose of NCT on the persistence of NCT-induced
conditioned place preferences (CPPs), and 2) investigate the involvement of the
amygdala (AMY) and the nucleus accumbens (N.Acc) dopamine system in the
persistence of NCT-induced CPPs in rats. Exp.1. Rats were conditioned with
0.4 mg/kg NCT s.c. and then tested under two different conditions, that is, in
the absence and presence of the training dose of NCT 1 and 2 weeks, and 1, 2,
3, 4, 5, and 6 months after the establishment of conditioning. Almost the same
degree of a CPP persisted in both the test sessions under the conditions of a
drug-free state and under the conditions of a drug-injection state, throughout the
entire 6-month period after the establishment of conditioning. These results
indicate that the environmental stimuli associated with NCT effects function
just as powerfully as cues to maintain a CPP as the administration of the
training dose of NCT. Exp.2. 6-hydroxydopamine (6-OHDA) lesions of the
AMY dopamine system disrupted a CPP expressed by the environmental
stimuli in the test sessions lasting from 2 weeks to 6 months after conditioning,
but the lesions did not disrupt a CPP expressed by the administration of the
training dose of NCT. On the other hand, 6-OHDA lesions of the N.Acc
dopamine system did not affect the persistence of a CPP. These results indicate
that the AMY dopamine system is involved in the persistence of NCT-induced
CPPs expressed by the environmental stimuli associated with NCT effects.
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M.C. Moffett, H.M. Hsiung, M.A. Asnicar and M.J. Kuhar, Yerkes National
Primate Center, Emory University, Atlanta, GA and Eli Lily & Co.,
Indianapolis, IN

CART KNOCKOUT MICE RESPOND DIFFERENTLY TO COCAINE
AND NOVELTY THAN WILD-TYPE CONTROLS

CART peptide plays a role in anxiety-like behavior and to modulate
psychostimulant-induced locomotor activity.  To study the behavioral effects of
CART peptides relating to anxiety-like behavior and psychostimulants, we
examined open field exploration and cocaine-induced locomotor activity in
congenic CART knockout mice.  In addition, we measured the habituation to
the open field over a 120-minute test session.  In the 5 minute open field test,
CART peptide knockout mice displayed significantly less locomotor activity
with fewer horizontal and vertical beam breaks than wild type controls.  Wild-
types traveled greater distances in the center of the arena, however the time
spent in the center did not differ between genotypes.  On a separate occasion,
the mice were habituated to the open field arena over a 120 minute session
during which locomotor activity was measured.  There were no differences
between CART knockout and wild-type mice in horizontal and vertical
activities, or in total distance traveled.  These data suggest that the differences
in behavior seen in the genotype are due to the novelty of the environment and
not due to any differences in basic motor function.  In the final experiment, a
cocaine dose-response curve measuring locomotor behavior was generated.
The mice were given an hour to habituate to the chambers then briefly removed
for the administration of cocaine (1, 10, 30 or 50 mg/kg; i.p.) or saline (1 ml/kg;
i.p.) and replaced in the chamber for 3 additional hours.  There was a small,
although significant, overall effect of genotype on cocaine-induced locomotor
activity.  Compared to wild-types, CART deficient mice showed significantly
less horizontal activity and total distance traveled.  Furthermore, vertical
activity was lower in the CART knockouts, although this effect was
independent of cocaine dose.  The results from this study support the evidence
that CART peptide is involved in anxiety-like behaviors and plays a modulatory
role in psychostimulant-induced locomotor activity.  Supported by: RR00165,
DA00418 and DA10732.
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A. Mokri, H. Taherinakhost, M.C. Chawarski and R.S. Schottenfeld, Iranian
National Center for Addiction Studies, Tehran, Iran and Yale University School
of Medicine, New Haven, CT

OPIUM DEPENDENCE IN IRAN: A CONTINUING HABIT WITH INTRIGUING
NATURE AND COURSE

Introduction: In Iran, an estimated 2.5 million individuals, of an adult
population of 40 million, are currently dependent on opium or heroin; an
estimated 80% use opium, which is culturally less opposed  than heroin.
Differences between opium and heroin dependent patients and factors
associated with the transition from opium to heroin use have not been
systematically investigated. Method: From October 2003 to October 2004 a
total of 412 individuals meeting the DSM-IV criteria for opioid abuse or
dependence were assessed. Basic demographic information, drug abuse status
and history, HIV related high-risk behavior, and criminal history were assessed
by structured questionnaires. Results: Opium only abusers (n=215) were not
significantly differing from heroin abusers (n=158) regarding age, years of
addiction (7.39 ± 6.37 vs. 8.81 ± 7.57), education (9.12 ± 3.58 vs. 9.59 ± 3.34),
employment rate (58% vs. 62%) and marital status. But history of lifetime
injection drug use (71% vs. 14%), incarceration (63% vs. 33%) and amount of
money spent on drugs per day (9.5 ± 8.4 $ vs. 3.6  ± 2.4 $) was significantly
higher in heroin users. 18.7 % of opium users reported opium consumption only
once a day, while only 2.5% of heroin abusers reported using a single dose
daily use. HIV infection rate was significantly more prevalent in heroin abusers
(17% vs. 4%). Of note, virtually all opium users (97%) and heroin users (95%)
reported starting with opium use. Discussion:  Heroin dependence in Iran
occurs almost entirely among individuals who  first initiated opium use.
Initiation of heroin use is associated with injection drug use and higher risk of
adverse health and social consequences.  Investigation of factors associated
with the transition from opium use to heroin use and from smoking to injection
may facilitate development of effective secondary prevention interventions.
We are also currently investigating potential differences between opium and
heroin dependent individuals in response to opioid agonist and antagonist
maintenance treatment. Supported by R01 DA14718 and K24 DA00445
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J.R. Monterosso, C.P. Domier, X. Cordova, G. Ainslie, J. Xu and E.D. London,
University of California, Los Angeles, CA and Coatesville VA Medical Center,
Coatesville, PA

BEHAVIORAL AND NEURAL ACTIVITY DIFFERENCES BETWEEN
METHAMPHETAMINE ABUSERS AND CONTROLS PERFORMING A DELAY
DISCOUNTING TASK

Supported by NIH Grant K01 DA0051-01A1 (JM), NIH Grant 3R01
DA015179-02S1 (EDL), and UCLA NIH-supported General Clinical Research
Center 5M01RR000865-31.
Drug-abusing populations express a greater willingness than comparison groups
to trade reward value for reward immediacy (“delay discounting˜), which has
been used as a behavioral model of impulsivity.  We used fMRI to investigate
the neural substrates of this effect.  In Experiment 1, we compared delay
discounting for hypothetical money in 11 recently abstinent MA abusers and 15
controls.  Consistent with prior research, MA abusers displayed greater
discounting (p<.05).  In Experiment 2, participants completed a second delay
discounting procedure while undergoing fMRI.  Three trial types were used in a
block design: 1) “Difficult Choice” trials, in which the delay discounted value
of the alternatives were approximately equivalent (based on each individual’s
responses in Experiment 1); 2) “Easy Choice” trials, in which alternatives
differed dramatically in value, and 3) “No Choice” trials, in which participants
had to select one alternative.  Across groups, the Difficult Choice minus No
Choice contrast recruited activation bilaterally in the lateral orbitofrontal cortex,
dorsolateral prefrontal cortex, parietal cortex, and anterior cingulate (p<.05
corrected for all clusters). Groups did not differ significantly in recruited
activation during Difficult Choice trials.  On Easy Choice trials, MA abusers
exhibited greater activation than controls in the right dorsolateral prefrontal
cortex.  In light of previous data indicating increased delay discounting while
under working memory load, as well as impairment of working memory among
MA abusers, these findings suggest that variability in working memory
efficiency may contribute to differences in delay discounting.
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I.D. Montoya, D.A. Gorelick, J.R. Schroeder, C. Contoreggi, K.L. Preston, R.E.
Johnson and P.J. Fudala, NIDA/DPMC, Bethesda, MD,  NIH/NIDA Intramural
Research Program, Baltimore, MD, Johns Hopkins University, Baltimore, MD
and University of Pennsylvania, Philadelphia, PA

EXPLORATORY ANALYSIS OF THE EFFECT OF BUPRENORPHINE
TREATMENT ON MARIJUANA USE

Cannabinoid CB1 receptors and mu-opioid receptors (mOR) are both localized
at synapses in the nucleus accumbens.  Behavioral studies in rodents and
monkeys report that the reinforcing effects of marijuana are reduced by mOR
antagonists, but this effect has not been demonstrated in humans. We evaluated
the influence of buprenorphine, a kappa OR antagonist and partial  mOR
agonist, on marijuana use (as measured by proportion of thrice weekly urine
samples that were positive for marijuana) in 90 dually (cocaine and heroin)
dependent outpatients who participated in a 13-week, controlled clinical trial of
sublingual buprenorphine: 16 mg (n = 22), 8 mg (n = 22), or 2 mg (n = 24)
daily or 16 mg every other day (qod) (n = 22). These subjects reported
marijuana use in the 30 days prior to screening and/or had a urine sample
positive for marijuana during the first week of treatment. The treatment groups
were comparable with respect to sociodemographic characteristics and retention
in treatment. The effect of buprenorphine dose on marijuana use was assessed
during 10 weeks of buprenorphine maintenance treatment using a repeated-
measures logistic regression model containing terms for treatment group, time,
and treatment group by time interactions.  From treatment week 1 to 10, the
proportions of marijuana-positive urine samples decreased for all treatment
groups. This reduction was smallest in the 16 mg qod group.  This was
confirmed by the logistic regression model, which showed that the main effect
of time was statistically significant (F=6.48, df=1,1357, p=0.01), as was the
interaction between 16 qod and time (F=5.22, df=1,1357, p=0.02). These results
should be interpreted with caution because the study was not prospectively
designed to evaluate the efficacy of buprenorphine maintenance for reducing
marijuana use. Further study of buprenorphine for the treatment of marijuana
use among opioid-dependent individuals is warranted.
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E.T. Moolchan, M. Jaszyna-Gasior, C.E. Collie, S.J. Heishman and F.H.
Franken, NIH/NIDA Intramural Research Program, Baltimore, MD

DOES RECENT MARIJUANA USE PREDICT LAPSE TO SMOKING DURING
ADOLESCENT CESSATION TREATMENT?

Marijuana (MJ) use, including blunts (gutted cigars filled with marijuana), has
been shown to negatively impact tobacco cessation.  Additionally, lapse to
smoking is associated with poor tobacco cessation treatment outcome in adults.
We examined the relationship between adolescents’ recent MJ use and lapse to
smoking during a 3-month tobacco cessation treatment study. Lapse visit was
defined as any visit at which tobacco smoking was reported or expired air CO
was >6 ppm immediately subsequent to a visit when the participant was
abstinent from tobacco. A non-lapse visit was defined as any visit at which the
participant was abstinent by self-report and CO≤ 6 ppm. Tobacco dependent
adolescent participants were randomized to a 3-arm cessation trial using
cognitive behavioral therapy and nicotine replacement (patch, gum or placebo).
We examined data from 166 visits among 36 participants (mean +/-[SD ] age
15.2+/-1.2 years, FTND score 6.6+/-1.1, years smoked 2.5+/-1.4, cigarettes per
day 5.5+/-5.7, 66% female) who had at least one tobacco abstinent visit.
Logistic regression analysis controlling for randomization group showed that
recent MJ use significantly predicted tobacco smoking lapse (p=0.042). Given
the high prevalence of MJ use among adolescent tobacco smokers, addressing
MJ use should be a therapeutic priority in maintaining tobacco abstinence.
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M. Mooney, C. Green, F.G. Moeller, H. Rhoades, J. Grabowski and J. Schmitz,
University of Texas-Houston, Houston, TX

GENDER AND IMPULSIVITY IN COCAINE-DEPENDENCE TREATMENT
OUTCOMES: A MULTISTUDY ANALYSIS

Gender differences in cocaine effects have been observed in both animal and
human laboratory studies. In addition, treatment-seeking cocaine users also
differ by gender.  Recently, the role of impulsivity in the initiation and
persistence of stimulant use has been reported, but its interaction with gender
has been little examined.  In 6 clinical trials for cocaine dependence, we
administered the Dickman Impulsivity Inventory (DII), yielding Functional and
Dysfunctional Impulsivity (FI, DI) scores. The purpose of the current analyses
was to describe gender and impulsivity in cocaine-dependent patients (N = 450,
28% female) and to evaluate the influence of these variables in predicting
cocaine use (cocaine urines) and treatment completion (days of treatment).
Using Poisson regression, we evaluated models that included demographic
variables, cocaine dependence severity, gender, impulsivity, and gender’s
interaction with impulsivity.   Baseline differences in gender showed lower
levels of FI and higher levels of DI in females (p<.05).  Significant predictors
(p<.05) of cocaine use  included, age, cocaine positive status on intake, and
route of administration, while race predicted treatment completion.  Re-
examination of the factor structure of the DII was conducted by exploratory
factor analysis on a random sub-sample followed by confirmatory factor
analytic cross-validation on the remaining hold-out sample: A three factor
solution resulted (RMSEA =.06, CFI = .90).  Re-analysis of the data employing
these new factor scores was conducted, but impulsivity and gender still failed to
predict outcomes. Despite baseline gender differences in impulsivity, these
factors did not predict cocaine use or treatment completion in this self-selected
sample.  Gender and impulsivity may still prove important factors in treatment
success, when evaluated in more representative samples, using other measures
of impulsivity, including delay discounting and psychophysiological
approaches.
ACKNOWLEDGMENTS: Supported NIDA Grant 09262-02.
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B.A. Moore, R.S. Schottenfeld and D.A. Fiellin, Yale University School of
Medicine, New Haven, CT

FREQUENCY OF MARIJUANA USE PREDICTS RETENTION AND TREATMENT
OUTCOME IN OFFICE-BASED BUPRENORPHINE TREATMENT FOR OPIOID
DEPENDENCE

Prior research on the impact of marijuana use on opiate agonist maintenance
treatment has reported conflicting findings: Some studies found poorer outcome
in methadone maintenance and greater likelihood of relapse among marijuana
users (Wasserman, et al., 1998; Kotzker, et al., 1979), while others found little
or no relationship (Epstein & Preston, 2003; Weizman et al., 2004).  To date, no
studies have examined whether marijuana use affects treatment response in
office-based buprenorphine maintenance or whether the effects of marijuana on
outcome depend on severity of its use.
We examined opioid dependent individuals who initiated treatment in a 24-
week randomized clinical trial in a primary care clinic.  Since THC was not
included in weekly urine screens conducted in the study, we examined
frequency of self-reported weekly marijuana use among only those individuals
who reported some marijuana use (N = 72).  Participants reported marijuana use
on a mean of 7.6 weeks during treatment (SD = 6.4, Range 1 to 26).
Correlation and multiple regression were used to examine weeks marijuana use
with demographic variables, substance-use characteristics and risk factors, and
treatment outcomes.  Greater weeks of marijuana use was associated with
younger age (.02), fewer consecutive weeks of opiate negative urine screens (r
= -.33, p = .005) and cocaine negative urine screens (r = -.32, p = .006), less
likelihood of completing treatment (r = -.32, p = .006) and fewer days in
treatment (r = -.41, p <.001).  Number of weeks of marijuana use during
treatment was not associated with gender (.46), employment (.62), race (.25),
years of opiate use (.96), injection drug use (.78), and prior methadone
maintenance (.84).  In stepwise multiple regression analyses only age and days
in treatment were significant associated with number of weeks of marijuana
use.   We conclude that individuals who use marijuana more frequently during
office-based buprenorphine treatment have poorer retention and poorer
treatment outcome.    Supported by R21 DA 019246 (BM) RO1DA09803 (RS).

483

C. Morales, A. Vidal, M. Castellano, P. De Vicente, J.C. Perez de los Cobos, R.
Aleixandre, S. Tortajada and J.C. Valderrama, Instituto de Historia de la Ciencia
y Documentación Lopez Piñero (UV-CSIC), FEPAD, Generalitat Valenciana
and Hospital de la Santa Creu i Sant Pau, Valencia, Spain

TOWARDS AN AGREEMENT ABOUT EVALUATION INSTRUMENTS IN HEALTH
CARE UNITS ON DRUG ABUSE IN THE AUTONOMOUS REGION OF VALENCIA
(SPAIN)

The accomplishment of evaluation studies and follow-up of drug abuse
treatments needs the agreement in the utilization of tests and standardized
questionnaires. AIMS. This research aims to explore the evaluation
questionnaires used by professionals of Health Care Units on Drug Abuse in the
Autonomous Region of Valencia (Spain), and to obtain an agreement about
which group of tests should be used in all centers. METHOD. A combination of
qualitative techniques was conducted, including a semi-structured interview to
professionals of Health Care Units (n=34), a nominal group in each of the three
provinces integrating the Autonomous Region of Valencia (n1=19, n2=7,
n3=31) and a focus group (n=8). Once the data were compiled, a Content
Analysis was conducted. RESULTS. Only 12 centers use at least an evaluation
instrument on drug abuse or other related disorders jointly with another center.
The most used instruments are tests of measurement of aspects related to the
mood and anxiety ("Beck Depression Inventory", used by 24 centers, and the
“State Trait Anxiety Inventory” by 15 centers). These are the best valued tests:
a) drug abuse evaluation, EuropASI and MAP; b) opiate dependence
evaluation, OTI; c) alcohol consumption screening, AUDIT and MALT; and d)
cocaine consumption, CAST and CAP. CONCLUSIONS. The utilization of
instruments of substance abuse evaluation is not homogeneous. Nevertheless, a
consensus was established about the group of tests to use in all units, according
to the topic of evaluation, the type of addiction and the used substance. A
discussion of aspects related to the frequency and purpose of used tests was
carried out. Supported by Centro Superior de Investigación en Salud Pública,
Conselleria de Sanitat, Generalitat Valenciana
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D. Morgan, D.C.S. Roberts and Y. Liu, Wake Forest University School of
Medicine, Winston-Salem, NC

SENSITIZATION TO THE REINFORCING EFFECTS OF SELF-ADMINISTERED
COCAINE: INFLUENCE OF SPEED OF INJECTION

Speed of drug onset is assumed to be an important determinant of the abuse
liability of a drug. Studies in human and non-human primates suggest that the
subjective and reinforcing effects of cocaine can be influenced by route of
administration and/or speed of intravenous injection. Sensitization to the
reinforcing effects of cocaine was studied in rats with a restricted initial
exposure to cocaine. The effects of various injection durations (i.e. speed of
injection) on the development of sensitization was examined in rats self-
administering cocaine on a progressive ratio (PR) schedule. In addition, the
effects of cocaine dose on sensitization and the effects of injection duration on
the acute reinforcing effects of cocaine were examined. The initial study
demonstrated that the development of sensitization (i.e. progressive increases in
breakpoints) was dose-dependent. A robust sensitization to the reinforcing
effects of cocaine was replicated in animals receiving cocaine at the highest rate
(i.e. shortest duration; 5 sec), but not in animals receiving the same dose over
25 or 50 sec. Subsequent testing revealed that injection duration did not have
profound effects on the acute reinforcing effects of cocaine (assessed by
breakpoints or rate of responding on a fixed ratio schedule). These findings are
similar to recent studies demonstrating that the development of sensitization,
but not the acute responsivity, to cocaine’s locomotor-activating effects are
influenced by rate of intravenous injection. Taken together, we hypothesize that
the process of drug addiction involves both the acute reinforcing effects and the
development of sensitization.

485
K. Morgen, A. Laudet, V. Stanick, J. Carway and B. Sand, National
Development and Research Institutes, Inc., VIP Community Services, and
Woodhull Medical Center,
New York, NY

TOWARDS AN INTEGRATED PREDICTIVE MODEL OF 12-STEP AFFILIATION

Background: 12-step affiliation (attendance and activities) during and after
treatment is a crucial element of addiction recovery.  A number of separate
studies have identified potential predictors of sustained affiliation, including
recovery support, commitment to abstinence and the 12-step affiliation,
spirituality and religious involvement. Objectives: This study seeks to begin
developing an integrated model of predictors of 12-step affiliation by
examining predictors simultaneously. Methods: Consecutive admissions at two
publicly funded outpatient treatment programs in inner-city NYC
neighborhoods were interviewed at admission and again at treatment end. In
preliminary data (N = 106) analyses were conducted on 82 of these participants
who reported attendance of at least one 12-step meeting in their lifetime.
Domains considered as predictors were: commitment to abstinence and to 12-
step affiliation, spirituality, religious background and behaviors, social support
for recovery and addiction severity. Using structural equation modeling
software, a multiple regression analysis was conducted to assess the role of
these domains at admission in predicting 12-step affiliation at discharge.
Analyses controlled for length of time between last day of treatment attendance
and discharge interview as this period was variable across subjects. Results:
The model adequately fit the data accounting for 49.3% of the variance for 12-
step affiliation at discharge. Only commitment to 12-step affiliation and
religiousness at treatment entry predicted 12-step affiliation at discharge.
Conclusions: These early results suggest that embracement of 12-step ideology
early on in treatment may be critical to sustained 12-step affiliation and thus
should be fostered by clinicians among new clients. The religiousness finding is
inconsistent with earlier findings where the domain was assessed in isolation
and will be examined in greater depth with the full sample over repeated
assessment points.  Funded by National Institutes on Drug Abuse Grant R01
DA015133.
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J. Morgenstern, D.A. Bux, E. Labouvie, T. Morgan and K. Blanchard, Columbia
University School of Physicians and Surgeons and Columbia University, New
York, NY and Rutgers University, New Brunswick, NJ

CHANGE IN SOCIAL NETWORKS AFTER ADDICTIONS TREATMENT AND
RELATION TO TREATMENT OUTCOME

Substance users in the social networks of alcohol or drug abusers represent an
important risk factor for relapse. In the present study we present a replication of
previous findings showing that the presence of substance users in the networks
of substance abusers at baseline, and their continued presence post-treatment,
are significantly associated with poorer outcomes, using data on an independent
sample of 252 drug and alcohol abusers enrolled in outpatient, 12-step oriented
treatment. Participants received treatment at various levels of intensity (partial
hospital, intensive outpatient, or standard outpatient), according to problem
severity at intake. At baseline and 6 months post treatment participants
completed the Important Persons and Activities (IPA) interview to evaluate the
composition of social networks and alcohol/drug use among network members.
At follow up substance use in social networks had declined significantly from
baseline. Baseline abstinence, baseline proportion of moderate/heavy users in
the network, and change in this proportion after treatment, were regressed on 6-
month abstinence rate. The resulting regression function accounted for 37% of
the variance in 6-month abstinence rates, with social network variables
accounting for 13% of unique variance. Similar results were obtained when the
regressions were run separately for primary alcoholics and primary drug users.
Social networks’ influence on outcomes was limited to participants in intensive
treatment; among them, regressions of social network variables on outcome
accounted for 64% of variance in outcomes, with network variables accounting
for 31% of unique variance. Among outpatients, social networks did not
account for unique variance in outcomes. Post-hoc analyses demonstrated that
this disparity was not accounted for by differences in baseline characteristics
between partial hospital and outpatient participants. These results replicate our
original results concerning the role of social networks in substance use
treatment outcomes, and further clarify the role of treatment intensity in
accounting for this relationship.
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M. Mouratidis, M. Sofuoglu, J. Poling and T.R. Kosten, Yale University School
of Medicine, New Haven, and VA Connecticut Healthcare System, West Haven,
CT

CLASSICAL AND EMOTIONAL STROOP PERFORMANCE AS AN INDICATOR
OF TREATMENT RESPONSE IN OPIATE-DEPENDENT SMOKERS

Substance users have deficits in inhibitory control mechanisms. The Stroop
Test requires participants to override a dominant tendency and is a measure of
response inhibition and conflict.  This pilot study used the classical and
emotional Stroop tests (heroin and nicotine) as measures of sensitivity to
treatment response. The classical Stroop involves naming the color of the ink in
which the words red, blue, and green are printed. In the congruent trial, the
words are printed in same ink color as the word (the word printed in red ink). In
the incongruent trial, the words are printed in different color ink (the word red
printed in green ink). The emotional Stroop consist of nicotine related words
(smoke) and heroin related words (dope) printed in red, green, and blue.
Additionally, this study evaluated whether improvement in cognitive
performance following 6 weeks of treatment resulted in behavioral change
marked by decreased drug use.  A total of 30 male and female opioid dependent
smokers will have participate in this 13-week randomized, double-blind
placebo-controlled design study comparing bupropion (150 mg BID) to placebo
for smoking cessation in buprenorphine stabilized patients. In all trials
participants were asked to name the color of the ink.  Patients were
administered the classical and emotional Stroop tests at baseline and after 6
weeks of treatment with placebo or bupropion. Data were analyzed with
repeated measures ANOVA.  Currently, 6 control subjects and 7 bupropion
subjects have completed the study. Although the study is ongoing and will be
completed at the time of the presentation, the data from these subjects reflects a
trend toward improvement in reaction times during the incongruent, heroin, and
nicotine trials of the Stroop. The data suggest that there may be evidence that
classical and emotional versions of the Stroop can be sensitive outcome
measures of overall treatment effects.  Further studies will need to be conducted
with larger sample sizes.  (Supported by NIDA P50 DA 12762 and NIDA K12
DA00167)
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K. Munly, L. Hess, S. Nemes, L. Pelletier, M. Landry, E. Moolchan, Danya
International, Inc., Silver Spring, and NIH/NIDA Intramural Research Program,
Bethesda, MD

SENIOR ALCOHOL ABUSE: PROGRAMS FOR OLDER ADULTS AND
HEALTHCARE PROVIDERS

Alcohol-related problems among older adults remain largely undetected, and
clinical symptomatology remains largely underdiagnosed. This may be an
important oversight given that the current cohort of senior adults ages 55 and
older is the fastest growing age group based on recent census information. With
Phase I funding from the National Institute on Alcohol Abuse and Alcoholism,
Danya developed and piloted an educational intervention, Alcohol & Aging,
designed to increase awareness and knowledge about alcohol-related problems
among older adults and their professional caregivers. The intervention includes
a facilitator’s curriculum, an instructional video for facilitators, an educational
video for seniors, a Spanish version of the facilitator’s curriculum, and fact
sheets for older adults. In addition to relying on self-efficacy theory as a
backdrop to the program, Alcohol & Aging also relies on the Stages of Change
model to gauge motivational change over the intervention. Furthermore, with
funding from the National Institute on Aging, Danya developed and pilot tested
an online course, Alcohol Abuse Among Older Adults: A Guide for Home
Healthcare Nurses. The goal of this project was to develop and evaluate
educational and screening tools to enhance the skills of home healthcare nurses
in recognizing and addressing alcohol-related problems among older adults and
making appropriate referrals. In Phase I, Danya developed a seven module
online course and a rapidly administered alcohol screening instrument that
serves as an integral part of the course as well as a stand-alone tool. With a
Phase I supplement, the online course (inclusive of screening instrument) was
translated into Spanish. Given the seriousness of alcohol-related problems
among older adults, and the dearth of online courses addressing this issue, this
package represents a breakthrough in continuing education for home healthcare
providers. The key aspects of the senior alcohol curriculum and components of
the online course, the evaluation designs, and preliminary evaluation data will
be presented.
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C. Munoz-Plaza, S. Strauss, J. Astone, D. Des Jarlais and H. Hagan, National
Development and Research Institutes, Inc., New York, and Beth Israel Medical
Center, New York, NY

HIGHLIGHTING HEPATITIS C SERVICES AT DRUG TREATMENT PROGRAMS:
IDENTIFYING SOURCES OF INNOVATION

People with a history of injecting drugs are at risk for acquiring a variety of
blood borne viral infections, including the hepatitis C virus (HCV), which has
reached epidemic levels in the United States and abroad.  Research among drug
treatment programs in the U.S. suggests that there are gaps in the delivery of
HCV-related services. Some programs are working, however, to educate their
clients about HCV in an effort to help uninfected clients avoid infection and to
help infected clients cope with and manage their disease. Presenting qualitative
data collected in 2003, we highlight the education and support services at four
drug treatment programs and examine staff and client perspectives on the
factors that aided the implementation of these services at their respective
programs.  Overall, participants attributed the implementation of services to the
dedicated efforts of change agents within their programs who were committed
to delivering HCV services to their clients. While participants noted significant
institutional barriers to the delivery of HCV services, they identified at least one
staff member, community advocate, or alumnus/a of the program that
spearheaded the program’s efforts to address HCV.  Ultimately, our findings
suggest that some drug treatment programs are maximizing limited resources in
an effort to find unique ways of educating and supporting their clients with their
HCV-related needs.
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A.B. Myracle, S.S. Shafer, B.M. Elliott and N.E. Grunberg, Uniformed Services
University of the Health Sciences, Bethesda, MD

ENVIRONMENTAL ENRICHMENT AFFECTS NICOTINE’S ACTIVITY
STIMULATING ACTIONS IN MALES AND FEMALES DIFFERENTLY

There is increasing evidence that environmental factors (e.g., enriched versus
isolated housing) alter the stimulatory properties of nicotine in rats. However,
the extent in which these environmental factors affect nicotine's actions in male
versus female rats remains unknown.  The present experiment evaluated the
effects of housing conditions on nicotine-induced open field activity in isolated,
socially housed and environmentally enriched (housed with same sex rats and
toys) male and female rats.  Specifically, 72 male and female Sprague-Dawley
rats  were housed in one of three housing conditions (isolation, social, or
enriched) for two weeks. On day 15 of housing, animals were given 12 daily
injections (SC) of saline, 0.1 mg/kg, 0.5 mg/kg, or 1.0 mg/kg nicotine.  Open
field activity was measured for one hour immediately following nicotine (or
vehicle) injections on drug administration days 2, 6, 10, and 12. The results
indicate that, in comparison to socially and enriched housed male rats, male rats
housed in isolated environments are significantly more sensitive to the activity-
enhancing effects of nicotine. That is, nicotine's stimulatory actions appear after
fewer drug exposures and at lower doses (0.1 mg/kg and 0.5 mg/kg) for male
rats housed in isolation versus those housed socially or in enriched
environments.  Conversely, in comparison to female rats raised socially and in
isolation, female rats raised and housed in enriched environments appeared
more sensitive to nicotine's stimulatory properties. Specifically, for enriched
female rats, the stimulatory effects of nicotine were evident at a wide range of
doses (0.1 mg/kg and 1.0 mg/kg) after the first injection, an effect not seen in
animals in the other conditions. These findings indicate that environmental
influences on nicotine's stimulatory actions are not only different for males and
females, but differ based on the type of environment in which they are housed.
This work was supported in part by a grant from the Uniformed Services
University of the Health Sciences to NEG.
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K. Nanjo, M. Narita, M. Negishi and T. Suzuki, Hoshi University School of
Pharmacy and Pharmaceutical Sciences, Tokyo, Japan

FUNCTIONAL CHANGES IN BENZODIAZEPINE RECEPTOR AND OPIOIDERGIC
SYSTEM FOLLOWING CHRONIC MIDAZOLAM TREATMENT IN MICE

Benzodiazepines have been widely used as anxiolytics, hypnotics, sedatives and
anticonvulsants. Repeated treatment with benzodiazepines has shown to
develop their tolerance and dependence. Recent studies have indicated the
functional interaction between GABAergic and opioidergic systems. However,
the pharmacological interactions remain unclear.  In the present study, we
investigated whether chronic treatment with the benzodiazepine receptor
agonist midazolam could affect the protein levels of GABAA receptor subunits,
GABAA receptor-associated protein (GABARAP) and the opioidergic system.
We found that repeated administration of midazolam (12.7 mg/kg, i.p.) twice a
day for 7 days produced the marked reduction in both anticonvulsant and
myorelaxant effect (n=8 and 11, p<0.001 vs. acute treatment with midazolam)
associated with the down-regulation of GABAA receptor beta1-subunit and
GABARAP in the mouse frontal cortex (p<0.001 vs. vehicle treatment). Under
these conditions, repeated midazolam treatment resulted in a significant
suppression of the antinocicepitve effect of morphine (5 mg/kg, s.c.) (n=8-37,
p<0.05 vs. vehicle-morphine treatment) associated with the reduction in the
morphine-induced G-protein activation in the pons/medulla (p<0.001 vs.
vehicle treatment). Furthermore, the enhancement of G-protein activation by
kappa-opioid receptor agonists, trans-3,4-dichloro-N-(2-(1-pyrrolidinyl)-
cyclohexyl)bendene-acetamide (U-50,488H) and 2-(3,4-Dichlorophenyl)-N-
methyl-N-[(1S)-1-phenyl-2-(1-pyrrolidinyl)ethyl]acetamide (ICI-199,441) at 10
microM was significantly inhibited by chronic treatment with midazolam
(p<0.05 or p<0.001 vs. vehicle treatment). These findings suggest that repeated
midazolam treatment results in the suppression of antinociceptive effect of
morphine, which could be linked to the desensitization of the kappa-opioid
receptor in the brain. Considering the functional interaction between
GABAergic and opioidergic systems, the adequate choice of benzodiazepines
combined with opioids is required for the long-term treatment for the control of
severe pain.
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T.N. Nanovskaya, I.A. Nekhayeva, N. Karunaratne, K. Audus, G.D.V. Hankins
and M.S. Ahmed, University of Texas Medical Branch, Galveston, TX and
University of Kansas, Lawrence, KS

ROLE OF P GLYCOPROTEIN IN TRANSPLACENTAL TRANSFER OF
METHADONE

Methadone is the therapeutic agent of choice for treatment of the pregnant
opiate addict. However, little is known on the factors affecting its concentration
in the fetal circulation during pregnancy and how it might relate to neonatal
outcome. Therefore, a better understanding of the function of placental
metabolic enzymes and transporters should add to the knowledge of the tissues'
role in the disposition of methadone and its relation to neonatal outcome. The
goal of this investigation was to determine whether the expression and activity
of the efflux transporter P-glycoprotein (P-gp) localized in trophoblast tissue
affects the transplacental transfer of methadone. Data obtained utilizing the ex
vivo technique of dual perfusion of placental lobule and in vitro monolayers of
the trophoblast like BeWo cell line indicated that methadone is a substrate of P-
gp. The transfer of methadone to the fetal circuit was increased by 30% in
presence of the P-gp inhibitor GF120918 while the transfer of paclitaxel (taxol),
a known substrate of P-gp, was increased by 50%. The role of P-gp was
confirmed utilizing the trophoblast like BeWo cell line where the uptake of
methadone and taxol was also increased in presence of the P-gp inhibitor
cyclosporin A. Moreover, the expression of P-gp in placental brush border
membranes varied between term placentas. These data indicate that the
concentration of methadone in the fetal circuit of the dually perfused placental
lobule is dependent on the expression and activity of P-gp. Therefore, if the
above conclusion, based on ex vivo and in vitro data, is true in vivo then the
concentration of methadone in the fetal circulation during gestation will be
affected by the activity of the efflux transporter P-gp. Accordingly, it can be
assumed that the incidence and intensity of neonatal abstinence syndrome could
also be affected, at least in part, by the expression and activity of P-gp.
Supported by grants from NIDA to MSA and NICHD to K.A.
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M. Narita, M. Miyatake, M. Shibasaki, K. Shindo, A. Nakamura, M. Narita and
T. Suzuki, Hoshi University School of Pharmacy and Pharmaceutical Sciences,
Tokyo, Japan

ROLE OF GLIAL CELLS IN THE DEVELOPMENT OF METHAMPHETAMINE-
AND MORPHINE-INDUCED REWARDING EFFECTS

Two-way communication between neurons and glial cells is considered to be
essential for axonal conduction and synaptic transmission.  The purpose of
present study was then to examine in vitro and in vivo astrocytic responses to
methamphetamine (METH) and morphine (MRP).  Here we found that in vitro
treatment of neuron/glia cocultures with either METH (10-5 M) or MRP (10-5
M) for 3 days caused the activation of astrocytes, as detected by a stellate
morphology and an increase in glial fibrillary acid protein (GFAP).  Moreover,
immunoreactivity for the GFAP in the cingulate cortex was clearly increased by
repeated in vivo treatment with METH (1 mg/kg, s.c.) or MRP (5 mg/kg, s.c.) in
mice that exhibited the development of METH- and MRP-induced rewarding
effect.  It should be mentioned that mice that had been microinjected with
astrocyte-conditioned medium (ACM) obtained from culutred astrocytes of the
newborn mouse cortex into the nucleus accumbens via an infusion cannula
revealed a enhancement of both METH- and MRP-induced rewarding effects in
the place preference paradigm (METH: n= 8, p<0.05 vs. control group, MRP:
n= 8, p<0.05 vs. control group).  On the other hand, METH- and MRP- induced
astrocytic activaiton in neuron/glia cocultures was blocked by cotreatment with
a glial-modulating agent propentofylline (3 x 10-5 M).  Interestingly, treatment
with propentofylline (3 mg/kg, i.p.), significantly attenuated the development of
both METH- and MRP-induced rewarding effects (METH: n= 8, p<0.001 vs.
control group, MRP: n= 8, p<0.05 vs. control group).  These results support the
idea that the astrocytic activation induced by chronic treatment with either
METH or MRP is, at least in part, involved in the development of drug of
abuse.
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H.A. Navarro, J.L. Howard, G.T. Pollard and F.I. Carroll, RTI International,
Research Triangle Park, NC and Howard Associates, Research Triangle Park,
NC

THE DAT-SELECTIVE 3-PHENYLTROPANE, RTI-371, ANTAGONIZES THE
IN VIVO EFFECTS OF COCAINE

RTI-371 is highly DAT-selective 3-phenyltropane. It was evaluated in rats for
its ability  to elicit cocaine-like behaviors. RTI-371 was orally active in
locomotor activity testing  with an ED50 of 13.7 mg/kg, but its maximal
stimulatory effect on locomotion was only 45% of that observed with cocaine
(ED50 21 mg/kg). Compared to cocaine, RTI-371     exhibited a slower onset of
motor activation and a longer duration of action (2-4 hr). Interestingly, RTI-371
failed to substitute for cocaine in rats trained with 10 mg/kg cocaine. RTI-371
(30 mg/kg) reduced in vivo striatal [125I]RTI-55 binding by 50%, suggesting
poor brain penetration of the compound was not responsible for its weak
locomotor stimulatory effects and inactivity in the cocaine discrimination test.
Based on these data, RTI-371 (3 mg/kg, po) was evaluated for its potential to
inhibit cocaine-induced increases in locomotion. At this dose, RTI-371 failed to
increase locomotor activity, but inhibited nearly 85% of cocaine's stimulatory
effects 10 minutes after cocaine administration, and caused a 50% reduction the
peak effect of the drug. These data suggest that RTI-371 should be further
investigated as a potential cocaine medication.

Acknowledgment: This research was supported by NIDA grant DA 05477 and
DA11530.
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A. Nazarian, L.M. Kemen, H.B.K. Wu, T. Niyomchai and V. Quinones-Jenab,
Hunter College/City University of New York, New York, NY

SEX DIFFERENCES IN BEHAVIORAL SENSITIZATION TO COCAINE

Behavioral sensitization is a model for understanding the changes that occur
during the development of cocaine addiction.  Sex differences in the
development and maintenance of behavioral sensitization to cocaine have been
shown with daily single injections of the drug.  However, little is known about
how a more chronic and intense cocaine administration paradigm may affect
sex differences in cocaine sensitization.  To address this question, male and
female rats were randomly divided into three treatment groups:  saline (14 days,
twice daily i.p., 0.9% saline), chronic cocaine (14 days, twice daily, 15 mg/kg,
i.p.) or acute cocaine (13 days of saline treatment followed by one injection of
cocaine 15 mg/kg, i.p.).  Immediately following drug treatment, behavioral
responses to cocaine (ambulation, rearing and stereotypic behaviors) were
monitored for 60 minutes in automated activity chambers.  Male rats developed
sensitization only to cocaine-induced ambulatory activity.  Female rats, on the
other hand, did not demonstrate behavioral sensitization to ambulatory activity,
whereas they demonstrated tolerance to rearing activity.  Chronic and acute
cocaine administration produced similar stereotypic behavioral scores in male
and female rats.  Cocaine-induced behavioral tolerance in female rats is likely
due to their greater sensitivity to the psychostimulant actions of cocaine.  We
build on previously published results by demonstrating that female rats do not
develop locomotor sensitization with intense cocaine administration.

Support Contributed by SCORE 506-GM60654, and SNRP NS41073.
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A.P. Neal, J.W. Lewis, J.R. Traynor and S.M. Husbands, University of Bath,
Bath, UK and  University of Michigan, Ann Arbor, MI

STEREOSELECTIVE OXIME REDUCTION – A VERSATILE TOOL FOR THE
SYNTHESIS OF SELECTIVE OPIOID LIGANDS

The primary interaction of most ligands for G-protein coupled receptors
(GPCRs) and the protein is through a charged ammonium group in the ligand
and a conserved aspartic acid residue in the protein.  For the kappa opioid
receptor, it is with Asp138.  The development of new ligands for GPCRs,
including opioid receptors, frequently requires the asymmetric introduction of
this basic nitrogen during the synthesis.  Recently we reported the synthesis and
preliminary pharmacological evaluation of BU02042, a new kappa opioid
receptor antagonist based on a 2-amino-1,1-dimethyl-7-hydroxytetralin
message core, coupled to the 7-hydroxy-1,2,3,4-tetrahydroisoquinoline address
side chain of the known kappa opioid receptor antagonist JDTic.  While
prepared as a mixture of diastereoisomers, these could not be separated by
chromatography or crystallization.  We have therefore revisited the synthesis so
that BU02042 can be evaluated as single diastereoisomers.  We are also
interested in a simple 2-aryl-1-phenylethylamine that is claimed to be selective
for delta opioid receptors.  The synthesis of which again requires asymmetric
introduction of a nitrogen.  In both cases we have found that norephedrine
mediated zirconium borohydride asymmetric reduction of geometrically
defined oximes and oxime ethers allows access to the desired target molecules.
These results, their general applicability to the synthesis of opioid and other
ligands, and preliminary pharmacological data on the compounds will be
presented.
Supported by NIDA Grant DA 07315.

497

T.M. Neavins and C.J. Easton, Yale University School of Medicine, New
Haven, CT

THE RELIABILITY OF SELF-REPORT AND COLLATERAL REPORTS OF ANGER
MANAGEMENT STYLES AND AGGRESSION AMONG ALCOHOL-DEPENDENT,
DOMESTIC VIOLENCE OFFENDERS

Although female reports of their male partners’ domestic violence are
considered to be the gold standard in the field, obtaining partner reports is
controversial, given concerns about partners’ safety. In addition, partner reports
often are challenging to obtain and may inadvertently shift the locus of
treatment responsibility to partners.  Furthermore, many evidence-based,
randomized trials tend to exclude offenders who are not in a relationship due to
lack of collateral data.  Finally, treatment efficacy may be artificially inflated
when offenders deny violence during treatment simply because they do not
currently have a partner to aggress against.  However, they may continue to
have problems managing anger.  Given the documented associations between
substance use and domestic violence, these concerns are often magnified when
patients are alcohol dependent.  The present study was a randomized clinical
trial of 77 male, alcohol-dependent, patients seeking treatment both for
substance dependence and domestic violence (51% ethnic minorities; 62
completers). To assess domestic violence and anger management styles, the
Conflict Tactics Scales – Revised (CTS2) and the State-Trait Anger Expression
Inventory (STAXI) were administered to both male perpetrators and their
female partners. The results showed that male State Anger scores at baseline, as
reported by men, were significantly correlated with reports of male perpetration
of severe violence and injury at baseline, as reported both by men [r (55) = .37,
p < .01) and by women [r (13) = .57, p < .05]. Less severe male violence was
significantly associated with men’s Angry Temperament and Trait Anger
scores.  These results suggest the importance of utilizing standardized anger
management assessments when working with alcohol-dependent, domestic
violence offenders, especially when partner reports are unavailable or
counterindicated.  Further investigation is warranted.
Supported in part by the Donaghue Medical Research Foundation, DF#0026 (C.
J.E.)  and  pilot funds from the Yale Psychotherapy Development Center, P50
DA09241 (C.J.E.)
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M. Needham, H. Brown, T.W. Knealing, C.J. Wong and K. Silverman, Johns
Hopkins University School of Medicine, Baltimore, MD

RELIABILITY OF QUANTITATIVE URINALYSIS TESTING FOR COCAINE
ABSTINENCE REINFORCEMENT PROCEDURES

Preston and colleagues (1997) developed a potentially sensitive cocaine
abstinence reinforcement intervention that arranges reinforcement based on
amounts of decreases in benzoylecgonine concentrations across days.  The
method involves the use of quantitative urine testing, which requires manual
dilutions of urine samples that have benzoylecgonine concentrations that
exceed the measurable limits of the testing instrument.  This study was
designed to assess reliability of this quantitative testing method involving
manual dilutions.  Three trained staff members tested samples every Monday,
Wednesday and Friday over an 80-week period.  After all samples were tested
for a given day, urine sample(s) were randomly selected (1 of 20, on average)
for quality assurance testing in which independent staff member(s) retested the
selected sample(s).  For each sample selected, a testing reliability coefficient
was calculated by dividing the smallest concentration by the largest.  Reliability
coefficients > 0.81 were considered acceptable.  To assess the human error
introduced by manual dilutions, reliability coefficients (n=115) obtained during
this quality assurance procedure were compared to the test-retest reliability
coefficients (n=120) for samples that did not require manual dilutions.
Significantly (t=1.97; p=0.01) fewer of the quality assurances samples that
required manual dilution (85%) met the standard of acceptability (i.e.,
reliability coefficient > 0.81) than samples that did not require manual dilutions
(95%).  Also, the mean reliability coefficient for quality assurance samples
(mean 0.88, SD 0.11) was significantly (t=1.97; p=0.004) smaller than the mean
of test-retest reliability coefficients for samples that did not require dilution
(mean 0.91, SD 0.11).  Manual dilutions appear to introduce low rates of error
in testing.  These results suggest that quantitative testing can be used
appropriately in arranging abstinence reinforcement, however, the occasional
errors suggest that staff and patients should be encouraged to request retesting
of questionable results.    Supported by NIDA grant R01 DA13107
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S.S. Negus, N.K. Mello, B.E. Blough, M.H. Baumann and R.B. Rothman,
McLean Hospital, Belmont, MA, Research Triangle Institute, Research Triangle
Park, NC and NIH, Intramural Research Program,  Baltimore, MD

PRECLINICAL ASSESSMENT OF MONOAMINE RELEASERS AS TREATMENTS
FOR COCAINE DEPENDENCE

Cocaine dependence persists as a public health problem, and no consistently
effective treatment is available.  Promising clinical and preclinical results have
been obtained with the monoamine releaser d-amphetamine as a candidate
agonist medication; however, the use of amphetamine is limited by high abuse
potential.  Discovery of novel releasers that decrease cocaine self-
administration but have lower abuse potential would be beneficial.  One
approach is to modify the selectivity of releasers for dopamine (DA) and
serotonin (5HT) transporters, with the expectation that DA-mediated
reinforcing effects would be attenuated by 5HT effects.  The selectivity of
amphetamine is DA>>5HT.  The present study evaluated the effects of a range
of drugs with varying effects on DA and 5HT in assays of cocaine
discrimination and cocaine self-administration in rhesus monkeys.  Studies
have been completed with methamphetamine (DA>>5HT), PAL-287
(5HT>DA) and fenfluramine (5HT>>DA).  In the assay of cocaine
discrimination, 6 monkeys discriminated 0.4 mg/kg cocaine i.m. from saline.
Methamphetamine substituted for cocaine in all 6 monkeys, whereas PAL-287
and fenfluramine did not (substitution in 3/6 monkeys).  In the assay of cocaine
self-administration, 4 monkeys responded for cocaine (0.01 mg/kg/inj) and food
(1 gm pellets) under a second-order schedule.  Methamphetamine, PAL-287
and fenfluramine were administered by continuous i.v. infusion for 7 days.  All
three drugs dose-dependently decreased cocaine self-administration; however,
they differed in their effects on food-maintained responding.
Methamphetamine produced the most selective decrease in cocaine self-
administration, PAL-287 displayed intermediate selectivity, and fenfluramine
displayed no selectivity.  Studies with two other releasers, PAL-353
(DA>>5HT) and PAL-314 (DA>5HT), are ongoing.  These results may be
useful for guiding development of monoamine releasers as candidate
medications for treatment of cocaine dependence.  Support by: RO1-DA02519,
P01-DA14528, K05-00101, RO1-DA12970, NIDA/NIH
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I. Nekhayeva, T. Nanovskaya, P. Pentel, G.D.V. Hankins and M. S. Ahmed,
University of Texas Medical Branch, Galveston, TX and University of
Minnesota, Minneapolis, MN

EFFECT OF NICOTINE-SPECIFIC ANTIBODIES, NIC311 AND NIC-IGG, ON
THE TRANSFER OF NICOTINE ACROSS HUMAN PLACENTA

The adverse effects of smoking during pregnancy are, in part, due to nicotine.
The effects of nicotine on fetal development may be due to its concentration in
the circulation and/or that on placental functions. In the pregnant rat,
vaccination with a nicotine immunogen reduced the transfer of nicotine from
the maternal to fetal circulation. The goal of this investigation is to determine
the effect of nicotine-specific antibodies on the transfer of nicotine from the
maternal to fetal circuit of the dually perfused placental lobule. Two types of
nicotine-specific antibodies were investigated; nicotine-specific mouse
monoclonal antibody (Nic311, Kd for nicotine 50 nM) and IgG from rabbits
vaccinated with a nicotine immunogen (Nic-IgG, Kd 1.6 nM). The utilized term
placentas were divided into three groups according to the transfused compound
(s): First, control; Second, nicotine+Nic311and Third, nicotine+Nic-IgG. The
concentration of nicotine (40 ng/ml) used is that reported in the circulation of
smokers. Both the maternal circuit (MC) and fetal (FC) of the placental lobule
were re-circulated. In control placentas (First group), 14.4±3.2% of the initial
dose (ID) of nicotine added to the MC was transferred to the FC and its
concentration ratio in the FC/MC was 0.79±0.16. In the Second (nicotine
+Nic311), only 6.17±0.7 % of the ID of nicotine was transferred to the FC and
FC/MC was 0.2±0.03. In the Third (nicotine+Nic-IgG), nicotine transfer to the
FC was even lower (2.2±0.67% of its ID) and the FC/MC ratio was 0.06±0.02.
The accumulation of nicotine in the perfused tissue in presence of either Nic311
or Nic-IgG antibodies was 25% of that in their absence. These data suggest that
both Nic-IgG and the lower affinity Nic311 reduces nicotine transfer from the
MC to FC of the perfused lobule and support a potential protective role of
maternal immunization for the nicotine-exposed fetus.
Supported by grants from NIDA to P.P. and M.S.A
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K.J. Neufeld, V. King, M. Kidorf, K. Kolodner and R.K. Brooner, School of
Medicine, Johns Hopkins University, Baltimore, MD

GOOD TREATMENT RESPONSE IN ANTISOCIAL PATIENTS WITH CHRONIC
AND SEVERE OPIOID-DEPENDENCE

Comorbid antisocial personality disorder (APD) is widely viewed as an
extremely poor prognostic indicator in the treatment of patients with substance
use disorder.  Treatment studies supporting this view are largely post-hoc
analyses of interventions specifically designed to treat substance use disorder.
The present study reports on an intervention conceptually designed to manage
some of the prominent behavioral problems associated with both APD and
chronic drug dependence.  This prospective, randomized clinical trial included
100 subjects found to meet criteria for opioid dependence and APD on a
structured clinical diagnostic interview (SCID).  Antisocial problem severity
was assessed at study baseline (APD symptom number, PCL-R scores).
Participants were randomly assigned to the experimental (n = 51) or control
condition (n = 49) following stratification on gender, baseline drug use, and
presence of other psychiatric diagnoses.  The experimental condition utilized an
intensive contingency management intervention that determined routine aspects
of otherwise standard methadone treatment (dosing times, dosing levels, take-
home doses, number of counseling sessions) to help patients better manage the
impulsivity and persistently high drug cravings often associated with APD; the
control condition reflected standard methadone treatment approaches, including
the use of less predictable, intensive and organized contingencies on methadone
delivery.  Subjects in the experimental condition exhibited better treatment
response with greater adherence to counseling sessions (OR:4.0; 95%CI:2.4
-6.7) and fewer positive urine tests (OR:1.7; 95%CI:0.9,3.2) although both
groups had surprisingly low rates of drug- positive urine specimens.  Severity
measures of APD were negatively associated with treatment response in both
study groups.   The  implication of this study is that interventions tailored to
address both APD and the substance use disorder can clearly improve treatment
outcome in this challenging patient population.
(Supported by NIH-NIDA Grant #  RO1 DA05569 PI: RK Brooner)
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N.M. Neugebauer, Z. Zhang, P.A. Crooks, L.P. Dwoskin and M.T. Bardo,
University of Kentucky, Lexington, KY

EFFECT OF A NOVEL NICOTINIC RECEPTOR ANTAGONIST, N,N’-DODECANE
-1,12-DIYL-BIS-3 PICOLINIUM DIBROMIDE, ON NICOTINE SELF-
ADMINISTRATION AND LOCOMOTOR ACTIVITY IN RATS

The high incidence of tobacco use and relapse indicate that a more effective
pharmacotherapy is needed to aid in the cessation of tobacco dependence.
Nicotine (NIC) activates the mesolimbic dopamine system, which is thought to
mediate, at least in part, the reinforcing effects of nicotine. Therefore,
pharmacotherapies targeting the nicotinic cholinergic receptor subtypes that
modulate dopamine release may attenuate the reinforcing effects of NIC. The
current experiments assessed the behavioral effects of the novel nicotinic
receptor antagonist, N,N’-dodecane-1,12-diyl-bis-3-picolinium dibromide
(bPiDDB), which is thought to be selective for the nicotinic receptor subtype
(α6β2β3*) mediating NIC-evoked dopamine release. In order to assess the
effects of bPiDDB on the reinforcing effects of NIC, rats were trained to self-
administer NIC (0.03 mg/kg/infusion) and were subsequently pretreated with
bPiDDB (0, 0.1, 0.3, 1 and 3 mg/kg; SC). bPiDDB pretreatment (1 and 3
mg/kg) attenuated the number of  NIC infusions over the 60-min session. This
decrease appeared to be selective for NIC self-administration, as no differences
in sucrose-maintained responding were seen following bPiDDB pretreatment.
The effect of bPiDDB on NIC-induced locomotor activity was also assessed.
Rats were administered (SC) saline, mecamylamine (MEC, 1 mg/kg), or
bPiDDB (1 or 3 mg/kg) 15 min prior to NIC (0.4 mg/kg) for 10 consecutive
sessions. Following a 14-day withdrawal period, rats were challenged with NIC
(0.4 mg/kg).  MEC and bPiDDB (3 mg/kg) significantly attenuated the
initiation of NIC-induced locomotor sensitization, while only MEC
pretreatment blocked the expression of sensitization on the final NIC challenge
test. These results suggest that novel antagonists with selectivity for nicotinic
receptors mediating dopamine release, such as bPiDDB, may prove to be
beneficial in treating tobacco dependence. (supported by DA17548)
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J.L. Newman and P.M. Beardsley, Virginia Commonwealth University,
Richmond, VA

EFFECTS OF NMDA ANTAGONISTS ON PRIMARY AND SECONDARY
REINFORCING PROPERTIES OF COCAINE

Examining the neuropharmacological mechanisms underlying the ability of
environmental cues to elicit cocaine-seeking behavior is necessary for
understanding, and ultimately treating, cocaine use disorders. The excitatory
amino acid neurotransmitter, glutamate, is intimately involved in learning and
drug abuse, and is therefore in a unique position to mediate learned aspects of
drug abuse. The NMDA subtype of glutamate receptor has been suggested as a
potential target for potential medications for treating drug abuse disorders.
Using a novel procedure developed for examining the primary and secondary
reinforcing effects of cocaine in rhesus monkeys, memantine, phencyclidine,
dizocilpine, and gavestinel were examined for their effects on responding
maintained by stimuli associated with cocaine and by cocaine itself. The
findings of this study demonstrated that pretreatment with the low-affinity
uncompetitive channel blocker, memantine, reduced responding maintained by
stimulus presentation in three of four monkeys, but produced little effect on
responding maintained by cocaine infusions. The high-affinity channel
blockers, PCP and dizocilpine, reduced responding maintained by BS
presentation, but produced biphasic effects on responding maintained by
cocaine itself. Gavestinel, a glycine-site antagonist, had no systematic effects
on responding maintained by either reinforcer. These findings suggest that
NMDA receptor antagonists can differentially modulate the primary and
secondary reinforcing properties of cocaine dependent upon their selectivity,
and contribute to the understanding of the behavioral mechanisms by which
NMDA antagonists alter the reinforcing properties of cocaine.

Supported by NIDA grants F31 DA 16845 and DA R01442.
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T.F. Newton, A.D. Kalechstein, R. de la Garza, II, D.J. Cutting and W. Ling,
University of California, Los Angeles, CA

APATHY AS A PREDICTOR OF COCAINE-INDUCED CRAVING

Cocaine-induced craving has been implicated in maintaining ongoing cocaine
use and is presumed to be mediated by enhanced synaptic availability of
monoamines, including dopamine. Apathy is a neuropsychiatric syndrome that
is associated with dopaminergic abnormalities and is neurobiologically distinct
from depression.  Of importance, apathy has been observed to be prevalent
during the initial phases of abstinence in cocaine dependent individuals. In the
current report, we sought to investigate the relationship between apathy,
depression, and craving in response to an acute intravenous administration of
cocaine.  To this end, sixteen non-treatment seeking volunteers were evaluated.
Following acute intravenous administration of (40 mg), patients with low
apathy scores exhibited increased craving, whereas patients with high apathy
scores exhibited decreased craving.  Self-reported ratings of depression did not
account for the observed differences. These findings suggest that cocaine-
induced craving is not ubiquitous, and may not play a critical role in the
maintenance of cocaine dependence.  The relationship between self-reported
subjective experiences and subsequent drug-taking behavior requires further
investigation.

Supported by NIDA: DA00388,  DA014593, DA08804
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M. Nguyen, A.L. Farquharson, O.V. Lopatko, A.A. Somogyi and J.M. White,
University of Adelaide, Australia

THE PHYSIOLOGICAL AND SUBJECTIVE EFFECTS OF RACEMIC METHADONE
AND ITS INDIVIDUAL ENANTIOMERS: A DOUBLE-BLIND, PLACEBO-
CONTROLLED STUDY IN HEALTHY VOLUNTEERS

Racemic methadone is a 1:1 mixture of its two enantiomers, R- and S-
methadone. While only R-methadone is responsible for the direct opioid
effects, there is some evidence that S-methadone produces negative subjective
effects that may reduce the effectiveness of methadone maintenance treatment.
The aim of the study was to investigate the physiological and subjective effects
of  each of the enantiomers alone and in combination as racemic methadone.
The trial was a randomised, double blind, placebo controlled study in 6 healthy
volunteers. Each subject was studied on 4 occasions, one week apart, and
received a single dose of either racemic methadone (10 mg), R-methadone (5
mg), S-methadone (5 mg) or placebo via a 30 min. iv infusion. Plasma
concentrations, pupil diameter, respiratory rate, heart rate, blood pressure,
mood states and self-reported drug effects (including euphoria, drug liking,
drug strength, nausea), were measured at 14 time points over a 72 hour period
following each infusion. Plasma concentrations of each enantiomer were
similar whether administered as the individual enantiomer or in the racemic
mixture. The half-lives in the racemic mixture were 45±10 hours for R-
methadone and 36±6 hours for S-methadone. R-methadone and racemic
methadone produced typical opioid effects, including pupil constriction (both
P<0.0001), respiratory depression (both P<0.0001) and typical subjective
effects (P<0.001 and P<0.0001, respectively) that were of similar magnitude,
while S-methadone had no such effects. For some self-reported drug effects
(nausea, confusion, strength of drug effect) R- and S-methadone administered
alone produced little or no effect, whereas racemic methadone produced
significant increases compared to the control. In conclusion, while S-methadone
alone did not produce typical opioid effects, its combination with R-methadone
resulted in an increase in the magnitude of negative subjective effects and
nausea. Such an interaction may give rise to significant adverse effects in
patients maintained on racemic methadone.
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B.Á. Nic Dhonnchadha, J.J. Burmeister, R.G. Fox, A.M. Sandler and K.A.
Cunningham, University of Texas Medical Branch, Galveston, TX

BLOCKADE OF THE 5-HT2A RECEPTOR SUPPRESSES CUE-EVOKED
REINSTATEMENT IN A RAT SELF-ADMINISTRATION MODEL

Relapse to cocaine use is a considerable problem for maintenance of abstinence
in addicts and is often triggered by exposure to cues conditioned to drug use.
An animal model frequently employed to study reinstatement of drug-seeking
behavior in rodents was employed in the present study to assess the utility of
the 5-HT2AR antagonist M100907 to suppress responding for cocaine-
associated cues. Rats were trained to press a lever for cocaine (0.75
mg/kg/0.1ml i.v., FR 5) paired with light and tone cues and subsequently
underwent daily extinction sessions during which responding had no
consequences. After responding diminished, rats were tested for reinstatement
of responding by response-contingent presentations of the cues with and
without pretreatment with the selective 5-HT2AR antagonist M100907 (0.1 -
0.8 mg/kg i.p.). M100907 attenuated cue reinstatement at all doses tested. The
findings suggest that blockade of 5-HT2AR may attenuate the incentive
motivational effects of cocaine-associated cues. This is a selective effect of
M100907 on cocaine-seeking since injections of M100907 (0.1-0.8 mg/kg, i.p.)
failed to reduce responding for cocaine without significantly altering the
latency to initiate responding. These data suggest the possibility that selective
blockade of the 5-HT2AR may be a useful therapeutic approach to suppress
relapse in human cocaine addicts.
Supported by NIDA DA 00260 and DA 06511.
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L.D. Nickerson, J.R. Berko, J.M. Rodolico and S.E. Lukas, McLean Hospital,
Belmont, and Harvard Medical School, Boston, MA

EFFECTS OF DRUG CUE EXPOSURE ON CUE REACTIVITY MEASURED BY
EVENT-RELATED POTENTIAL RESPONSES TO MARIJUANA-RELATED
PICTURES IN MARIJUANA-DEPENDENT ADOLESCENTS

There have been many reports of differences between drug-dependent adults
and healthy controls in response to drug cues that have proven robust across
different drugs, cue modalities (e.g., pictures, videos, paraphernalia) and
measures (CBF, fMRI, EEG). To date, there has been only one study of cue
reactivity in adolescents. Differences in fMRI brain activity between alcohol
dependent teens and healthy controls were found when viewing pictures of
alcoholic beverages. In the present study, we assessed changes in the brain
electrical activity measured using EEG to pictures of marijuana (MJ)-related
cues after handling MJ paraphernalia and after handling neutral objects to
determine changes in cue reactivity due to cue exposure. Pictures of neutral (N)
objects and non-specific arousing (NSA) pictures were used for controls. Event-
related potentials (ERP) measured with EEG for 15 MJ-dependent adolescents
(12 males) were analyzed. Thirty two  channel EEG   (Electrocap) recording
parameters were: ISI=1550 ms, each picture shown for 750 ms, pseudorandom
order, no rare events presented in succession. Images were: frequent (50%) N
(chair, lamp); rare (25%) NSA (shark, moray eel); rare (25%) drug-related (DR)
(MJ paraphernalia, individuals smoking MJ). Subjects pushed one button for
NSA and a different button for DR; N were ignored. All data were corrected for
artifacts, baseline corrected and filtered. Grand averages revealed a greater
P300 response (an index of attention) to DR pictures than to either NSA (after
DR objects: p<0.01 and N objects: p<0.1 for t~400-600 ms) or N pictures (after
DR objects: p<0.01 and N objects p<0.1 for t~400-700 ms). Responses to DR
after handling drug paraphernalia were greater than the DR response after
handling neutral objects (p<0.1 for t=350-450 ms); responses to N and NSA
were not affected. The differences between DR and NSA and DR and N were
greatly increased after handling drug objects, indicating an increase in cue
reactivity due to arousal from exposure to the drug paraphernalia. Supported by
NIDA T32 DA15036-03, DA 03994 and KO5 DA00343.
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N. Niv and Y. Hser, University of California, Los Angeles, CA

GENDER AND ETHNIC DIFFERENCES IN TREATMENT UTILIZATION,
SATISFACTION AND OUTCOMES AMONG METHAMPHETAMINE ABUSERS

This prospective longitudinal study examined service needs, utilization,
satisfaction and treatment outcomes among 188 Hispanic (107 women and 81
men) and 577 White (325 women and 252 men) methamphetamine abusers
admitted to 43 drug treatment programs in California.  Data were collected at
intake and at 3 months and 9 months after admission into treatment.  The
Addiction Severity Index (ASI) was administered at both intake and the 9-
month follow-up interview to assess client’s problem severity or service needs,
and Treatment Service Review was given to a sub-sample at the 3-month
interview to measure service utilization and satisfaction. Results show that upon
entry into treatment, women are presenting with higher ASI scores than men in
the following domains: employment, family/social, and psychiatric.  Whites are
presenting with significantly greater psychiatric problems than Hispanics.
Conversely, Hispanics present with higher employment ASI scores than
Whites.  Service utilization and satisfaction data collected at the 3-month
follow-up revealed that gender was a significant predictor of whether the
individual received psychiatric and social services with more women receiving
such services than men.  Ethnicity was a significant predictor of whether the
individual received employment services, with more Whites receiving such
services than Hispanics.  There were no gender or ethnic differences in
treatment satisfaction.  In terms of treatment outcome, controlling for baseline
ASI scores, we found that gender was a significant predictor of employment
and legal outcomes with men having better work outcomes than women and
women having better legal outcomes than men.  Additionally, ethnicity was a
significant predictor of alcohol and family/social outcomes with Whites having
fewer alcohol problems than Hispanics and Hispanics having fewer
family/social problems than Whites.  Implications for service improvement will
be discussed.
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T. Niyomchai, S.J. Russo, E.D. Festa and V. Quinones-Jenab, City University of
New York and Hunter College, New York, NY

OVARIAN HORMONES MODULATE LEVELS OF DOPAMINE AND TURNOVER
RATES AFTER ACUTE COCAINE ADMINISTRATION

Previous studies have demonstrated that estrogen (E) and progesterone (P)
alone affect cocaine-induced behavioral activity in a dose-dependent and
temporal manner. In this study, E + P were co-administered at different ratios to
determine whether hormonal interactions in the estrous cycle contribute to
cocaine-induced alterations in behavior and in the dopamine system. Prior to an
acute injection of cocaine (15 mg/kg; i.p.) or saline, ovariectomized female rats
received vehicle (sesame oil), or E (10 µg or 50 µg; 48 hours; s.c.) and P (100
µg or 500 µg; 24 hours; s.c.). When animals were administered 50 mg E + 500
mg P (levels reflecting those observed during the late proestrus stage), total
locomotor behavior was enhanced while levels of dopamine (DA) in the
nucleus accumbens and the ratio of HVA to DA in the VTA were decreased.
Administration of 10 mg E + 500 mg   P (levels reflecting those observed
during the diestrus stage) inhibited total locomotor activity and decreased
baseline levels of DA. This study suggests that alterations in dopamine tone, as
a result of E and P interactions, may underlie the observed changes in cocaine-
induced behavior during the estrous cycle.

This research was supported by NIH/MARC 5 T34 GM07823-23, PS-CUNY,
RR-03037, NIDA DA 12136, SCORE 506-GM60654, and SNRP NF 39534.
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S.O. Nouvion, S.D. Lane, O.V. Tcheremissine, L.M. Lieving and D.R. Cherek,
University of Texas Health Science Center-Houston, Houston, TX

ACUTE EFFECTS OF ALPRAZOLAM ON PROACTIVE AND REACTIVE
AGGRESSION

Aggression has been consistently linked to substance abuse and dependence,
and exerts a significant toll on the healthcare system, as well as  on society  as a
whole.  Abuse  of   alprazolam (Xanax) has markedly increased in recent years,
and may play a role in modifying aggressive behavior.  Male and female
subjects were recruited through newspaper     advertisement, and participated
following obtainment of informed consent.  All subjects were screened for
current and past drug use.  All subjects were also screened for current and past
psychiatric disorder, as well as general physical health.  Subjects were excluded
for current drug use, any current or past AXIS-I disorder, with the exception of
past subs -tance use disorders.  However, subjects with extensive alcohol     or
benzodiazepine    histories were also excluded to minimize potential tolerance
effects.  Subjects were iden-tified as proactive or reactive via laboratory testing
using the Point Subtraction Aggress -ion Paradigm (PSAP) computer program.
Proactive subjects were identified as respond-ing aggressively without being
provoked.  Reactive subjects were identified as respond-  ing aggressively only
when provoked.  All subjects received 0.5, 1.0 and 2.0 mg doses    of
alprazolam, in ascending sequence, with a minimum of 3 placebo days between
doses.  Initial results indicate a decrease in aggressive responding in 4 out of 5
subjects follow-  ing alprazolam administration.  Subjects continue to be
recruited into the study.
Supported by NIDA grant DA 03166
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E.V. Nunes, A. Bisaga, E. Aharonovich and F. Garawi, Columbia University,
New York, NY

A PLACEBO-CONTROLLED TRIAL OF GABAPENTIN FOR COCAINE
DEPENDENCE

GABAergic inputs to the meso-limbic and meso-cortical dopamine system have
been postulated to exert inhibitory effects on drug reward and/or cue-elicited
craving, suggesting the hypothesis that medications which boost brain GABA
activity will be effective in treatment of drug dependence.  Here we report
results from a double-blind, placebo-controlled trial of the putatively
GABAergic anticonvulsant gabapentin, for treatment of cocaine dependence.
129 adult outpatients with cocaine dependence entered a two-week single blind
placebo lead-in, and 99 were randomized to gabapentin (up to 3200 mg/day) or
placebo, stratified by whether or not they achieved urine-confirmed abstinence
during the lead-in.  Patients received weekly, manual-guided relapse prevention
therapy, and were asked to visit the clinic 3 times per week during which urine
was collected.  The principal outcome measure was binary, cocaine use vs no
cocaine use, for each day during the trial evaluated by means of semi-
quantitative urine BE levels and application of Preston's new use criteria.  A
log-linear model was fit to estimate the odds of cocaine use over time, using
GEE (SAS PROC-GENMOD).  There were significant effects of baseline
abstinence (Z = -3.36, p = .001), time (Z = 3.74, p = .0001) and baseline by
time ( Z = 2.67, p = .007).  Patients without abstinence at baseline had higher
cocaine use during treatment, cocaine use decreased over time, and the decrease
was greater among patients who were not abstinent at baseline.  There was no
main effect of treatment (Z = 1.16, p = .25), but there was a non-significant
trend toward a treatment by baseline abstinence by time interaction, such that
patients who were abstinent during the lead-in had better outcome over time on
gabapentin than placebo.  The data suggest gabapentin is not effective overall
for treatment of cocaine dependence, but might have promise as a relapse
prevention agent.  The results will be discussed in the context of other recent
trials of anticonvulsant for cocaine dependence.

512

128



CPDD 2005 Annual Meeting, Wyndham Palace, Orlando, FL

H. Nyborg and H. Albeck, University of Aarhus, Denmark

DRUG ABUSE IN MENTAL ILLNESS ASSESSED THROUGH THE ASSOCIATION
BETWEEN DRUG ABUSE PATTERNS AND PSYCHIATRIC INVENTORIES

It is has been suggested that drug abuse can be considered as a kind of self-
medication. We examined this proposal by looking at the association of drug
(alcohol, marihuana, heroin, cocaine) abuse in relation to psychiatric status. We
had at our disposal an archival database of 4462 male veterans, who had been
evaluated with respect to several psychiatric scales: DSM-III (Diagnostic and
Statistical Manual of Mental Disorders): Somatization past year, DIS
(Diagnostic Interview Scale): Depression past year, general anxiety past year
and frequency of problems within past 6 months of insomnia, concentration,
memory, short temper, aggression/anger, “loss of interest”, “feeling distant”
and “feeling life meaningless”, MMPI (Minnesota Multiphasic Personality
Inventory): Hypochondria, depression, hysteria, psychopathy, paranoia,
obsession-compulsion, schizophrenia and hypomania. With respect to current
alcohol abuse/dependence (according to DIS) the strongest and significant
(p<0.00001) Spearman correlations are observed to psychophathy (R=0.21),
hypomania (R=0.18) and aggression/anger (R=0.17). With respect to drug
abuse (according to DIS) the strongest and significant correlations are observed
to psychopathy (R=0.16), hypomania (R=0.14) and schizophrenia (R=0.13).
Also in relation to current smoking of marihuana (MMPI), current cocaine use
(MMPI) and current use of heroin (MMPI) both the psychopathy and
hypomania scales demonstrate the strongest correlations. The drug use pattern
of the veterans was recorded both at entry into the military and approx. 20 years
later. Examination of the relationship between sustained drug use and
psychiatric status showed that sustained marihuana use had the strongest and
significant correlation to hypomania (R=0.08), “feeling distant” (R=0.07) and
schizophrenia (R=0.07), while sustained heroin use showed the strongest and
significant relations to “feeling life meaningless” (R=0.13) and psychopathy
(R=0.12). In conclusion the psychopathy and hypomania scales are the
psychiatric scales with the strongest relation to drug abuse.
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M.S. O’Brien and H.D. Chilcoat, Johns Hopkins University Bloomberg School
of Public Health, Baltimore, MD

AGGRESSIVE BEHAVIORS AND METHAMPHETAMINE USE AMONG YOUTHS
IN THE UNITED STATES

Aggressive or violent behavior is often noted as one of the negative
consequences of methamphetamine use among adults with supporting pre-
clinical evidence from studies of chronic methamphetamine administration in
mice. However, little research has been published which examines these
associations among adolescents. Using data from the 2002-2003 National
Survey on Drug Use and Health (NSDUH), we examined the association
between past-year methamphetamine use and past-year occurrence of three
aggressive/violent behaviors: serious arguments or fighting at school/work,
fighting with a group against another group, and attacking with intent to
seriously harm among youths ages 12 to 17 years old (N = 35,913). An
estimated 32% reported engaging in one or more of the three behaviors and an
estimated 0.8% had used methamphetamine in the past year. An estimated 69%
of methamphetamine users had engaged in at least one aggressive behavior
compared to 32% of non-methamphetamine users. In multivariable analysis,
users of methamphetamine were more likely to be female, from a Metropolitan
Statistical Area with fewer than 1 million inhabitants, and to have used other
drugs in the past year including marijuana, cocaine, inhalants, and
hallucinogens. Engaging in any two of the three aggressive behaviors in the
past year was an estimated two to three times more likely among youth who
had used methamphetamine (regardless of other drugs used) compared to
youths who had use hallucinogens (regardless of other drugs used)      (OR =
2.7, 95% CI: 2.0,3.7); engaging in all three aggressive behaviors was more than
five times as likely (OR = 5.2, 95% CI: 3.6,7.5). Similar results were found for
inhalants, cocaine, and marijuana. These data provide evidence to support the
relationship between methamphetamine and aggressive behavior among
adolescents. Further research is needed to investigate the temporal sequencing
of this association as well as possible gender and age differences, the influence
of psychiatric disorders, and other stressors that may account for both
methamphetamine use and aggressive behaviors. (Supported by NIDA
T32DA07202, CDC R49CCR318627).

514

G. O’Neil, University of Western Australia, Perth, Australia

LONG-TERM MANAGEMENT OF OPIATE-DEPENDENT PATIENTS WITH
NALTREXONE

Over a 4 year period 410 patients with opiate dependence presented for
management of their opiate addiction with a series of two or more Long Acting
O’Neil Naltrexone Implants.  In addition other patients have been treated with
one implant with the total number of patients presenting for naltrexone implants
being 1204. The intervals between implants varied from 2 to 44.4 months.
Patients were encouraged to consider a second implant prophalacticaly to
prevent relapses between 6-12 months.  The following table illustrates the
interval between implants.
Interval 1-3 months 23 (5.61%) Interval 12-15months 48 (11.71%)
Interval 4-6 months 99 (24.15%) Interval 15-18months 65 (15.85%)
Interval 7-9 months 67 (16.34%) Interval 19-21months 20 (4.88%)
Interval 10-12 months 60 (14.63%) Interval 22-24months 15 (3.66%)
At re-implant approximately 70% were opiate free and approximately 30% had
commenced opiate use but in the majority this was for <3 weeks at the time of
retreatment.  Opiate detox was noted to be less severe than expected for the
quantity of opiates used if the initial implant was less than 12 months old
(naltrexone blood level >1ng/ml). With long term management with naltrexone
implants (average 26 months) virtually all of the patients eliminate opiate use in
the first 3 months (opiate positive rate 3+ve results out of 830 tests) and when
opiate use returns it is usually quickly and efficiently treated with a repeat
implant.  Those patients presenting for standard repeat second implants between
6-9months virtually eliminate their relapses.  The risk of death in the population
from opiate overdose that we have observed is 0/2600 patient years contrasting
with an expected risk of death of 2/100 patient years.  This represents a new
form of pharmacotherapy with significant promise.  Further large studies with
longitudinal follow-up are required to validate these preliminary findings.
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C.P. Obando, C.F. Ríos-Bedoya and J.C. Anthony, Michigan State University,
East Lansing, MI

DRUG-DEALING AND RECENT-ONSET CANNABIS USERS IN THE U.S, 2003:
A RE-APPROACH BASED ON A NATIONALLY REPRESENTATIVE SAMPLE OF
1,244 YOUTHS

AIMS: Epidemiological diffusion of illegal drug-taking in a population can
accelerate when newly incident drug users join illegal drug distribution
networks. In this study, we build from our research group’s 'late-breaking
research' presented at CPDD’s June 2004 scientific meeting. For that report,
based upon data from the CY2002 National Survey on Drug Use and Health
(NSDUH), we found that an estimated 10% of recent-onset cannabis users age
10-17 years had become illegal drug dealers, with greater odds of dealing seen
for males, and for gang fighting youths, those with lower school grades, and
those with drug dependence. Here, we draw upon just-released NSDUH data
from CY2003. METHODS: Among >55,000 community participants, 1244
youths 12-17 yrs old were recent onset cannabis users (i.e., initiation within 24
months of assessment). Contingency and regression analyses  provided
estimates.  RESULTS: Estimates mainly confirm the 2002 results: (i) an
estimated 10% of recent onset cannabis users had become drug dealers, with
greater odds for males v. females (14% vs. 6.6%, p<0.01). (ii) Odds of drug
dealing were associated with gang-fighting (p<0.01), and less robustly, with
religiosity (p=0.06) (iii) Recent-onset cannabis users with rapid-onset cannabis
dependence were more likely to be drug dealing (p<0.01); other drug
dependence had associations that were either null or not statistically robust (i.e.,
p>0.05). DISCUSSION: This study strengthens and confirms prior evidence
that a small minority of young people are dealing illegal drugs soon after onset
of cannabis use. New users who deal are epidemiological ‘vectors’ who share
illegal drug involvement with others. Public health interventions to address
drug dealing soon after onset of cannabis use will be more challenging to the
extent that the drug-dealing youths are cannabis dependent, disengaged from
conventional social norms and from bonds to social structures such as school
and church. NIDA T32 DA07292, K05DA015799; MSU research fund.
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J. Ode, C.F. Ríos-Bedoya and J.C. Anthony, Michigan State University, East
Lansing, MI and Johns Hopkins University, Baltimore, MD

A MULTIVARIATE LOOK AT DRUG DEALING AMONG MULTI-PROBLEM
FEMALE YOUTHS IN THE US, CY2003

BACKGROUND & AIM: A November 2004 SAMHSA report on female
youths, based on CY2003 data from the National Survey on Drug Use and
Health (NSDUH), observed that 2%-3% had recently sold illegal drugs, using
an analysis approach that treated each conduct problem 1-by1. Here, we study
drug dealing using latent class analyses (LCA). METHODS: Data are from
public use files of NSDUH2003; 8,759 12-17 yr old community-dwelling
females were sampled and answered standardized questions on six recently
active CP: serious fighting (SF), group-fighting (GF), serious attack on others
(SA), stealing something worth > $50 (S$50), dealing illegal drugs (DD),
carrying handguns (CH). RESULTS: LCA analyses, via LatentGold software,
disclosed a three-class solution of best fit. There was a low prevalence multi-
problem class, 1.4% of the females. Within this class, for DD and S$50,
prevalence was 60%-70%; for HG, it was 40%. By comparison, in a ‘minimal
problems’ class (81% of females), and a ‘fighting’ class (18% of females), the
within-class prevalence of DD, S$50, and CH all were under 4%. In the small
class with high DD prevalence, fighting was even more prevalent: 86% for SF;
81% for GF, and 80% for SA. In the class with fighting but no DD, the values
were 75% for SF, 57% for GF, and 24% for SA. Valus for the ‘minimal
problems’ class were 8% for SF, 8% for GF, and 2% for SA. DISCUSSION:
Drug dealing among female youths in the US is concentrated within a relatively
low prevalence (1.4%) subgroup with multiple conduct problems; outside of
that subgroup, DD, S$50, and CH occur rarely. It is notable that 80% of this
small subgroup also engages in gang or group fighting. In plans for public
health and safety interventions to reduce diffusion of youthful drug use, it will
be important to understand female drug dealing in this multivariate context.
SUPPORT: NIDA D43TW005819, T32 DA07292, K05DA015799, MSU
research funds.
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D.C. Ompad, C.M. Fuller, C.A. Chan, D. Vlahov and S. Galea, New York
Academy of Medicine, New York, and Columbia University, New York, NY

HBV VACCINATION AMONG INJECTION DRUG USERS IN NEW YORK CITY:
MISSED OPPORTUNITIES FOR INTERVENTION

Objective: To assess the correlates of HBV vaccination among injection drug
users (IDUs) and identify missed opportunities for vaccination. Methods:
Adolescent and young adult (age 15-40) IDUs were recruited in New York City
between 2000 and 2004. We present data collected through interviewer-
administered questionnaires. Multivariable logistic regression was used to
identify correlates of HBV vaccination. Results: 364 IDUs were enrolled.  In
terms of HBV serology: 110 (30.2%) were previously infected, 65 (17.9%) had
been previously vaccinated and 165 (45.3%) were susceptible. We compared
vaccinated to susceptible IDUs to identify correlates of vaccination.  The
sample was 80% male, 78.7% Hispanic, 15.7% White, and 3.0% Black.  The
mean age was 26.0.  Of the 165 susceptible to HBV, 78 (47.3%) were HCV
seropositive.  In multivariable logistic regression, those aged ≥ 25 years and
those who felt they were unlikely to get HCV were significantly less likely to
have been vaccinated.  We also evaluated missed opportunities for vaccination.
We found that 30.8% of those who had ever been in drug/alcohol treatment,
41.5% of those who had been told by a health care worker that they had HCV,
and 25.3% of those who had been to the emergency room in the last six months
had been vaccinated for HBV. Conclusions:  The association between
vaccination and age is expected, due to the 1991 inclusion of HBV vaccination
in the recommended childhood immunization schedule.  Awareness and
education around the different hepatitis viruses is needed to address
individuals’ perceptions of personal risk.  HBV vaccination services should be
integrated into settings where IDUs, who may not actively seek preventative
health care services, are more likely to be engaged. In light of the high
prevalence of HCV infection, HBV vaccination is urgently needed to prevent
higher morbidity related to HCV-HBV coinfection.
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E.S. Onaivi, H. Ishiguro S. Patel, P.A. Meozzi, L. Myers, P.A.
Tagliaferro, C.M. Leonard, E. Gardner, A. Brusco, B.E.
Akinshola, Q.R. Liu, B. Hope and G.R. Uhl, William Paterson

PRESENCE AND FUNCTIONAL EXPRESSION OF PERIPHERAL CANNABINOID
CB2 RECEPTORS IN BRAIN

Depression and substance abuse are mental health problems associated with
stress.  The presence and expression of the peripheral type cannabinoid CB2
receptors in the brain and its regulation in depression and substance abuse is
unknown. Therefore, mice were subjected daily for four weeks to chronic mild
stress (CMS) and anhedonia was measured by the consumption of 2% sucrose
solution. Behavioral and rewarding effects of abused substances were
determined in the CMS and control animals. The expression of CB2 receptors
and their gene transcripts were compared in the brains of CMS and control
animals by Western blotting using CB2 receptor antibody and RT-PCR.  CMS
induced gender specific aversions, which were blocked by WIN 55212-2, a
non-specific CB1 and CB2 cannabinoid receptor agonist.  Direct CB2 antisense
oligonucleotide microinjection into the mouse brain induced anxiolysis
indicating that CB2 receptors are present in the brain and may influence
behavior. The expression of CB2 gene, which was influenced by CMS, was
dependent on the brain region examined and the strain of the mice used.
Furthermore, mice treated chronically, but not acutely with 20 mg/kg morphine
showed enhanced expression of CB2 gene in the midbrain, but not in striatum.
The major finding from these studies was the expression of CB2 receptors and
its gene transcript in the mouse brain that was enhanced by CMS. These
preliminary results if confirmed suggest that the CB2 receptors are expressed in
the mammalian brain and may be involved in depression and substance abuse.
Supported in part by WPUNJ SURP and CFR grants and NIDA IRP.
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S.J. Ondersma, D.S. Svikis, J.R. Beatty, L.A. Strathdee and C.R. Schuster,
Wayne State University, Detroit, MI and Virginia Commonwealth University,
Richmond, VA

A COMPUTER-BASED BRIEF MOTIVATIONAL INTERVENTION FOR
PERINATAL DRUG USE:  PRELIMINARY RESULTS FROM A PHASE II
CLINICAL TRIAL

The present study is an examination of the response of postpartum women with
histories of drug use to a single-session computer-based motivational
intervention. As part of an ongoing clinical trial, a total of 45 postpartum
women who reported drug use in the month prior to pregnancy were evaluated
at baseline (prior to leaving the hospital) and at a 3-month follow-up. At both
observations, data were collected using a Tablet PC (laptop with integrated
touch screen); at baseline, half of participants were randomly assigned to also
complete a 20-minute computer-based motivational intervention with three
components:  decisional balance, in which the pros and cons of drug use for the
participant are elicited; normed feedback, in which the participant’s drug use
and related consequences are compared to national norms; and optional goal-
setting, in which the participant, if willing, is guided through a self-directed
goal-setting process. Participants in the intervention condition also received two
non-tailored brochures by mail that addressed health issues, including drug use,
in a broad and non-threatening manner. At 3-month follow-up, there was no
difference between groups in either self-report of marijuana use over the past 3
months (77.8% across groups), or evidence of marijuana use by urinalysis
(78.0% across groups). However, women in the intervention condition were
significantly less likely to report use of cocaine, opiates, or amphetamines in
the past 3 months (20.8% vs. 0%; p = .04, Fisher’s Exact Test), a finding
receiving partial support from urinalysis results (14.3% of control condition
urine samples were positive for cocaine, opiates, or amphetamines, vs. 5.0% in
the intervention condition; p = .32, Fisher’s Exact Test). Intervention effect size
for hard drug use as indicated by urinalysis was d = .29. While preliminary,
these results are encouraging regarding the potential usefulness of this low-cost,
high reach, and highly replicable intervention in primary care.
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M. Orlando, S. Wenzel, S. Paddock, W. Mandell, P. Ebener, J. Dahl and L.
Damesek, RAND, Santa Monica, CA and Phoenix House, New York, NY

MEASURING THERAPEUTIC COMMUNITY SUBSTANCE ABUSE TREATMENT
PROCESS AND ITS RELATION TO  OUTCOMES

For the therapeutic community (TC) modality of substance abuse
treatment, measuring key components of treatment process has posed a
significant challenge but is critical to understanding and improving
treatment quality. As part of an ongoing NIDA-sponsored study of
quality of care in TC treatment, the client-level Dimensions of Change
Instrument (DCI) was developed to measure TC treatment process. We
report results from two phases of instrument development and
validation. In the first phase, a 99-item DCI administered to a diverse
cross-sectional sample of substance abuse clients (N=990) was
shortened to 54 items based on results from confirmatory factor
analyses and IRT invariance tests across relevant client subpopulations
(e.g., in-prison vs. community residential adults). The second phase
reports results from a longitudinal cohort of 993 clients who completed
the revised DCI. Confirmatory factor analyses established an 8-factor
solution that was validated across two subpopulations (adults and
adolescents) and up to five time points (treatment entry, 30-, 90-, 180-,
270-days post entry). The 8 factors have strong internal consistency at
all time points in both subpopulations. Results from growth curve
analyses among the adult longitudinal sample indicate the factors
exhibit positive change over time, and that growth in the factors is
related to both client and program characteristics. Ongoing analyses
involve examination of the relationship between the DCI growth
parameters and post treatment outcomes (e.g., abstinence,
employment). The DCI has a rich clinical and theoretical basis, and
combined results from the two phases suggest that scores from the 54-
item version possess sound psychometric properties that are applicable
across a range of client subgroups, and that scores are sensitive to client
progress in treatment over time. Associations between DCI scores and
client outcomes will have significant implications for quality
improvement in the TC and for the substance abuse services field more
generally.
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A. Ornoy, R. Bar Hamburger and C. Greenbaum, Hebrew University Hadassah
Medical School, Jerusalem, Israel, Israel Anti Drug Authority, Jerusalem, Israel
and Hebrew University, Jerusalem, Israel

THE LONG-TERM NEURODEVELOPMENTAL EVALUATION OF CHILDREN
BORN TO DRUG-ADDICTED PARENTS RAISED IN DIFFERENT
ENVIRONMENTS, FROM BIRTH TO ADOLESCENCE

Children born to heroin dependent mothers are known to have developmental
delay, and a high rate of hyperactivity, ADHD and behavioral disorders. We
previously reported on the developmental outcome of children from birth to 12
years of age born to heroin dependent mothers raised at home or adopted, in
comparison to children with environmental deprivation, to children born to
heroin dependent fathers and several control groups.We found reduced
intellectual abilities in the children raised in neglecting environments whether
exposed in utero to heroin or not, while children raised in good environments,
had normal intellectual ability. However, the children exposed in utero to
heroin, independent of their environment, exhibited a very high rate of
inattention and hyperactivity. We now report on the evaluation of such cohorts
during Adolescence. The children were evaluated while 12-17 years old bya
pediatrician and a psychologist using the Touwen and Prechtl test for the
evaluation of minor neurological dysfunction and the WISC-R for the
psychological evaluation and various questionnaires. A total of 196 adolescents
divided into 6 groups, were examined. Adolescents born to heroin dependent
parents raised at home and those with environmental deprivation exhibited
intellectual impairment. Those born to heroin dependent mothers adopted at a
young age also had lower cognitive function in comparison to normal controls,
but functioned significantly better than those raised by their biological parents.
The results of the Conners and Achenbach questionnaires showed the presence
of severe ADHD in a large number of adolescents born to heroin dependent
parents whether raised at home or adopted. There was no difference between
the groups in risk taking or the attitude to drug use, but adolescents born to
heroin dependent parents had a lower appreciation of their external appearance,
self esteem and social acceptance.
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C.B. Oser, J.R. Havens, C.G. Leukefeld, J.M. Webster, S.S. Martin, G.J. Postle,
D.J. O’Connell, J.A. Inciardi and H.L. Surratt, University of Kentucky,
Lexington, KY and University of Delaware, Newark, DE

CORRELATES OF TREATMENT UTILIZATION AMONG RURAL AND URBAN
PROBATIONERS

Background: While inconclusive, existing research suggests the prevalence of
drug abuse is similar for rural and urban populations. However, concrete
evidence has demonstrated that individual, structural, and stigmatic barriers
limit accessibility and utilization of substance abuse treatment. The purpose of
the present study was to explore differences in substance abuse history and
treatment utilization between rural and urban probationers. Methods: Data were
derived from face-to-face interviews with felony probationers in rural Kentucky
and urban Delaware (n=1596). Bivariate analyses distinguished differences in
service utilization patterns between rural and urban probationers, while multiple
logistic regression was used to assess the independent correlates of treatment
utilization. Results: Chi-square analyses indicated that significantly more urban
probationers reported being addicted to crack (27% vs. 7%) and heroin (22%
vs. 1%), while rural participants reported higher levels of addiction to
amphetamines (6% vs. 3%), tranquilizers (15% vs. 4%), and other drugs (36%
vs. 17%). Urban probationers were significantly more likely than their rural
counterparts to have received treatment from 12-step groups (80% vs. 51%),
methadone maintenance (11% vs. 6%), detox-only programs (29% vs. 15%),
voluntary treatment (38% vs. 22%), and mandated treatment (56% vs. 42%).
Results of the logistic model suggested that net of the effects of the other
variables in the model, probationers residing in urban areas were three times
more likely to have received treatment (OR: 3.25, 95% CI: 1.95, 5.42). In
addition, probationers who were older, had more extensive criminal histories,
and adult incarcerations were significantly more likely to have received
treatment. Conclusions: Despite high levels of self-reported addiction among all
participants, treatment services were underutilized among rural probationers.
These data suggest that individuals residing in rural communities may face
additional barriers to receiving treatment services. Future studies are needed to
investigate these barriers in order to increase utilization in rural areas.
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D.O. Otiashvili and I.P. Pkhovelishvili, Union “Alternative Georgia”, and
Georgian Research Institute on Addiction, Tbilisi, Georgia

DRUG POLICY REFORM IN GEORGIA

First time in Georgia the national government aims to take real steps to reduce
country’s drug problem. The main priorities of the future drug strategy will be
balanced approach between harm, supply and demand reduction with the
ultimate goal to reduce health, social and economic harm caused from illicit
drug use. Final document (National Drug Strategy) will be developed based on
the scientific assessment of current situation in Georgia and objective analysis
of what has been done in other countries. Aim The aim of the project is to
develop and perform in Georgia effective and realistic drug policy, which will
provide the reduction of illicit drug use and make available to reduce the harm
concerned health, economic and social problems which are caused by the drug
use. Implementation The accomplishment of the project will be done in two
stages. I. First stage, October 2004 – January 2005. Assessment of drug
situation in Georgia is being done.  This work includes the following directions:
• Public health, drug dependence epidemiology  • Present
national and international drug legislation • The current economy of drug
legislation in Georgia II. Second stage, February- October 2005. Based on the
comprehensive assessment done on the first stage, group of experts will be
created to work on the development of the national drug policy.Finally, the
document with the signatures by the group of experts will be represented to the
Parliament and the President of Georgia.
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J.P. Pablo, H. Druid, W.L. Hearn and D.C. Mash, University of Miami School
of Medicine,  Miami-Dade Medical Examiner, Miami, FL, and Karolinska
Institutet, Stockholm, Sweden

SEGMENTAL HAIR ANALYSIS FOR COCAINE AND OPIATES: DETERMINING
PATTERN OF USE FOR ASSOCIATION WITH CAUSE OF DEATH IN VICTIMS OF
SUSPECTED DRUG OVERDOSE

Hair specimens from chronic drug abusers examined postmortem were
analyzed in segments for cocaine and opiate analytes.  Cocaine (Coc),
benzoylecgonine (BE), the cocaine-alcohol metabolite cocaethylene (CE), the
cocaine pyrolysis product anhydroecgonine methylester (AEME), and three
opiate analytes, including morphine, 6-monoacetyl-morphine (6-MAM) and
heroin were measured simultaneously using a highly sensitive gas
chromatography-mass spectrometry (GC/MS) method.  The method was
applied to determine the subject’s pattern of use in the weeks prior to death and
provide evidence of smoked crack cocaine or co-abuse of cocaine with alcohol
or opiates.  Hair specimens were analyzed from subjects (N=10; 8 male, 2
female) that were confirmed to have measurable drug levels in postmortem
blood and who had a history of drug abuse.  The hair specimens were collected
from the posterior vertex region, cut into short segments and decontaminated by
successive washes using distilled water and isopropanol.  The specimens were
extracted with methanol and the residues were subjected to solid-phase
extraction and derivatization.  The limit of quantitation for all analytes was 0.1
ng/mg.  Hair analysis demonstrated multiple deposits of cocaine and
metabolites along the length of the hair shaft, supporting chronic use in these
cases.  The results demonstrate that cocaine overdose deaths did not occur in
naïve first time drug users.  Also, agitated cocaine delirium appears to be
associated only with the chronic uninterrupted abuse of cocaine, because
segmental hair analysis indicated regular drug use that was comparable to the
other cocaine-related fatalities. Funded by a grant from NIDA DA06227.
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P. Pade, J.R. Baker, C. Exhem-Williams, L. Hellew, P.M. Rainey, D.E. Moody
and E.F. McCance-Katz, Virginia Commonwealth University, Richmond, VA,
University of Washington, Seattle, WA and University of Utah, Salt Lake City,
UT

INTERACTION WITH BUPRENORPHINE AND HIV THERAPEUTICS

Drug interactions between HIV therapeutics and opiate therapies can contribute
to non-adherence and poor clinical outcomes. Co-administration of methadone
with some antiretrovirals (ARTs) has been associated with opiate withdrawal or
toxicity. Buprenorphine is the newest opioid pharmacotherapy available for
treatment of opioid addiction. In this series of drug interaction studies we
determined whether significant drug interactions would be identified with
simultaneous buprenorphine and either ritonavir, lopinavir/ritonavir (L/r),
nelfinavir (NFV) or delavirdine (DLV) administration.  Method: Opioid-
dependent, buprenorphine-maintained, HIV-negative volunteers (n=40;
10/group) on a stable dose of buprenorphine for at least 2 weeks underwent
blood/urine sampling over 24 hours to determine buprenorphine
pharmacokinetics (PK). Following administration of standard clinical doses of
either ritonavir 200mg/d X 7 days, L/r 800mg/200mg/d X 7 days, NFV 2250
mg/d X 5 days or DLV 1200 mg/d X 7 days a second PK study in which
plasma/urine concentrations of buprenorphine and each of the ARTs was
obtained. Mini-Mental State Examination (MMSE) was performed at baseline
and following ART administration.  Results:  The administration of L/r or NFV
did not significantly alter area under the curve (AUC0-24) for buprenorphine (p
= 0.72 and 0.624, respectively). The addition of ritonavir to buprenorphine
significantly increased buprenorphine AUC0-24 (p = .023), but not the active
metabolite nor-buprenorphine (p = .054). DLV significantly increased
buprenorphine AUC0-24 (p = 0.001) and decreased nor-buprenorphine (p =
0.002). MMSE scores were not significantly altered with buprenorphine and
ART administration when compared to baseline. Conclusions: L/r and NFV at
standard clinical doses were not associated with adverse events. While ritonavir
and DLV increased buprenorphine exposure, no toxicity was observed in this
sample. Concomitant administration of ritonavir or DLV with buprenorphine
should include increased clinical monitoring for potential toxicity.
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P. Paliwal, S.M. Hyman and R. Sinha, Yale University School of Medicine,
New Haven, CT

GENDER SPECIFIC EFFECTS IN THE EFFECTS OF CHILD MALTREATMENT ON
COCAINE RELAPSE OUTCOMES

Purpose: The study examined gender specific associations between different
types of child maltreatment and relapse outcomes (time to relapse, frequency
and amount of use) in cocaine dependent men and women at 90 days following
inpatient treatment. Participants and Method: Participants were administered
the Childhood Trauma Questionnaire-Short Form (CTQ-SF), the SCID-I, and a
baseline demographics interview at the beginning of inpatient treatment and
followed for 90 days following discharge from inpatient treatment to obtain
relapse outcomes. Results: Days of cocaine use and amount of cocaine used at
follow-up did not differ by gender. In men, time to relapse was associated with
the severity of childhood physical neglect. In women, severity of sexual abuse
and physical neglect were associated with number of days of cocaine used upon
relapse. Also in women, the average amount of cocaine used at follow-up was
associated with the severity of emotional, sexual, and physical abuse. All these
associations were significant even after adjusting for baseline cocaine use
measures and lifetime PTSD. Conclusions: In men, child maltreatment impacts
time to relapse but not the frequency of use or the amount of cocaine used
following a relapse. In women, child maltreatment affects the frequency and
amount of cocaine used following a relapse. In all, different types of
maltreatment have a differential affect on cocaine relapse and subsequent drug
use for men and women. Findings support a gender-specific effect of child
maltreatment on relapse outcomes in cocaine dependent individuals. These
findings support the need to develop gender specific treatments in addressing
relapse prevention in cocaine dependence.(Supported by P50-DA016556, R01-
DA011077, K02-DA17232).
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R.S. Palmer, S.A. Ball, B.J. Rounsaville and S.S. O’Malley, Yale University
School of Medicine, New Haven, CT

CONCURRENT AND PREDICTIVE VALIDITY OF DRUG USE AND
PSYCHIATRIC DISORDERS AMONG FIRST-TIME DWI OFFENDERS

The rates of drug abuse and psychiatric disorders among impaired drivers may
be quite high (Lapham, et al., 2001).  The current study evaluated whether the
use and abuse of illegal drugs and the presence of psychiatric disorders among
DWI offenders had an impact on the severity of alcohol use consequences,
motivation to change, coping confidence, and treatment outcome.  We
hypothesized that drug use and psychiatric disorders among first time DWI
offenders would predict greater severity of problems as assessed by the
Addiction Severity Index, the Drinker Inventory of Consequences, the
Situational Confidence Questionnaire, and the University of Rhode Island
Change Assessment scale at treatment termination and 1-year follow-up.
Participants were first time DWI offenders (N=292, 80% men) who participated
in a larger study testing three different 10-week group interventions: relapse
prevention/coping skills, alcohol education, and interaction therapy.  The
sample was 84% Caucasian, 9% African American, 5% Hispanic, 2% other and
on average were 31 (SD=10.47) years old.  The majority of participants
reported that they had never married (52%), and were employed full or part
time (79%).  Sixty percent of participants met criteria for alcohol dependence,
48% reported illicit drug use or abuse, and 36% met criteria for at least one
psychiatric diagnosis.  Preliminary analyses suggest that co-occurring drug use
and psychiatric disorders are both associated with higher motivation to change
and lower coping confidence at baseline in addition to significantly more
drinking consequences reported at the 1-year follow-up.  Additional analyses
will include an evaluation of treatment matching effects.  A greater appreciation
of the co-occurring problems experienced by impaired drivers may be
important for the development and evaluation of appropriately intensive
interventions designed to reduce recidivism in this high risk group.
This research was supported by the National Institute on Alcohol Abuse and
Alcoholism grant #: NIAAA R01-AA09098.
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M.V. Pantalon, R.S. Schottenfeld, J.A. Cramer, K.M. Carroll and B.J.
Rounsaville, Yale University School of Medicine, New Haven, CT

MEDICATION ADHERENCE IN CO-OCCURRING DISORDERS

We sought to determine the relationship between baseline demographic and
clinical characteristics, and adherence patterns of individuals referred to an
ongoing randomized clinical trial of 3 adherence-enhancement treatments.
Patients (N=39) with severe mental illness and co-occurring substance use
disorders were evaluated. Adherence was defined as the number of self-
reported medication adherent days over the past 7 days (minimum 5/7
recommended for good clinical effects).  Only 8/39 (20.5%) were referred by
clinicians, with the remaining 31/39 (79.5%) being self-referred.  However,
there were no differences in adherent days between these 2 groups.  Mean days
adherent were lower for women (4.13 vs. 5.63; p=.023), patients age 30-39 vs.
50-59 years (1.0 vs. 5.0;
p=.019), and patients reporting depression vs. other diagnoses (i.e., psychotic,
bipolar, and anxiety; 4.05 vs. 5.73; p=.012), drug use in the past 30 days (4.33
vs. 5.67; p=.060),, antidepressant vs. other medication use (4.14 vs. 5.32;
p=.049), and a 2-medication regimen vs. all other regimens (i.e., 1 or 2-6
medications; 4.0 vs. 5.38; p=.039).  The results of lower adherence in women
and those with less, versus more, severe psychiatric conditions diverge from
previous findings in patients without co-occurring substance use disorders.
Patients with more severe conditions may have been more adherent in this
study because of the adherence-enhancement interventions frequently provided
by the referring clinic to the most severely ill patients (e.g., intensive case
management, visiting nurse services), but less often to those with depression
only.  The results suggest that better methods are needed for clinicians to
identify non-adherent patients with co-occurring disorders and that clinicians
should target adherence screening at women, younger age groups, and those
with depression, recent drug use, antidepressant prescriptions, and 2-medication
regimens, since their greater severity of non-adherence may make them less
responsive to treatment.
Supported by NIDA grants: K23-15144 (MVP) & K24-00445 (RSS)
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C.A. Paronis, W. Tornatzky, M. Gasior and J. Bergman, McLean
Hospital/Harvard Medical School, Belmont, MA

EFFECTS OF D1 ANTAGONISTS AND PARTIAL AGONISTS ON THE RELATIVE
REINFORCING STRENGTH OF COCAINE IN MONKEYS TRAINED UNDER
CONCURRENT SCHEDULES OF FOOD AND COCAINE AVAILABILITY

Dopaminergic partial agonists and antagonists have been proposed as potential
pharmacotherapies to combat psychomotor stimulant abuse. The present study
evaluated the effects of the dopamine D1 antagonist SCH23390, and the D1
partial agonists SKF83959, SKF 38393, and SKF77434 on the relative
reinforcing strength of food and cocaine (COC) in rhesus monkeys trained to
“choose” between food delivery or iv.  injections-saline or COC-under
concurrent fixed ratio 30 (FR 30) schedules; i.e., food was delivered after 30
consecutive responses on one lever whereas saline or COC was delivered after
30 consecutive responses on the alternative lever.  Daily sessions consisted of
three 30-min cycles separated by 10-min timeout periods.  Under these
conditions, the distribution of behavior was related to available iv. dose: when
saline, 0.01, and 0.032 mg/kg/inj COC were available 1, 38, and 99% of
responses, respectively, occurred on the lever leading to iv. injection. D1
ligands were studied by administering cumulative doses 10 min before
successive cycles of the session. Administration of SCH23390 (0.03 – 0.3
mg/kg) during saline availability dose-dependently decreased response rates but
had no effect on the distribution of behavior; i.e., responding occurred almost
exclusively (91-100%) on the lever leading to food delivery.  During
availability of 0.01-0.1 mg/kg/inj COC, pretreatment with SCH23390 decreased
the reinforcing strength of 0.032 mg/kg/inj COC relative to food; i.e., the
average percentage of responding on the lever leading to iv. injection decreased
from 97% to 40%. In contrast, D1 partial agonists, up to rate-decreasing doses,
did not change the relative reinforcing strengths of food and cocaine during
availability of 0.01 or 0.032 mg/kg/inj COC (i.e., the distribution of responding
on the two levers was not altered).  These results indicate that the effects of D1
ligands on the relative reinforcing strength of COC and food depend on the
efficacy of the pretreatment drug and the unit dose of cocaine available for self-
administration. (Supported by NIH grants DA15723, DA 03774, DA10566)
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N.S. Patapis and S. Belenko, Treatment Research Institute, Philadelphia, PA
ECONOMIC EVALUATION OF SUBSTANCE ABUSE TREATMENT

There is a growing body of literature that suggests that an investment in
substance abuse treatment is cost-effective, and that the broader economic
benefits of substance abuse treatment can significantly outweigh the costs. The
most recent comprehensive review of the economics of treatment literature was
published by CSAT in 2002, and concluded that investments in treatment pay
for themselves, but that more research and better-designed studies are needed,
especially to identify which types of interventions are most economically viable
for specific populations. Recent advances in economic modeling, measurement,
and forecasting technology have shed further light on the costs to society of
untreated substance use problems. These technologies also allow for more
accurate approximations of future costs to society in many areas (e.g., medical,
public safety, social) that are frequently overlooked in traditional cost-benefit or
cost-effectiveness study designs.  This presentation reviews and critiques the
most recent literature on the costs, cost-effectiveness, and cost-benefits of
substance abuse treatment in a range of treatment settings. More than 40 post
-2002 articles that represent a broad range of economic evaluations, substance
abuse treatments, and study design were located using a comprehensive search
of the major medical and economics literature databases. Evaluation reports and
unpublished data were also solicited from each states’ Single State Agency
(SSA), key informants, and searches of federal, state and local internet-based
archives. Each article was categorized by the economic evaluation method used
and by treatment modality (e.g., outpatient drug, methadone maintenance) then
independently rated by each author on scales of design quality (e.g.
randomization, control variables, economic measures, etc.)  and relevance
(generalizability, sample size, recency, etc.). The review suggests that a broad
range of economic benefits are associated with substance abuse treatment that
have important implications for policymakers, practitioners, and researchers. In
addition, we identify gaps in our knowledge about the economic impacts of
treatment, as well as a future research agenda.
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T.L. Patterson, S.J. Semple, J. Bucardo, A. DeLaTorre, M. Fraga, H. Staines
Orozco, J. Salazar Reyna, H. Amaro, C. Magis, S.A. Strathdee, UCSD, La Jolla,
UCLA, Los Angeles, CA, U. Autonoma de Ciudad Juarez, and CENSIDA,
Mexico, U. Autonoma de Tamaulipas, Northeastern University of  Boston, MA,

A COMPARISON OF DRUG-USE PATTERNS AND HIV/STD PREVALENCE
AMONG FEMALE SEX WORKERS IN TWO MEXICAN-U.S. BORDER CITIES

Background/Hypothesis: Little is known about the interplay between drug use
and sex work along the Mexican-U.S. border where prostitution is quasi-legal.
Tijuana and Ciudad Juarez are situated on major Mexico-U.S. drug trafficking
routes. The Tijuana border crossing has seen increasing methamphetamine
seizures, while the Juarez crossing has more heroin seizures. As a consequence,
we hypothesized that FSWs in these cities would have different patterns of drug
use patterns and HIV/STD prevalence. Methods: Preliminary findings of an
ongoing study of 900 female sex workers (FSWs) from two border
communities, Tijuana and Ciudad Juarez, Mexico are presented. In both cities,
FSWs were recruited from medical clinics and street outreach and consented to
an interview and rapid HIV test. Parametric and non-parametric statistics (all
p’s <.05) were used for comparisons. Results: Compared to FSWs in Tijuana,
FSWs in Juarez were significantly older (35 vs. 28 years), less educated (5 vs.
10 years of school), and had been in the sex trade significantly longer (10 vs. 6
years) (p<0.05). Women in Juarez reported having significantly more clients in
the last month (63 vs. 29 clients), and had a greater number of clients who were
using heroin (4 vs. 0.2 clients). In addition, FSWs in Juarez were more likely to
have used heroin (30% vs. 2%), cocaine (55% vs. 25%), and inhalants such as
glue (19% vs. 2%) compared to FSWs in Tijuana (p<0.05). In contrast, FSWs
in Tijuana were more likely to report using methamphetamine than those in
Juarez (21% vs. 6%). Relative to FSWs in Tijuana, a greater proportion of
FSWs in Juarez tested HIV+ (9% vs. 2%), and had a history of STDs (e.g.,
Trichominasis 15% vs. 0%; Vaginal Canditiasis 12% vs. 5%) (p<0.05).
Conclusions: These preliminary results suggest that drug use and sexual risk
patterns differ between these two Mexican cities, and interventions should be
developed to address the unique features of each city.
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A.M. Paulson, S.B. Daughters, M.A. Bornovalova, K. Belendiuk and C.W.
Lejuez, University of Maryland, College Park, MD

THE ASSOCIATION BETWEEN HEROIN USE AND ANXIETY SENSITIVITY
AMONG INNER-CITY INDIVIDUALS IN RESIDENTIAL DRUG-USE TREATMENT

The current study represents an initial investigation of the association between
heroin use and anxiety sensitivity (AS). Within a sample of 128 African
American inner-city treatment seeking drug users, AS as measured by the
Anxiety Sensitivity Index (ASI) was compared across (1) primary heroin users
with no past year crack/cocaine use (n = 12), (2) primary crack/cocaine users
with no past year heroin use (n = 66), and (3) individuals with no past year use
of heroin and crack/cocaine (n = 49). Consistent with expectations, AS was
found to differ across groups [F(2, 124) = 6.88, p < .001, η2 = .10)] with
primary heroin users reporting higher levels of AS than either the primary
crack/cocaine (p < .01) and the neither drug group (p < .01). In addition to
overall AS score, specific differences were found for the physical [F(2, 124) =
7.68, p < .001, η2 = .11)] and social [F(2, 124) = 3.61, p = .03, η2 = .06]
subscales, with no differences found for the cognitive subscale. Planned
comparisons for the ASI physical subscale score indicated that the primary
heroin group scored significantly higher than both the primary crack/cocaine (p
< .01) and the neither drug group (p < .01). Planned comparisons of the ASI
social subscale score indicated that the primary heroin group scored
significantly higher than both the primary crack/cocaine (p < .05) and the
neither drug group (p < .05).  These differences persisted after controlling for
demographic variables, depressive symptoms, and primary use of drugs other
than heroin and crack/cocaine including alcohol, nicotine, marijuana, and
hallucinogens. Findings suggest a unique relationship between AS and heroin,
and set the stage for future work regarding directionality of these associations
and causal mechanisms.
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L. Payne, P. Clemmey and M. Fishman, Potomac Healthcare Foundation,
Woodbridge, VA, Mountain Manor Treatment Center and Johns Hopkins
University, Baltimore, MD

ADOLESCENTS WITH SEVERE SUBSTANCE-USE DISORDERS AND ADHD

This study examined the frequency of attention deficit/hyperactivity disorder
(ADHD) and its relation to substance use outcome among adolescents (N=153)
in an urban, short-term residential drug treatment facility. Drug use and DSM-
IV symptoms of ADHD were measured using the Global Assessment of
Individual Needs (GAIN), a self-report instrument. Unlike other studies noting
25-31% of adolescents in short-term residential SUD treatment facilities have
ADHD, 71.9% of the participants met criteria for ADHD, of which 99% also
met criteria for conduct disorder.  A subset of participants were also diagnosed
by psychiatric diagnostic interview (N=100) by referral.  Sixty-eight percent of
those with ADHD by GAIN criteria were referred for psychiatric assessment
and 37 % of those received a clinical diagnosis of ADHD.  There were no
differences in the length of stay in residential treatment for those with and
without ADHD (M=49.7). It has been hypothesized that those with ADHD, and
especially those with co-occurring CD would have worse outcomes.  Repeated
measures analysis indicate that both groups significantly reduced their drug use
at follow-up (from 83% of available days at baseline). Those with ADHD used
drugs a significantly greater percentage of days (22%) at 3 mos. than those
without ADHD (7%; df 1,124, F=8.09, p=.005), but the groups were not
significantly different at 6, 9, or 12 mos.  The association between drug use and
ADHD at 3 mos. was related to inattention symptoms (r=.21, p-.02), but not
hyperactivity/impulsivity symptoms.  These findings suggest that adolescents
with severe SUD may have a higher frequency of ADHD/Conduct Disorder
than anticipated, but the disorder may not be easily recognized by clinicians
while in residential treatment.  Overall. adolescents with ADHD do not seem to
leave treatment prematurely as seen in the adult literature and they have a
substantial benefit from treatment.  While those with ADHD may not show as
much initial improvement in substance use, they demonstrate outcomes similar
to those without ADHD by 12 mos.
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F. Pechansky F. Kessler, L. Von Diemen, E. Silva, H. Surratt, J. Inciardi, C.
Leukefeld and S. Martin, Federal University of Rio Grande do Sul, Porto
Alegre, Brazil, University of Delaware, Coral Gables, FL and University of
Kentucky, Lexington, KY

THOUGHT-MAPPING AND STRUCTURED STORIES AS AN HIV/AIDS RISK
REDUCTION APPROACH FOR BRAZILIAN COCAINE USERS

Objectives: 119 male cocaine injectors and crack users from Porto Alegre,
Brazil were distributed to groups of “treatment as usual” or cognitively-oriented
“thought mapping”, to compare changes in  knowledge about AIDS, risk
behaviors, and stages of change. Method: Subjects were exposed to both
interventions at intake, then followed during eight weeks. They received
NIDA’s “Standard Intervention” as HIV pre-test counseling. One half was
randomly selected to end the intervention at this point; the other half received
the thought mapping intervention, including structured modules. Two weeks
later, all participants received HIV results, and thought mapping participants
received a booster session on problem solving.. Participants were re-
interviewed eight weeks after intake. We used the Risk Assessment Battery
(RAB), the University of Delaware’s AIDS knowledge questionnaire, NIDA’s
Risk Behavior Assessment, and the URICA scale, comparing means between
scores at intake and last follow-up. Results: We found significant score change
for AIDS information both for the experimental (11.3±0.8 vs.13.5±1.3) and
control groups (10.9±1.2 vs. 11.5±1.7). We found changes in the subscores for
sex risks (5.7+/-3.0 vs. 4.6+/-2.2) and for drug risks (13.2±7.0 vs.10.9±6.0) in
the experimental group, and in the control group only for the sex risk (5.0±2.5
vs. 4.2±1.8) . Readiness to change sex behavior only had changes in the control
group (8.1±2.1 vs. 9.6±1.6). The intervention (4.2 ± 3.7 vs. 1.0 ± 61.3) showed
more reduction of number of sex partners when compared to controls (3.7 ± 3.7
vs. 2.4 ± 3.6) (ES=0.93 vs. ES=0.35, respectively). Discussion: There was an
increase in knowledge about AIDS/HIV in the experimental group when
compared to controls, suggesting that components of this technique may be
used with other approaches. However, the intervention did showed no robust
modifications in readiness to change drug and sex behaviors. There may be
different explanations for this phenomenon, ranging from construct validity of
the scale to lack of efficacy of the intervention.
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J.M. Peirce, E.R. Disney, M.S. Kidorf and R.K. Brooner, Johns Hopkins
University School of Medicine, Baltimore, MD

TRAUMATIC EVENT AND PTSD ASSESSMENT IN OUT-OF-TREATMENT
INJECTION OPIOID USERS

This is the first known study to characterize the rate and type of traumatic event
exposure and rate of posttraumatic stress disorder (PTSD) in a sample of out-
of-treatment injection opioid users. Participants in a community syringe
exchange program (n = 59) completed the Traumatic Life Events Questionnaire
(TLEQ; Kubany et al., 2000), which screens for frequency and impact of
lifetime exposure to 23 experiences that meet criterion A1 for PTSD qualifying
events (i.e., actual or threatened death or injury). PTSD symptomatology was
assessed in an interview using the Modified PTSD Symptom Scale (MPSS;
Falsetti et al., 1993), which provides a frequency and severity score for each of
17 questions corresponding to the 17 DSM-IV symptoms of PTSD, and can be
summed for a total score (range: 0-119). The sample was 69% male, 64%
minority, were on average 38 years old (range: 22-54) and 80% had a high
school education. All participants were current injection opioid users; 76%
were also current cocaine users. The results show that all study participants
were exposed to an event that involved actual or threatened death or injury; the
rate of exposure dropped to 92% after assessment of response to the event (i.e.,
intense fear, helplessness, or horror; criterion A2). The most common fully-
qualifying lifetime events were robbery with a weapon (68%), sudden and
unexpected death of a loved one (59%), and being physically assaulted by a
stranger (49%). The rate of PTSD in this sample was 20%, using a moderate
threshold developed in a non-drug-using community sample (i.e., MPSS
summed score > 45; Falsetti et al., 1993). These preliminary results reveal a
high rate of exposure to traumatic events, and support previous work showing
that PTSD Criterion A2 reduces the number of PTSD qualifying events
(Breslau & Kessler, 2001). The observed rate of PTSD was higher than other
studies of mixed drug users in the community (Cottler et al., 2001), and
equivalent to that found in opioid users in treatment (e.g., Hien et al., 2000).
These results support previous findings that out of treatment injection opioid
users have drug and psychiatric problems that are as severe or more severe than
users in treatment (Kidorf et al., 2004).
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N. Peleg-Oren, G. Rahav and M. Teichman, Florida International University,
Miami, FL and Tel-Aviv University, Tel-Aviv, Israel

CHILDREN OF FATHERS WITH SUBSTANCE USE DISORDERS: ARE THEY
DIFFERENT FROM OTHER CHILDREN?

Purpose: Parental substance use disorders (SUD) are associated with increased
risk for children to develop SUD, but the mechanisms of this association are not
completely understood. The aim of this study was to examine the nature of this
association. Hypothesis: Children of fathers with SUD would show an insecure
attachment style, perceive their families as less cohesive, report parenting styles
as less accepting and providing, and demonstrate less autonomy than children
of fathers without SUD. Methods: Children aged 8-11 of fathers with SUD
were compared to an age-, gender-, and SES-matched control group of children
of fathers without SUD on the following variables: attachment style, family
resources and emotional and social adjustment. Participants: 148 children from
urban areas in Israel: 72 children whose fathers were in treatment due to SUD
(study group), and 76 children (control group) whose fathers were not
diagnosed with SUD. Procedures: We administered four self-report
questionnaires to children examining attachment style, parenting style, family
cohesion and emotional distress. Mothers answered a socio-demographic
background questionnaire and a questionnaire about the child’s emotional,
social and functional adjustment. Results: Unlike previous findings reported in
the literature, no significant differences were found between the two groups on
any of the variables investigated. The only finding confirming previous
literature: insecure-avoidant attachment style was more prevalent among the
children of father with SUD. Conclusions: Psychosocial characteristics related
to attachment, parenting, and family cohesion did not differentiate children of
father with and without SUD. The elevated risk for children of fathers with
SUD to develop SUD themselves is likely determined by a complex interplay
between pathogenic and protective factors through child and adolescent
development to be reviewed in this presentation.
.
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E. Peles, G. Bodner, M.J. Kreek and M. Adelson, Tel Aviv Medical Center,
Israel and The Rockefeller University, New York, NY

CLINICALLY INSIGNIFICANT CHANGES IN QT INTERVALS IN METHADONE
MAINTENANCE TREATMENT PATIENTS

Data suggests that methadone may prolong the QT interval, increasing the risk
for torsade de point. We evaluated the relation between blood methadone level
and QT-corrected interval (QTc) in 138 former heroin-addicts, currently in the
Adelson methadone maintenance treatment (MMT) clinic in Israel for 3
months- 10.7 years. Patients were on steady dose of methadone for at least 14
days and had ingested their dose in the clinic for at least 3 days prior to being
evaluated. Results: Mean QTc was 418.3±32.8 ms. Mean methadone dose was
170.9±50.3mg/day, (range 40-290mg/day) and mean blood methadone was
699.4±367.8 ng/ml (range 99-2350ng/ml). The QTc significantly correlated
with methadone dose (R=0.18, p=0.04), with duration in treatment (R=0.23,
P=0.007), while with blood methadone only in males (R=0.21, p=0.04). Mean
QTc was significantly shorter in 97 patients with any drug abuse (412.9
±32.4ms), compared with 41 non-drug abuse patients (431.2±30.5 ms ANOVA,
F=9.6 p=0.002). QTc in multivariate analyses significantly associated with
MMT duration (F=6.7, p=0.01), methadone daily dose (120mg or above, F=5.3,
p=0.02) and negatively with any drug abuse (F=7.7, p=0.006) (corrected model
F=6, P<0.0005). Conclusion: We found correlation between QTc and
methadone treatment duration as well as correlation with previously reported
methadone dose and blood level. Importantly, we found the prolongation to be
minimal and safe within the normal range in a noteworthy sample of 138
patients who were treated up to 10.7 years and with doses up to 290mg/day
methadone.
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D. Penetar, E. Kouri, M. Gross, E. McCarthy, E. Peters and S.E. Lukas, McLean
Hospital, Harvard Medical School, Belmont, MA

NICOTINE PRETREATMENT INCREASES DYSPHORIC EFFECTS OF ALCOHOL
IN LUTEAL-PHASE FEMALE VOLUNTEERS

Previous reports from our laboratory showed that transdermal nicotine
enhanced some of ethanol’s positive effects in men without affecting ethanol’s
negative effects.  The present report shows that some positive effects are also
enhanced in women, but that several negative effects are increased in women
during the luteal phase of the menstrual cycle.  Twenty healthy female
volunteers (10 follicular; 10 luteal), average age 23.2±2.4 yrs., participated in a
3-visit, placebo-controlled, randomized dosing study, investigating the effects
of nicotine patch pretreatment (placebo or 21 mg) on the physiological and
subjective effects of an ethanol challenge (0.4 g/kg). The study day consisted of
a 3-hour nicotine pretreatment followed by an alcohol drinking period that
lasted 15 minutes.  Physiological measurements of heart rate, and skin
temperature were made continuously for 3 hours after drinking.  Measurements
of subjective effects were made continuously by a customized keypad to record
latency and duration of effects, and feelings of euphoria/dysphoria, and
periodically through 100 mm visual analog scales (VAS) and the Addiction
Research Center Inventory (ARCI).  When pretreated with nicotine, luteal-
phase women reported peak “stimulated” scores of 35, somewhat less than peak
effects in men of approximately 50 seen in the previous study.  Follicular-phase
women, however, reported peak scores of only 15, about half as great as luteal-
phase women.  Negative effects, not seen previously in men, were increased in
women.  The combined drug condition produced the greatest reports of being
“muddled/confused”, “clumsy”, and “dizzy” with peak scores of 30 to 40 in
luteal-phase women.  Follicular-phase women reported peak scores of 10-20,
again about half as great as luteal-phase women.  This study shows that luteal-
phase women are more like men on the positive effects produced by nicotine-
ethanol combinations.  Secondly, women overall are more sensitive to the
negative effects of nicotine-ethanol combinations than men, and these effects
are significantly greater during the luteal phase of the menstrual cycle.
Supported by NIDA Grants DA12014 and DA00343.
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G. Pereira Do Carmo, N.L. Sparkman, R. Kohman, G.R. King and G.W.
Boehm, McLean Hospital, Harvard Medical School, Belmont, MA, University
of Illinois at Urbana-Champaign, IL and Texas Christian University, Forth
Worth, TX

SHORT-DURATION COCAINE ADMINISTRATION INDUCES TIME-DEPENDENT
CHANGES DURING WITHDRAWAL: AN INVESTIGATION OF GENDER
DIFFERENCES

We have previously shown that withdrawal from chronic cocaine induces
differential effects on elevated plus maze behaviour in male and female rats.
Few studies have examined the effects of short duration 'binge' type cocaine
exposure on the development of anxiety during withdrawal. The current study
investigated gender differences in plus maze activity during early and late
withdrawal following short duration cocaine treatment. Long Evans male and
female rats (n=40) were pretreated with intermittent cocaine (0, or 40 mg/kg, i.
p., daily) for 3 days. Subjects were tested on the elevated plus maze on days 1
and 7 of withdrawal. The results indicate that cocaine treatment produced
anxiety in male, but not female rats, during early withdrawal. On day 1 of
withdrawal, cocaine-treated male rats spent significantly lesser time in and
made fewer entries to the open arms relative to controls, suggestive of anxiety.
There were no differences between treatment groups in closed arm entries.
Female rats showed no differences between treatment groups on open arm time,
open arm entries or close arm entries. However, cocaine-treated female rats
spent more time in and made more entries to the open arms than cocaine treated
male rats.  On day 7 of withdrawal, the anxiogenic effects of short duration
cocaine administration had dissipated in male-treated rats. However, cocaine-
treated female rats spent more time in and made more entries to the open arms
than saline controls. There was no difference between days 1 and 7 in both
saline-treated male and female rats on measures of open arm time and entries,
indicating that repeated exposure to the maze did not influence the current
results. Taken together, the results suggest that short duration, high dose
cocaine exposure produces opposite effects in male and female rats and that
these differences are apparent during early and late withdrawal. The data
advances current research on binge patterns and gender differences in
withdrawal-associated anxiety.
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J. Perez-Cobos, N. Siñol, J. Trujols, M. Baiget, E. Bañuls, E. Del Rio, E.
Luquero, A. Menoyo, M. Cardus, E. Alvarez and T. Barcelona Group for
Addiction Genetics, Hospital Santa Creu i Sant Pau, Barcelona, Spain

ANTIDEPRESSANT TREATMENT MODERATES AN ASSOCIATION BETWEEN
DRD4 EXON III VNTR ALLELES AND HARM AVOIDANCE IN OPIOID-
DEPENDENT MEN

Background: Association studies of personality traits with the polymorphisms
TaqI A of the dopamine D2 receptor gene  (DRD2) and VNTR exon III of the
DRD4 have produced conflicting results. The moderator role of antidepressant
treatment in these associations should be considered, because antidepressants
modify gene expression and personality manifestations. Objective: To assess in
opioid-dependent men if antidepressant treatment has a moderator role in the
aforementioned associations. Method: Participants were 110 methadone-
maintained opioid-dependent men. Carriers and non-carriers of the DRD2 A1
allele and DRD4 long form alleles (6, 7 and 8 alleles) were compared in regard
to Cloninger’s Temperament and Character Inventory personality traits.
Results: Patients who received antidepressants (n = 21; 19.1%) scored higher
than those patients without this treatment only in harm avoidance  (P = .001).
Comparisons of genetic groups with regard to personality traits detected a trend
for a main effect of DRD4 polymorphism (F(1) =  2.85; P =.094) in harm
avoidance. This difference achieved statistical significance (F(1) =  4.33; P
= .04) when antidepressant treatment was introduced in the model as a
covariant. In the group of patients with antidepressant treatment, harm
avoidance scores of DRD4 long allele carriers (21.9 ± 3.2) and non-carriers
(22.1 ± 4.7) were comparable. However, in the group of patients without
antidepressant treatment, DRD4 long allele carriers scored lower in harm
avoidance than non-carriers (14.8 ± 6.0 vs. 18.2 ± 6.4; U Mann-Whitney = 2.3,
P = .023). Conclusions: Antidepressant treatment moderates an association
between DRD4 long form alleles and harm avoidance in opioid-dependent men.
The moderator role of antidepressants should be considered when appropriate
in studies about associations between genetic polymorphisms and personality
traits.
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K.A. Perkins, C. Fonte, R. Blakesley-Ball, A. Stolinski and A.S. Wilson,
University of Pittsburgh, Pittsburgh, PA

DISCRIMINATIVE STIMULUS AND SUBJECTIVE EFFECTS OF NICOTINE
FOLLOWING ALCOHOL OR CAFFEINE PRE-LOAD

Concurrent intake of alcohol or caffeine may acutely alter the effects of
nicotine, perhaps explaining the association of tobacco smoking with these
other drugs. Two virtually identical studies are presented, varying only in
whether alcohol or caffeine pre-load was used.  In each study, smokers were
initially trained to discriminate 20 ug/kg nicotine by nasal spray from placebo
(0).  Three sessions then followed, in which the generalization of nicotine
discrimination was tested across a range of doses (0-20 ug/kg) following
pretreatment with oral alcohol (0, 0.4, 0.8 g/kg) or oral caffeine (0, 2.5, 5.0
mg/kg), plus intermittent “topping” doses to maintain drug exposure levels
throughout testing.  Generalization testing involved both two- and three-choice
(“novel” option) quantitative procedures.  A visual discrimination task was also
conducted to determine the specificity of effects of drug pre-load.  Subjective
and cardiovascular measures were obtained concurrent with discrimination
responding.  Nicotine reinforcement was assessed after the end of
generalization testing using a choice procedure. Neither alcohol nor caffeine
pretreatment had significant effects on nicotine discrimination or self-
administration behavior. Alcohol, caffeine, and nicotine each influenced
selected subjective and cardiovascular responses and together acted in generally
additive fashion. These results do not support the notion that alcohol or caffeine
acutely alters nicotine’s discriminative stimulus, subjective, or reinforcing
effects.  Research on the association of smoking status with alcohol or coffee
consumption should perhaps focus on chronic factors rather than acute
pharmacological interactions between nicotine and these drugs.  Supported by
NIDA Grant DA08578.
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A. Perkonigg, P. Zimmermann, C. Fröhlich, R. Lieb and H.U. Wittchen,
Technical University of Dresden, Germany and Max Planck Institute of
Psychiatry, Munich, Germany

COURSE OF CANNABIS USE, ABUSE AND DEPENDENCE AND SERVICE USE
PATTERNS: RESULTS FROM A PROSPECTIVE COMMUNITY STUDY

Objectives: To estimate incidence and stability rates of cannabis use, abuse and
dependence and to examine service use patterns in a community sample of
adolescents and young adults.
Methods: In an epidemiological study with a 10-years prospective longitudinal
design and a randomly drawn representative community sample of adolescents
and young adults (N=2079, aged 14 to 24 years at baseline) in Munich,
Germany the DSM-IV version of the Munich Composite International
Diagnostic Interview was used to assess cannabis use and diagnostic status as
well as patterns of service use.
Results: At baseline 32% of respondents had used at least once cannabis.
Baseline lifetime incidence of DSM-IV cannabis abuse was 2.3% and of
dependence 1.4%. Ten years later, cumulated lifetime incidence of any
cannabis use until the age of 34 years was 51.4%. 6.3% met DSM-IV criteria of
lifetime cannabis abuse and 3.5% of lifetime cannabis dependence. Follow-up
cumulative incidence of use was 33.9%, 2.2% new cases of cannabis
dependence occurred, and 41% of baseline users continued using cannabis
during the follow up period. Stability from baseline to follow-up of dependence
was 15.9%. One third of lifetime cannabis users and more than half of those
with dependence had used any services for psychological or substance related
problems during lifetime until follow-up. In both groups the majority had been
in contact with psychotherapists. 30% of those with cannabis dependence had
used local services of the substance use service system but only 11% had been
treated in in-patient or out-patient services for their cannabis dependence.
Conclusions: Epidemiological findings on incidence and course show high
needs for treatment of cannabis dependence. However, those that might be in
need seem to pass by the substance use service system in early stages or receive
no appropriate treatment.
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S.A. Perrine and E.M. Unterwald, Temple University School of Medicine,
Philadelphia, PA

DELTA OPIOID RECEPTORS INFLUENCE BASAL ANXIETY AND COCAINE
WITHDRAWAL-INDUCED ANXIETY IN THE RAT

Evidence suggests that the delta opioid system plays a positive role in
modulating anxiety. Further, symptoms of anxiety often accompany withdrawal
from chronic cocaine and chronic cocaine decreases delta opioid receptor
function. Here, we report our findings exploring the role of the delta opioid
receptor in anxiety-like behavior of both naive rats and those undergoing
withdrawal from cocaine.  Using an elevated plus maze, the effects of the
selective delta receptor antagonist, naltrindole, and agonist, SNC-80, on
anxiety-like behavior in adult male Sprague-Dawley rats were tested.  The
anxiety-like behavior produced by diazepam and amphetamine were also
measured and compared to the delta ligands. Levels of anxiety were measured
following 1-day withdrawal from 14-day binge-pattern cocaine, along with the
ability of SNC-80 to block that effect.  Results demonstrate that SNC-80
produced anxiolytic behavior similar to that seen with the classic anti-anxiety
agent, diazepam.  Naltrindole caused anxiogenic behavior in rats further
supporting the involvement of the delta opioid system in anxiety.  Increased
measures of anxiety-like behavior were seen after 1-day withdrawal from
chronic cocaine, an effect that was blocked by pretreatment with SNC-80.
These results support the involvement of the delta opioid receptor system in
mood behaviors. Specifically, a selective delta receptor agonist not only
reduces basal anxiety levels (i.e., SNC-80 effects on plus maze), but also
reduces anxiety produced by withdrawal from cocaine.  [Supported in part by
T32DA007237 (EMU/SAP), P30 DA13439 (M.W. Adler) and Temple
University (EMU)].
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J.L. Perry and M.E. Carroll, University of Minnesota, Minneapolis, MN
DELAY DISCOUNTING FOR PHENCYCLIDINE IN RHESUS MONKEYS

Research in the human and animal laboratory has suggested a relationship
between drug abuse and impulsivity, defined as the choice of a small,
immediate reward over a larger, delayed reward.  Previous research in our
laboratory has shown that both male and female rats that chose a small,
immediate food reward (impulsive) acquired cocaine self-administration more
readily than their counterparts that chose a larger, delayed reward (less
impulsive).  Additionally, male and female rats that have been selectively bred
for saccharin preference have shown the ability to perform the delay
discounting task for a range of cocaine rewards.  The purpose of the present
study was to determine whether rhesus monkeys will learn to perform a delay
discounting task for orally-delivered PCP rewards, and to assess delay
discounting for PCP rewards over a full concentration-response function.
Monkeys were given access to 2 spouts, and lip-contact responses under a
fixed-ratio (FR) 16 schedule on one spout resulted in an immediate small PCP
delivery (0.60 ml); whereas, responses on the other spout under an FR 16
schedule resulted in a larger PCP delivery (3.60 ml) after a variable delay.  The
delay was initially set at 10 s, and it decreased or increased after responses on
the immediate or delay spouts, respectively.  A mean adjusted delay (MAD)
was calculated for each daily 3 hr session.  Initially, monkeys responded for
0.25 mg/ml PCP, and subsequently, the concentration was nonsystematically
changed to 0.0625, 0.125, 0.50, and 1.0 mg/ml PCP.  Initial data suggest that
monkeys perform a delay discounting task for orally-delivered PCP.  A
concentration-response function was determined under the delay discounting
procedure that will be compared to concentration-response functions for other
drugs and food.  As the PCP concentration increased, the MAD also increased,
suggesting that monkeys make more impulsive choices for lower concentrations
of PCP.  Elucidating factors, such as drug concentration, that influence
impulsive choices for drugs will be important in developing drug treatment
strategies.  Supported by NIDA R01 DA03240 and K05 DA15267.
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M. Piazza, F. Salazar, G.F. Alvarado, R. Durand, A. Lescano, D. Blichtein and
E. Nunez, Universidad Peruana Cayetano Heredia, Lima, Peru and DEVIDA
and Cooperacion Tecnica Belga, Lima, Peru

ILLEGAL DRUG USE IN PERU: RECENT EPIDEMIOLOGICAL ESTIMATES

BACKGROUND: The Republic of Peru recently increased its epidemiological
surveillance of illegal drug use and related problems. This report presents
population-level estimates based on our most recent surveillance work.
METHODS: Data are from personal interviews conducted during a probability
sample survey of community-dwelling residents, mainly age 12-64 years
(sample size 4,850 persons). The estimates are based upon properly weighted
survey data. RESULTS: Within Peru, an estimated 6.9 % of the community
population has tried an illegal drug at least one time; an estimated 0.8 % had
used an illegal drug in the past year. For the most part, these drugs are cannabis
(estimated prevalence of recently active use, PR=0.5%) and cocaine, mainly in
the hydrochloride powder form (PR=0.2 %) or in the form of coca paste (PR=
0.2%). The remainder of this report describes patterns of subgroup variation
within the community population, including sex-specific, age-specific, and
region-specific estimates for this country. DISCUSSION: The occurrence of
illegal drug use in Peru's community population has not reached levels seen in
the US and Canada, but there are similar epidemiological patterns (e.g., male-
female ratio; excess occurrence in late adolescence and young adulthood). Of
course, limitations include possible under-reporting due to fear of prosecution,
as well as other widely-appreciated sources of error in this type of survey
research. Nonetheless, resulting patterns of evidence are helping to guide the
republic's strategy for addressing its goals for a healthy population with reduced
illegal drug use. The study was developed by National Commission for
Development and Life Free of Drugs (DEVIDA) with the National Institute of
Statistics, and Cayetano Heredia University with funding of the United Nations
Office on Drugs and Crime (ONUDD).
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S.S. Pillay, J. Rogowska, H.G. Pope, S.A. Gruber and D.A. Yurgelun-Todd,
McLean Hospital, Harvard Medical School, Belmont, MA

CHANGES IN BOLD FMRI RESPONSE DURING FINGER TAPPING IN
CHRONIC CANNABIS SMOKERS FOLLOWING 28 DAYS OF
DISCONTINUATION

Objective: To examine whether differences in psychomotor-related regional
cerebral activation found between controls (C) and chronic cannabis smokers
(MJ) following acute discontinuation of smoking would be present after seven
and 28 days of abstinence.  Hypothesis: We previously found that compared to
C, MJ demonstrated decreased activation early in the course of smoking
abstinence in the supplementary motor cortex (SMC) and anterior cingulate
cortex (ACC) during finger-tapping tests.  We hypothesized that these changes
would persist at day 7, but would disappear by day 28, in parallel with the
cognitive changes in this same sample reported in an earlier study.  Methods:
Twelve MJ, and nine C were included in these analyses. Functional images
were acquired for the whole brain on a 1.5 Tesla GE MRI scanner, equipped
with a birdcage quadrature RF head coil. Preprocessing and statistical analyses
were conducted in SPM99 using a region of interest approach. The challenge
paradigm included a right and left finger tapping task.  Differences in cerebral
activation were examined in the L and R primary motor cortex  (BA 4), SMC
(BA 6) and ACC (BA 24 and BA 32 separately).  Results: Cannabis users,
tested within 4-36 hours of discontinuation, exhibited significantly less
activation than controls in BA 24 and BA 32 bilaterally during R and L finger
tapping and for BA 6 in both tasks except for ipsilateral activation during L
finger tapping.  There were no between-group differences in BA 4 activation.
Although some of the changes in the ACC in MJ disappeared by day 28, a
number of hypothesized brain regions including BA 6 and BA 32 continued to
exhibit decreased activation compared to C even 28 days after abstinence from
smoking.  Discussion/Significance:  These results suggest that while many
changes in cortical activation involved in finger tapping seen after acute
smoking cessation normalized by 28 days after discontinuation, some brain
regions implicated in motor function directly, or in regions implicated in the
attention to action in response to a motor task may continue to show altered
activation even after an extended washout period.
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P.J. Pimentel, D.E. Murray, D.A. Yurgelun-Todd and S.A. Gruber, McLean
Hospital, Harvard Medical School, Belmont, MA

DTI MEASURES CORRELATE WITH COGNITIVE PERFORMANCE IN HEAVY
CANNABIS SMOKERS

Evidence for abnormalities in executive function and the ability to successfully
monitor and inhibit inappropriate behaviors has been reported in marijuana
users and other individuals who abuse illicit substances. Recent investigations
which have utilized neuroimaging techniques to evaluate frontal systems in
heavy cannabis smokers have reported alterations during inhibitory tasks which
require frontal processing. Diffusion tensor imaging (DTI) methods provide a
quantitative estimate of white matter integrity, providing new insight at the
microstructural level. We applied diffusion tensor imaging techniques (DTI)
and a brief neurocognitive battery which included measures of frontal/executive
function to examine the relationship between frontal white matter changes and
neuropsychological performance in nine heavy cannabis smokers and 9
matched control subjects. Fractional anisotropy (FA), a measure of directional
coherence within white matter fiber tracts was calculated bilaterally in the
splenium of the corpus callosum. DTI data were acquired on a 3.0 Tesla
Siemens Trio scanner using a diffusion weighted twice -refocused spin echo
EPI sequence and an eight element receive RF coil.  Voxels (11cm3) were
manually placed in the midline of the splenium (posterior) of the corpus
callosum by a blind rater. FA was calculated from the voxels placed on axial
images. In MJ smokers, FA of the splenium was significantly correlated with
two discrete measures of inhibitory function, time to complete the Stroop
interference task (p=.029) and the time difference between Trailmaking B vs A
(p =.021), while no significant correlation was detected in this region for the
NC subjects.  Higher FA values were associated with better performance in MJ
smokers.  No significant relationship was found between urinary cannabinoid
concentration and FA, indicating that acute exposure to cannabis is not likely to
account for these findings. These two neurocognitive measures are sensitive to
psychomotor function and inhibitory capacity, suggesting that MJ smokers who
perform these tasks poorly may have underlying alterations in white matter
fiber tracts.
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D.M. Platt, J.K. Rowlett and R.D. Spealman, Harvard Medical School, New
England Regional Primate Research Center, Southborough, MA

DISCRIMINATIVE STIMULUS EFFECTS OF INTRAVENOUS COCAINE AND
HEROIN IN RHESUS MONKEYS: MU AND DELTA OPIOID RECEPTOR
MECHANISMS

Many polydrug abusers take cocaine in combination with heroin by
administering the drugs together in the form of a “speedball”.  Previous studies
have found that heroin can enhance the behavioral effects of cocaine, although
the receptor mechanisms underlying this enhancement are not well understood.
The present study investigated the relative role of mu and delta opioid receptor
mechanisms in the discriminative stimulus (DS) effects of speedball
combinations in rhesus monkeys (N=4) trained to discriminate intravenous
injections of cocaine (0.3 mg/kg) from saline under a 10-response fixed-ratio
schedule of food delivery.  In substitution studies, the mu opioid receptor
agonists heroin and methadone partially reproduced the DS effects of cocaine,
whereas the delta opioid receptor agonist SNC 80 did not.  Combined treatment
with cocaine and heroin, administered by co-injecting incremental doses of
cocaine and heroin while keeping the dose-ratio constant (e.g., 1 cocaine:1
heroin), enhanced the effects of low-to-intermediate doses of cocaine, resulting
in an overall leftward shift in the cocaine dose-response function.  A similar
enhancement of the DS effects of cocaine was observed with co-administration
of methadone.  In contrast, co-administration of SNC 80 with cocaine resulted
in a less pronounced change in the shape and position of the cocaine dose-
response function.  In additional studies, the cocaine-enhancing effects of
heroin were reversed completely by low doses of the mu opioid receptor
antagonist naltrexone; but not by the delta opioid receptor antagonist
naltrindole.  These results suggest that mu, rather than delta, opioid receptor
mechanisms play a prominent role in the ability of heroin to enhance the DS
effects of cocaine in rhesus monkeys.  (Supported by DA11928 and RR00168).
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M.J. Pletcher, S. Kertesz, S. Sidney, C.I. Kiefe and S.B. Hulley, University of
California, San Francisco, CA, University of Alabama at Birmingham, AL and
Kaiser Permanente Division of Research, Oakland, CA

ANTECEDENTS OF PRESCRIPTION OPIOID ABUSE IN THE CARDIA STUDY

BACKGROUND: Abuse of prescription opioids has increased rapidly during
the past decade, but it is unclear what places people at risk for this potentially
harmful behavior.    METHODS: We identified participants in the Coronary
Artery Risk Development in Young Adults (CARDIA) Study who denied abuse
of opioids at the Year 10 CARDIA examination in 1995-6, and then answered
questions about prescription opioid abuse 5 years later (2000-01). We estimated
which Year 10 participant characteristics predicted initiating abuse of
prescription opioids during these 5 years of follow-up using logistic regression.
RESULTS: Among 3204 participants (44% men, 47% Black, age 40±4 years at
follow-up), 23 reported initiation of prescription opioid abuse during the next 5
years (0.7%, 95%CI: 0.5%-1.1%). More than half of these were White men
(n=12, OR 3.4; 95%CI: 1.5-7.6), and all 23 had previously reported marijuana
use at Year 10 (OR infinite; p<.001). Thirty-seven participants (1%) overall had
reported being prescribed opioids by a physician at Year 10; two of these
(5.4%) reported subsequent abuse of prescription opioids at Year 15, indicating
a positive association between medical prescription of opioids and subsequent
abuse (OR=8.6; 95%CI: 1.9-38). This association persisted after excluding
nonusers of marijuana, and then adjusting for age, race, gender, income,
education, health insurance status, methamphetamine, cocaine, tobacco and
alcohol use at Year 10 (OR=16; 95%CI: 2.8-94). Methamphetamine use also
remained a significant predictor in adjusted models (OR=11; 95%CI: 2.8-44),
but cocaine, tobacco and alcohol use did not. The absolute risk of new
prescription opioid abuse among users of both marijuana and methamphetamine
(2.7%; 95%CI 1.6-4.7) increased to 25% (95% CI 3.2-65%) if such participants
had also reported medical use of prescription opioids. CONCLUSIONS: In this
community-based cohort of young adults, abuse of prescription opioids was
invariably preceded by abuse of other illicit substances, particularly marijuana,
and was independently associated with previous medical use of opioids.
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S.R. Podolin and K. Kaltenbach, Thomas Jefferson University, Philadelphia, PA

WHAT ARE THE ODDS? A HAZARD ANALYSIS OF DRUG USE AMONG
OPIOID-DEPENDENT WOMEN

Time in treatment, drug use spells, length of spell of drug use, drug free spells
and length of drug free spell were used to conduct analyses of the likelihood of
pregnant and parenting opioid dependent women changing to drug free and / or
drug positive states and factors that affected the length of spells while in
medication assisted treatment.  Urine drug screens (5,784) collected as part of
the normal course of treatment from 321 women were analyzed.  Logistic
regression was used to conduct a hazard analysis  that indicated that for every
year increase in age a woman was 2.3% (p<.05) more likely to change from
being drug positive to  drug free, that women with an initial negative urine drug
screen were 40% (p<.05) more likely to change to be drug free.  When the
analysis was divided into pregnant and non-pregnant groups, both pregnant and
non-pregnant women were found to be more likely to become drug free as their
number of drug free spells increased.  Logistic regression was used to conduct a
hazard analysis that indicated that longer time in treatment as compared to
being in treatment 30 weeks or less, decreased a woman’s odds ratio for
changing to drug use.  When the analysis was divided into pregnant and non-
pregnant groups this trend remained.  Non-pregnant women who were in
treatment 91 to 120 weeks were 82.6% (p<.01) less likely to be change to a
drug positive state than those women in treatment 30 weeks or less.   OLS
Regression was also used to determine what factors influenced the length of
spells of being drug free or drug positive.  Time in treatment in weeks (p<.05),
increased dose of methadone (p<.05) and greater spells of being drug free
(p<.1) were found to increase the length of spell of being drug free.  Being
benzodiazepine positive increased the length of spell of drug use by 22 weeks
(p<.0001).  Being pregnant (p<.01) decreased the length of drug use spells as
did being in a greater spell of drug use (p<.05).  These results indicate the
complexity of treatment for pregnant and parenting opioid dependent women
and suggest that in this population the ability to maintain recovery may require
two to three years of treatment.
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D.L. Polcin and G.P. Galloway, Haight Ashbury Free Clinics, Inc., San
Francisco, CA

MEASURING EXTERNAL PRESSURE TO CHANGE:  THE ALCOHOL AND
DRUG CONFRONTATION SCALE

The effect of confrontation on recovery from addiction continues to be a topic
of considerable debate. While many treatment programs view some form of
confrontation as an integral part of recovery, a number of studies have found
confrontation from staff to be counterproductive. One of the problems inherent
in the current debate about confrontation is the lack of instruments to measure
confrontation from sources other than professional staff. We hypothesized that
confrontation from multiple sources could be reliably assessed and developed
the “Alcohol and Drug Confrontation Scale” (ACDS), a 72-item instrument
designed to measure the quantity and frequency of confrontation about drug or
alcohol problems from nine classes of confronters, e.g. spouse, friends,
coworkers, and substance abuse treatment professionals. Using 5-point Likert
scales, the instrument also measures respondents’ perceptions about their
relationships with confronters and perceptions about the confrontational
statements, i.e. accuracy, emotionality, and helpfulness. The 108 subjects were
81% male, 66% Caucasian, and had a mean age of 36 (SD 9.1) years. Subjects
were interviewed within one week of admission to a clean and sober living
house. Respondents commonly received statements about alcohol or drug
problems, especially from spouses or significant others (56% of those with a
spouse or significant other) and family members (60%). Subjects reported
receiving confrontations from a mean of 2.4 (SD 1.6) classes of confronters.
Cronbach’s alpha was used to assess reliability of two subscales, each
comprised of three items from each class of confronter: perceptions of their
relationships with confronters (alpha=0.79) and perceptions of the
confrontational statements (alpha=0.63). Pearson correlation coefficients were
used to assess the relationship between number of classes of confronters and
relationship with confronters (r=0.61, p<0.001) and perception of the
confrontation (r=0.60, p<0.001). The ACDS subscales have adequate reliability
and will facilitate the investigation into the relationship between confrontation,
engagement in addiction treatment, and outcome.
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J. Poling, A. Oliveto, K. Gonsai, M. Sofuoglu, G. Gonzalez, B. Martell and T.R.
Kosten, Yale University School of Medicine, and VA Connecticut Healthcare
System, West Haven, CT

SIX-MONTH TRIAL OF BUPROPION WITH CONTINGENCY MANAGEMENT
FOR COCAINE DEPENDENCE

Cocaine dependent patients  (N=106) on methadone maintenance were
randomized into a 6-month, double-blind clinical trial with four treatment
conditions: Contingency Management (CM) + placebo, CM+Bupropion (300
mg/day), Voucher Control (VC) + Placebo, or VC + Bupropion. All subjects
received outpatient methadone treatment (60mg target dose). Subjects in the
CM condition were paid for clean UTOX results on an escalating reinforcement
schedule, and for the completion of abstinence related goals determined during
weekly counseling. After month 3, the CM subjects were reinforced for
abstinence related goals regardless of urine toxicology results. The VC patients
were given $3 per UTOX sample with a $10 bonus given if all three possible
samples were given in a week. The four treatment groups did not differ in
retention rates. All four treatment conditions significantly reduced their opiate
use (p<0.00001) but did not differ in effectiveness. Both the VC+Placebo and
VC+Bupropion conditions significantly decreased the proportion of cocaine-
free UTOX over 6 months (VCP: p<0.001; VCB: p<0.00001). In contrast, the
CM+Bupropion condition significantly increased the percent of cocaine-free
UTOX results during the first 3 months (p<0.01) and maintained these gains
across the 6 months. The CM+Placebo condition showed a slight but significant
decrease in cocaine-free UTOX during the first 3 months (p<0.02). However,
this group showed increased cocaine-free UTOX during months 4 to 6
(p<0.01). Thus, the augmentation of CM with Bupropion for treatment of
cocaine addiction may yield significantly improved treatment results over 6
months, while CM without pharmacological augmentation was found to be
effective but had a delayed onset of action of 3 months. In contrast, the VC
condition was associated with significantly fewer cocaine free UTOX results
regardless of pharmacological augmentation. (NIDA grants R01 DA05626, P50
DA12762, K05-DA00454 )
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R.A. Pollini, T.P. O’Toole, D. Ford and G. Bigelow, Johns Hopkins University,
Baltimore, MD and Georgetown University School of Medicine, Washington,
DC

FACTORS ASSOCIATED WITH HIGH READINESS TO CHANGE SUBSTANCE
USE BEHAVIORS AMONG HOSPITALIZED ADULTS

Background/Objectives:  Substance use is associated with high rates of health
care utilization but utilization rarely leads to substance abuse treatment.  We
identified characteristics associated with motivation to change substance use
behaviors during acute hospitalization.  Methods:  Adults screening positive for
substance use at admission gave information on demographics, health status
and substance use.  Serial motivation assessments were conducted every 3 days
using 1) a 10-item “external” and “internal” motivation for treatment
instrument, and 2) Prochaska and DiClemente’s URICA instrument to assign
stage of readiness to change behaviors (SOC).  Multiple logistic regression
identified factors associated with high SOC at admission and increased SOC at
second assessment.  Results:  Most of the 360 participants were male (60%) and
African American (74%).  Median age was 41 (IQR: 36-47).  Most were
hospitalized for systemic bacterial infections (23%) or abscess/cellulitis (21%).
In the past 30 days 77% used heroin, 68% cocaine and 52% alcohol.  Physical
health was the most important reason for wanting drug treatment (30%),
followed by being “tired of using” (16%) and wanting to do more with life
(12%).  At admission, 51% were in precontemplation, 33% contemplation and
16% action. Factors associated with contemplation/action were being “tired of
using” (AOR=3.21; 95% CI: 1.35, 7.64), having bipolar disorder (AOR=3.01;
95% CI: 1.26, 5.89), being female (AOR=2.48; 95% CI: 1.52, 4.06), on
probation/parole (AOR=2.24; 95% CI: 1.18, 4.25), believing illness would
return if drug use continued (AOR=2.15; 95% CI: 1.31, 3.53), and family
concerns (AOR=1.83; 95% CI: 1.11, 3.03).  Physical health concerns were
associated with increased SOC at second assessment (AOR=3.86; 95% CI:
1.16, 12.83). Conclusions:  A substantial proportion of patients had high
motivation for treatment, often influenced by physical health concerns.  Acute
hospitalization provides a unique opportunity to engage these highly motivated
substance users in treatment.
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M.N. Potenza, P.C. Gottschalk, P. Skudlarski, R.K. Fulbright, C.M. Lacadie, M.
K. Wilber, M.A. Steinberg, B.J. Rounsaville, T.R. Kosten, J.C. Gore, R.T.
Constable and B.E. Wexler, Yale University School of Medicine, New Haven,
and Connecticut Council on Problem Gambling, Guilford, CT

FMRI OF CRAVING STATES IN PATHOLOGICAL GAMBLING AND COCAINE
DEPENDENCE

Background: Although appetitive urge or craving states are common to
pathological gambling (PG) and cocaine dependence (CD) and clinically
relevant to each, little is known about the unique and common neural correlates
of craving states in each disorder. Methods: Videotaped scenarios designed to
elicit gambling urges or cocaine cravings were shown to PG and CD subjects,
respectively, and healthy control subjects.  Videotaped cues of happy or sad
content were used as active control conditions.  Results: A comparison of the
manners in which the brain activities of CD and PG subjects similarly differed
from their respective control groups during viewing of the respective addiction
scenarios identified brain regions only during the viewing of the initial portion
of the scenarios. Regions of the posterior cingulate, precuneus, posterior
thalamus, insula/orbitofrontal cortex, ventral striatum/orbitofrontal cortex, and
lingual gyrus were similarly more active in controls than in addicted subjects. A
similar analytic strategy did not identify common addicted/non-addicted
between-group differences for the viewing of the sad or happy tapes. Between-
group differences in the addicted/non-addicted group contrasts were observed
in the anterior cingulate and parietal cortices during viewing of the addiction
tapes, and these differences were not seen during viewing of the happy or sad
tapes.Conclusions: The finding of common and unique contributions to craving
states in PG and CD suggest a need for both similar and distinct treatment
interventions in the disorders.  The identification of common neural correlates
during the early stages of gambling urges in PG and cocaine cravings in CD
suggests a common mechanism underlying these states across behavioral and
drug addictions.  The pattern of regional activation differences between
addicted and non-addicted subjects suggests that addicted subjects do not
appropriately activate in response to addition-related cues specific brain areas
linking emotion, motivation and behavior.
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J.S. Potter, I.B. Janis and R.D. Weiss, McLean Hospital/Harvard Medical
School, Belmont, MA

PERCEPTIONS OF TREATMENT NEEDS AND EXPERIENCES OF INDIVIDUALS
WITH CO-OCCURRING OPIOID ANALGESIC DEPENDENCE AND CHRONIC
PAIN: A QUALITATIVE STUDY

Background: Burgeoning evidence demonstrates chronic pain is a common co-
occurring medical problem for individuals with substance use disorders (SUD).
The interplay between the two disorders is not well understood. Moreover,
scarce research exists regarding the implications of chronic pain for the
treatment of SUD. This qualitative pilot study examined pain and substance use
histories, treatment experiences, and perceptions of treatment needs of
individuals with co-occurring SUD and chronic pain. Methods: Qualitative in-
depth interviews with eight individuals recruited from our short-term inpatient
unit seeking detoxification from opioid analgesics were digitally recorded and
transcribed. Chronic pain was identified through review of their medical record
and responses to a subset of items from the Brief Pain Inventory (Rosenblum et
al., 2003). Iterative analyses of transcriptions were conducted using Atlas TI –
qualitative text analysis software to identify themes and create a thematic
matrix. Findings: Key themes identified include perceptions that SUD treatment
programs and providers invalidate chronic pain, a sense of hopelessness
regarding relief of chronic pain, inability to identify non-opioid pain
management strategies, difficulty distinguishing secondary psychological
distress from physiological pain, and the belief that opioid analgesics caused
their SUD. Discussion: These findings suggest the prominent role of pain in the
treatment of SUD for individuals with chronic pain. Our finding that subjects
experienced the treatment setting as invalidating of pain and ill-equipped to
address their unique treatment needs may have implications for SUD treatment
providers.  We speculate that individuals with co-occurring chronic pain and
SUD may be prone to relapse because of their perception that pain and opioid
analgesics caused their SUD, their inability to distinguish physical pain from
emotional ‘pain’, and their failure to generate other triggers for opioid use.
Implications of these findings are discussed.

556

139



CPDD 2005 Annual Meeting, Wyndham Palace, Orlando, FL

R. Pratt, M.J. Forster and M.B. Gatch, University of North Texas Health Science
Center, Fort Worth, TX

ETHANOL MODULATES THE DISCRIMINATIVE STIMULUS EFFECTS OF
METHAMPHETAMINE: MECHANISMS

Methamphetamine is often co-abused with ethanol, yet little is known about the
behavioral effects of the two compounds in combination, or which receptors
might mediate their interactions. Earlier work showed that ethanol failed to
substitute for the discriminative stimulus effects of 1.0 mg/kg
methamphetamine, but did produce a left-shift in the methamphetamine
discrimination dose-effect curve. Compounds acting at GABA-A receptors did
not alter the discriminative stimulus effects of methamphetamine, suggesting
that GABA-A receptors do not mediate the effects of ethanol on
methamphetamine-cued responding. In the present study, the contribution of 5-
HT and NMDA receptors to the effects of ethanol were assessed. Sprague-
Dawley rats were trained to discriminate methamphetamine (1.0 mg/kg, i.p.)
from saline. Mianserin (10 mg/kg, i.p.) and NMDA (30 mg/kg, i.p.) were tested
alone and in combination with ethanol (0.5 g/kg, i.p.) and/or methamphetamine
(0.1 to 1.0 mg/kg, i.p.). Mianserin failed to alter the ability of ethanol to
potentiate the discriminative effects of methamphetamine. Mianserin alone did
not substitute for the discriminative stimulus effects of methamphetamine, but
acted as a partial antagonist when given in combination with methamphetamine
(0.1 to 1 mg/kg). In contrast, NMDA fully reversed the ability of ethanol (0.5
g/kg) to shift the methamphetamine dose-effect curve. NMDA did not alter the
methamphetamine dose-effect curve, and did not substitute for
methamphetamine. These findings suggest that NMDA receptors mediate at
least in part the modulatory effects of ethanol, but do not directly contribute to
the effects of methamphetamine. In contrast, although serotonergic antagonists
can modulate the discriminative stimulus effects of methamphetamine, 5-HT
receptors do not play an important role in the interaction of the discriminative
stimulus effects of ethanol and methamphetamine.
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M.L. Prendergast, E.A. Hall and J.M. Roll, University of California, Los
Angeles, CA, Washington State University at Spokane, WA and Friends
Research Institute, Los Angeles, CA

JUDICIAL SUPERVISION AND CONTINGENCY MANAGEMENT IN TREATING
DRUG-ABUSING OFFENDERS: PRELIMINARY OUTCOMES

In seeking to reduce crime and drug use among offenders, treatment Drug
Courts make use of a nonadversarial approach, outpatient treatment, frequent
reporting on treatment progress, close judicial supervision, and a combination
of incentives and sanctions (including brief stays in jail for detected drug use).
In California, Proposition 36 (P36) allows convicted nonviolent drug offenders
to be sentenced to community supervision and treatment. The legal proceedings
within P36 are adversarial, and court supervision and monitoring are less
intensive. Thus, Drug Courts and P36 present two different levels of judicial
supervision for drug-abusing offenders. In a randomized study with Drug Court
and P36 clients, we are assessing the relative effectiveness of these contrasting
levels of judicial supervision and of using contingency management (CM)
procedures to reinforce abstinence from illicit drugs and compliance with
treatment plans. All participants in the study receive the same evidence-based
psychosocial treatment (Matrix model) with the same counselors and are
supervised by the same judge, who imposes either drug court or P36
requirements. Participants (N= approximately 140 in each group) are
randomized into one of four CM groups: No CM, CM for Abstinence, CM for
Completed Treatment Tasks, and CM for Abstinence or Completed Treatment
Tasks. Outcome measures include abstinence during and after treatment,
incarceration during and after treatment, compliance with program guidelines,
and psychosocial functioning. Compared with Drug Court study participants,
P36 participants have significantly fewer previous convictions and better
psychological functioning. Subjects in both groups (80%) report
methamphetamine as their primary drug. Preliminary results show that Drug
Court clients are performing better than P36 clients on during-treatment
outcome measures despite the greater severity of their criminal history and
poorer psychological functioning at baseline. Preliminary analysis also reveals
no difference between the four CM groups on during-treatment outcomes.
Funded by National Institute of Drug Abuse R01DA13114 and R01DA13114S.
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D. Proudnikov, K.S. LaForge, C.J. Lilly, H. Hofflich, D. Gordon, J. Ott and M.J.
Kreek, The Rockefeller University, New York, NY

GENOTYPE AND MOLECULAR HAPLOTYPE ANALYSES OF SEROTONIN 1B
RECEPTOR GENE BY FLUORESCENT PCR: MOLECULAR IMPLICATIONS TO
DRUG ADDICTION

Pharmacological and genetic studies suggest that the 5-hydroxytryptamine
(serotonin)-1B (5HT1B) receptor may play important role in psychiatric
disorders and drug and alcohol dependence. In this study we report on the
genotype and molecular haplotype analysis of previously identified
polymorphisms in positions T–261G, A-161T, C129T, G861C and A1180G of
the serotonin 1B receptor gene in an ethnically diverse population in New York
City (Cigler et al., Amer. J. Med. Genet., 2001; 105: 489-97). Genotype
analysis was done using a standard TaqMan® protocol; molecular haplotype
analysis was performed by our novel specially designed protocol utilizing
fluorescent PCR (Proudnikov et al., Anal. Biochem., 2004; 335: 165-7). This is
a simple, reliable and inexpensive method for high-throughput use. It is based
on use of allele-specific primers complementary to the flanking polymorphisms
and a fluorescently-labeled sequence-specific TaqMan® probe set
complementary to the internal polymorphism of the haplotype region. Genotype
and haplotype analyses have been performed on 235 opioid-dependent
individuals and 161 control subjects. The goals of the study were to perform an
association analysis of molecular and estimated haplotypes and genotypes in
the 5HT1B receptor gene and opioid addiction and to compare results provided
by estimated and molecular haplotyping. Genotypes in both case and control
groups for the three largest ethnic groups (Caucasian, Hispanic and African-
American) were in Hardy-Weinberg Equilibrium. In Caucasian Americans
allele A in position 1180 (allelic frequency in controls is 0.85 and in cases 0.95)
was found in association with heroin addiction (odds ratio=2.7, p=0.013) using
Fisher's exact method. This finding is point-wise, but not experiment-wise
significant after correcting for multiple testing.
This work was supported by the NIH grants K05-DA00049, P60-DA05130-18,
R01-DA12848, R01-DA09444 and MH44292 and GCRC grant M01-RR00102.
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W.N. Raby, E. Masson, F. Garawi, A. Bisaga, F.R. Levin, E. Rubin, D.
McDowell and E.V. Nunes, Columbia University, New York, NY

VENLAFAXINE FOR THE TREATMENT OF DEPRESSED COCAINE ABUSERS

Depression is a frequent comorbidity among cocaine abusers.  Venlafaxine
(VEN) was used during a randomized double blind placebo  (PBO) controlled
trial to treat depressed cocaine abusers.  The trial began with a one week
placebo lead-in, followed by a randomized phase of 12 weeks.  This trial was
structured with two visits per week, one to meet with a therapist for a CBT
based relapse prevention therapy, and one to meet with a psychiatrist for HAM-
D rating, CGI for mood and cocaine dependence, and SUIs.  One hundred and
forty-two were consented, and 129 were randomized to receive VEN  (n = 63)
up to 300 mg versus PBO (n = 66). Mood and drug response were determined
by clinician global ratings on CGIs. as  well as Ham-D and urine toxicology.
One hundred and seventeen completed at least 4 weeks post randomization, and
67 completed 12 weeks.  36/63, 57% on VEN and 38/66, 58% on PBO were
rated as mood responders (Chi square = .25, p = .61)  Between week 2 and 6,
participants on VEN displayed a statistically significant improvement in mood
(p < .01) compared to PBO. Cocaine response did not differ between the two
groups.   Significant adverse events were mostly in the VEN group, and
included suicidality, agitation, and intoxication.  Analysis for moderators of
response is ongoing. Diagnosing  depression in cocaine abusers can be
complicated by the transient nature of cocaine-induced mood fluctuations.  This
may elevate the PBO rate.  In future trials for depressed cocaine abusers, the
PBO rate may be reduced by a lead in period designed to induce abstinence
early in the trial.  This may allow better discrimination of cocaine users with
primary depression from those with cocaine induced depressive symptoms.  In
addition, VEN is predominantly an SRI at doses between 37.5 and 300 mg.
The lack of effect  of SRIs in this and in other studies with drug and alcohol
dependent patients suggests that perhaps noradrenergic antidepressant may be
more suited for this population.
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R.J. Ralph, M.C. Gale, D. Allagille, G. Tamagnan, R.M. Baldwin and S.B.
Caine, McLean Hospital/Harvard Medical School, Belmont, MA, Yale
University, New Haven, CT and Vanderbilt University, Nashville, TN

EFFECTS OF MGLUR5 ANTAGONISTS ON COCAINE DISCRIMINATION AND
SELF-ADMINISTRATION IN RATS

In a recent report, mutant mice lacking the metabotropic glutamate 5 receptor
(mGluR5) did not self-administer cocaine or respond to the motor stimulant
effects of cocaine, and in wild type mice, the mGluR5 antagonist “MPEP”
decreased cocaine self-administration but not food maintained responding.
Though intriguing, modification of cocaine’s behavioral effects through
mGluR5 has been evaluated primarily in mutant mice or with MPEP. We tested
the hypothesis that in intact rats, treatment with several mGluR5 antagonists
alters the discriminative stimulus and reinforcing effects of cocaine. We
evaluated effects of M-MPEP [(2-methyl-6-((3-methoxyphenyl)ethynyl)-
pyridine, a close congener of MPEP)] and two novel diaryl acetylene analogs,
YP272 and YP282, that all exhibited mGluR5 antagonist activity at nM
concentrations in vitro.  We also compared the effects of a D1 antagonist to
those of the mGluR5 drugs. The compounds were administered to male
Sprague-Dawley rats (n>=6) that were trained to discriminate cocaine (5.6
mg/kg, ip) from saline in a standard 2-lever procedure or to self-administer
cocaine (0.032-1.0 mg/kg, iv) under a FR 5 schedule. M-MPEP (1.0-32.0
mg/kg, ip) did not substitute for the cocaine discriminative stimulus nor did it
significantly alter the position or shape of cocaine dose-effect functions (0.18
-18.0 mg/kg, ip). YP272 (10.0-18.0 mg/kg, ip) and YP282 (5.6-32.0 mg/kg, ip)
slightly attenuated cocaine discrimination, although not nearly as dose-
dependently or fully as a D1 antagonist. M-MPEP, YP-272 and YP-282 all
shifted the dose-effect function for cocaine self-administration downward, in
contrast to the rightward shift produced by a D1 antagonist.  Although all of the
compounds decreased cocaine self-administration more potently than food
maintained responding, the potency separation was generally modest for both
mGluR5 antagonists and a D1 antagonist (approximately 2-fold). Ongoing
studies with novel compounds with even higher mGluR5 affinity, selectivity
and brain bioavailability should help to clarify the potential for modifying
cocaine’s abuse related effects through mGluR5. Supported by NIDA
DA07252, DA14644, DA16180, and The Zaffaroni Foundation.
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R. Ramchand, N.S. Ialongo and H.D. Chilcoat, Johns Hopkins University
Bloomberg School of Public Health, Baltimore, MD

SEX DIFFERENCES IN THE LINKAGE BETWEEN ADOLESCENT WORK
EXPERIENCE AND ALCOHOL, TOBACCO, AND MARIJUANA USE IN AN
URBAN ENVIRONMENT

AIMS: To examine whether adolescents who spend significant amounts of time
working for pay while in high school in an urban environment are at increased
risk of alcohol, tobacco, and marijuana use. METHODS: Data are from the
Second Generation of the Johns Hopkins University Prevention Intervention
Research Center (JHU PIRC) Preventive Intervention Trials. In 1993, 678 first-
grade students from western Baltimore City were randomly assigned to one of
two intervention trials. The youth have been followed annually and during
adolescence were asked questions about their drug-using behaviors and their
experiences working for pay. RESULTS: Of 570 participants surveyed in the
10th grade, 27% reported working for pay over the school year. Youth who
worked more than 10 hours per week were more likely to report using tobacco,
alcohol, and marijuana in the past 30 days compared to non-working youth and
those who worked less than 10 hours per week (for tobacco, Odds Ratio (OR):
1.9, 95% Confidence Interval (CI):1.1, 3.4; for alcohol, OR: 2.0, 95% CI: 1.2,
3.3; for marijuana, OR: 2.0, 95% CI: 1.1, 3.6). These findings, however, varied
by sex. Boys who worked more than 10 hours per week were more likely to
report using tobacco and alcohol in the past 30 days compared to non-working
boys or boys who worked less than 10 hours per week. No work-related
differences were seen in boys’ marijuana using behaviors. On the other hand,
no work-related differences were seen in girls past month tobacco and alcohol
use, though girls who worked more than 10 hours per week were more likely to
report having used marijuana in the past 30 days than non-working girls or girls
who worked less than 10 hours per week. CONCLUSIONS: The sex
differences in young workers’ drug-using behaviors may be the result of
different drug exposure opportunities, different reasons for working long hours,
or a combination of the two. The workplace should be considered as a  location
for establishing drug prevention programs for adolescents.
ACKOWLEDGEMENTS: T32DA07292, R01DA04392 and R01DA09897.
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J.F. Randall-Thompson, F.S. Hall, G.R. Uhl and A.L. Riley, American
University, Washington, DC and NIH/NIDA Intramural Research Program,
Baltimore, MD

STRAIN DIFFERENCES IN CONCURRENTLY COCAINE-CONDITIONED
AVERSIONS AND PREFERENCES: C57BL/6J, 129/SVJ AND C57 X 129
MICE

Cocaine conditioned taste aversions (CTA) and place preferences (CPP) can be
conditioned concurrently in C57BL/6J mice (see Randall-Thompson et al.,
CPDD: 30; 2004). Along with C57BL/6J, 129/SvJ mice are commonly used to
produce knockout mice but 129/SvJ mice also commonly reveal more modest
drug preferences than those displayed by C57 mice. We thus examined whether
C57, 129 and C57/129 F1 mice could each demonstrate cocaine-conditioned
taste aversions and place preferences. Specifically, we provided mice with 1-h
daily water exposure in drinking chambers for 7 days and then: (a) 20-min free
access to two-compartment CPP chambers to test initial side preference (Day 7)
(b) 1-h access to a novel saccharin solution in drinking chambers followed by
injections of cocaine (20 mg/kg, sc) or saline and confinement to the initially-
non-preferred sides of CPP chambers (Days 8 and 10) (c) 1-h access to water in
drinking chambers followed by injections of saline and confinement to the
initially-preferred sides of CPP chambers (Days 9 and 11). Following
conditioning, mice were allowed to express how they distributed their time
during a free access test to both sides of the CPP chamber (Day 12) and how
they distributed their drinking during a two-bottle test of water and saccharin in
drinking chambers (Day 13). After cocaine/saccharin pairings, C57, 129 and F1
mice each drank significantly less saccharin than matched controls. C57 and F1
mice spent significantly more time on the cocaine-paired; however, 129 mice
failed to demonstrate significant preferences for sides paired with this high
cocaine dose. Cocaine aversions and preferences can be differentially produced
in commonly-used mouse strains, mandating special attention to genetic
backgrounds when evaluating data from knockout strains. (Support: NIDA,
Mellon Found.)
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R.A. Rawson, R. Gonzales, J.L. Obert, M. McCann and P. Brethen, University
of California and Matrix Institute on Addictions, Los Angeles, CA

METHAMPHETAMINE USE AMONG TREATMENT-SEEKING ADOLESCENTS IN
SOUTHERN CALIFORNIA: PARTICIPANT CHARACTERISTICS AND
TREATMENT RESPONSE

This investigation examines participant characteristics and treatment response
patterns among a group of adolescent substance abusers who used
methamphetamine (meth) compared to a group of similarly aged substance-
abusing adolescents who did not use meth.  Treatment admission and discharge
records were utilized from a sample of 305 adolescents between 13 to 18 years
old who entered outpatient treatment at Matrix clinic sites in Southern
California from 1999 through 2003.  Chi-square tests compared participant
characteristics and psychosocial risk factors, including parental and peer
substance use, psychological functioning, suicidality, school performance, legal
issues, exposures to violence, and personal alcohol, marijuana, and illicit drug
use.  Logistic regression explored predictors of meth use and treatment
response patterns.  Older aged youth and adolescent girls reported using meth at
significantly higher rates than younger aged teens and male adolescents.  Ethnic
differences in meth use were also observed.  Meth users reported greater
psychosocial dysfunction, including auditory hallucinations, depression,
suicidality, school problems, and legal dilemmas and were less likely to
complete treatment compared to non-meth users.  Treatment completion was
associated with not having suicidal ideation or not using any alcohol or drugs
during treatment.  Strategies to enhance treatment engagement and retention
appear to be important elements for successful treatment outcomes.  Meth-using
adolescents may need special treatment programming as they appear to present
for treatment with higher levels of psychological and social problems.
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B.A. Reboussin, M. Wolfson, A. Shrestha and K.L. Lohman, Wake Forest
University, Winston-Salem, NC and University of California, Los Angeles, CA

DESCRIBING PATTERNS OF UNDERAGE DRINKING IN A COMMUNITY
SAMPLE:  A LATENT CLASS ANALYSIS OF DATA FROM THE ENFORCING
UNDERAGE DRINKING LAWS PROGRAM

The goal of the current study is to shed light on the nature of problem drinking
among underage drinkers by examining patterns of co-occurring drinking
behaviors and their relationship to individual, family and peer factors using
latent class analysis.  The analysis is based on a repeated cross-sectional sample
of 3606 current drinkers ages 16 to 20 living in 212 communities surveyed as
part of the national evaluation of the Enforcing Underage Drinking Laws
(EUDL) program. The EUDL survey included questions about the extent of
alcohol consumption and alcohol risk behaviors, specifically regular drinking,
binge drinking, drunkenness and driving after drinking and questions about
physical and social problems from drinking: passing out or forgetfulness,
having a headache or hangover, breaking or damaging something, being
arrested, missing school, being warned by a friend about drinking and being
punished by parents.  Latent class analysis supported a model with three classes
of underage drinkers.  The most prevalent type (36%) represented a group of
infrequent but heavy drinkers experiencing some problems from drinking (class
2). A second type (33%) reflected a class of infrequent, low consumption
drinkers unlikely to experience problems from drinking (class 1). The least
prevalent type (31%) was characterized by frequent, heavy drinking and the
greatest likelihood of experiencing problems from drinking (class 3).
Perceptions of whether friends get drunk and prior marijuana use had the
greatest impact on the risk of being a frequent drinker (class 3).  In addition,
perceptions that friends drink had a substantial influence on the risk of being a
heavy drinker (classes 2&3).  Perceptions of parental consequences for drinking
did not impact drinking behaviors after adjustment for individual and peer
factors. Modeling the drinking behavior profiles of youth may provide a better
understanding of the heterogeneous nature of youth problem drinking resulting
in negative consequences and may provide insight into prevention and early
intervention.  Support: K01DA016279, OJJDP 98-AH-F8-0101(S-1,S-2,S-3)

565

A.S. Reece, Southcity Medical Centre, Brisbane, Australia

WORKLOAD AND TECHNICAL COMPARISONS OF NALTREXONE TABLET-,
NALTREXONE IMPLANT- AND BUPRENORPHINE- MEDIATED OPIATE
DETOXIFICATION

During clinical practice with various forms of antagonist precipitated detox and
buprenorphine mediated detox, the clinical impression has been formed that
naltrexone implant mediated detox (IMD) is milder than the usually practised
form of naloxone introduced rapid detox (ROD); that the naltrexone implant
mediated procedures entail less clinical work with patients than buprenorphine
detox (BUP); and that buprenorphine has a high failure rate when used for
detoxification.  Retrospective chart review was undertaken to test these
hypotheses.  Three groups of 20 patients each were identified in August 2004
and followed for 3 months.  They were matched for age, sex, length of heroin
addiction, Hepatitis C rate and clean time prior to treatment.  The
buprenorphine treated patients (0.27g/d) had smaller habits than the two
implant treated groups (0.45 and 0.47 g/d respectively, both P < 0.01).  Whilst
there were fewer (55 Vs. 46) and lower doses of supplementary drugs used in
IMD than ROD these differences were not significant.  IMD was quicker than
ROD with procedural times of 5.74 Vs. 7.06 hours (P=0.06).  Patients were
seen less often in IMD than ROD (7.6 Vs 10.4 times, P=0.033), which were
seen less than BUP (17.6 times, P=0.0028).  The mean follow-up period in IMD
was less than ROD (38.3 Vs. 70.3 days, P=0.017) which was less than BUP
(95.5 days; P=0.000018).  No BUP detoxified; 65% required dose increases.
These findings suggest that IMD is milder than ROD; that buprenorphine alone,
whilst helpful in detoxification, rarely detoxifies patients; and that IMD
maximizes scarce resource efficiency.
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P.L. Reed, J.C. Anthony and C.L. Storr, Michigan State University, East
Lansing, MI and Johns Hopkins University Bloomberg School of Public Health,
Baltimore, MD

PSYCHOSOCIAL WORK ENVIRONMENT AND RISK OF BECOMING ALCOHOL
DEPENDENT

Aim: We estimate risk of developing features of alcohol dependence in young
adulthood as a function of antecedent job control level, an aspect of the
psychosocial work environment that might shape risk of drug dependence.
Methods & Results: Young adults in an epidemiologic sample completed two
standardized interview assessments, separated by roughly one year.  After
restriction to respondents who at the time of the first assessment had no
dependence on alcohol or illegal drugs, held a job for pay but were not self-
employed, there were 814 participants.  The basic assessment included
measures of mental health and behavior including drug syndromes; separate
modules assessed psychosocial work environment.  Contrary to our expectation,
poisson regression analyses show greater risk of developing clinical features of
alcohol  dependence in young workers with high job control (RR=2; p<0.05).
This RR estimate was not dissolved in multiple regression analyses with
adjustments for sex, age, race, level of schooling, use of illegal drugs, and early
predispositional characteristics.  Discussion: The association of high job control
with increased risk for subsequent alcohol problems is contrary to our
expectation, which was based on our prior research indicating that high job
control is associated with lower risk for becoming dependent on illegal drugs.
This suggests differences in the processes and individual vulnerabilities
underlying the impact of work environment on alcohol dependence as
compared with drug dependence. Supported by NIDA grants T32DA007292,
R01DA004392, R01DA009897, and K05DA015799, and NIMH grant
P30MH038725.
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B. Reed, N.M. Dankert, B.E. Oosterhuis, B.T. Chait and M.J. Kreek, The
Rockefeller University, New York, NY

METHODS FOR MICROINFUSION/MICRODIALYSIS STUDIES OF IN VIVO
BIOTRANSFORMATION OF OPIOID PEPTIDES IN THE DORSOLATERAL
STRIATUM OF THE RAT

Following vesicular release into the interstitial space of the brain, neuropeptides
are subject to the action of extracellular proteolytic enzymes, resulting in
potentially bioactive fragments of the stored neuropeptide. The current study
involved the development and optimization of methodology for the
identification of products resulting from the extracellular processing of opioid
peptides in a specific brain region, specifically dynorphin A and B in the
dorsolateral striatum of Fischer rats. The methodology consists of the
microinfusion of the peptide of interest proximal to a microdialysis probe,
whereby the extracellular processing products are recovered, followed by
identification of these products using matrix-assisted laser desorption/ionization
mass spectrometry. Two configurations were tested. One involved a
commercially available combination microinfusion/microdialysis probe
(Bioanalytical Systems, IBR-2) [Method I]. Problems involving reproducibility
of the amount of infused peptide led to our trying a different configuration,
using separate microinfusion cannulae (Plastics One, C316) and microdialysis
probes (CMA microdialysis AB, CMA/12), separated by approximately 0.2 mm
[Method II]. We observed differences in both the extracellular processing
products identified and the time-course of detection of these products using the
two configurations. For instance, using Method I, with dynorphin A, the
principle metabolites observed were dynorphin A (1-7) and (8-17), both of
which were present up to 3 hours after infusion of full-length dynorphin A,
whereas using Method II, in which higher levels of peptide (8-fold) were
required for detection, the principle metabolites were dynorphin A (1-6) and (7
-17), with no detectable metabolites present 1 hour following infusion.  Our
current hypothesis regarding the observed differences between the methods is
that Method II samples from tissue sustaining less damage than is incurred in
Method I.
Funded by NIH- NIDA Grants DA00049 and DA05130 and NCRR Grant
RR00862.
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C.M. Reichel, M.C. Cyr, P.E. Karper, A. Nazarian, C.A. Crawford and S.A.
McDougall, California State University, San Bernardino, CA and University of
North Carolina School of Medicine, Chapel Hill, NC

ROLE OF D1 RECEPTORS FOR AMPHETAMINE-INDUCED BEHAVIORAL
SENSITIZATION AND CONDITIONED ACTIVITY: A STUDY USING D1
RECEPTOR KNOCKOUT MICE

Repeated exposure to psychostimulants results in conditioned activity (CA) and
behavioral sensitization. Sensitization is most robust when the stimulant is
repeatedly given in a novel environment, although sensitization has also been
reported when the drug is never associated with the testing chamber. Thus, it
appears that non-associative cellular changes are necessary for sensitization,
while associative processes modify the sensitized response. The purpose of this
study was to assess the importance of the D1 receptor for the associative
components of AMPH-induced sensitization and CA.  Sensitization and CA
were assessed after wild-type and D1 receptor knockout mice were injected for
1 or 7 days with AMPH in a novel test chamber or the home cage.  It was
hypothesized that the absence of the D1 receptor would disrupt associative
processes modulating sensitization and CA. Wild-type and D1 knockout mice
(n=177) were injected with amphetamine (8 mg/kg, IP) either prior to being
placed in the test chamber for 60 min or prior to being returned to the home
cage.  Separate groups of mice were injected with saline at both times. The pre-
exposure phase lasted either 1 or 7 days.  Sensitization was assessed after an
injection of AMPH (1 mg/kg, ip), while CA was assessed after an injection of
SAL. After a 1 day pre-exposure phase, ANOVAs showed that wild-type and
D1 knockout mice exhibited similar patterns of sensitization and CA. After a 7
day pre-exposure phase, (a) D1 knockout mice exhibited more robust context-
specific sensitization than wild-type mice, (b) only D1 knockout mice showed
context-independent sensitization, and (c) only D1 knockout mice showed CA.
Thus, it appears that repeatedly treating D1 knockout mice with AMPH causes
a general increase in responsivity. The reason for this hyper-responsivity is
uncertain, but it is possible that cues from the testing environment were unable
to inhibit responding (i.e. associative processes were disrupted). Alternatively,
compensatory mechanisms (e.g. increases in D2 receptors) may affect processes
underlying sensitization and CA.
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H.S. Reisinger, K.D. Dowling, M.E. Ensminger and H.D. Chilcoat, Johns
Hopkins University Bloomberg School of Public Health, Baltimore, MD

POTENTIAL IMPACT OF SOCIAL ROLES ON TRANSITIONS IN DRUG USE
AMONG URBAN AFRICAN AMERICAN ADULTS

Although African Americans from urban, low-income environments are
disproportionately affected by the negative consequences of drug use, little is
known about the natural history of drug use and factors affecting drug use
transitions in this population. Adult social roles, such as marriage and
parenthood, have been associated with drug use transitions in the general
population, but their impact in African-American populations remains
understudied. In this paper, the authors examine these transitions among an
African-American cohort (n=725) from a low-income neighborhood in
Chicago. The focus is on transitions in adulthood from ages 32-34 to 42-44.
Logistic regression was used to test for predictors of initiation and persistence
of drug use and abuse/dependence. During this time period, incidence of illegal
drug use was 20.7%, and 44.8% of users in young adulthood persisted through
mid-adulthood. Adult social roles were associated with changes in drug use
status later in adulthood. Those who were unemployed were three times more
likely to have onset of drug abuse/dependence as compared to those who were
employed (OR: 3.5; 95% CI: 1.9, 6.4), and those who had never been married
had four times the likelihood of having new cases of drug use disorders (OR:
4.0; 95% CI: 1.9, 8.5). There was no link between adult social roles and
persistence of drug abuse/dependence. Those who were unemployed, single,
did not have children, were not involved in social organizations, and did not
attend or attended church irregularly were at greater risk of initiating cocaine or
heroin use. Adult social roles have a potential effect on drug use and disorder
transitions beyond the period of greatest risk for drug transitions (i.e., less than
30 years old) in this African American cohort. The possible protective effects of
social roles have important public health implications for interventions in adult
drug use. Acknowledgements: NIDA T32 DA07292 and DA006630-11.
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C.J. Reissig, J.C. Winter, J.R. Eckler and R.A. Rabin, State University of New
York at Buffalo, Buffalo, NY

THE 5-HT1A RECEPTOR AND THE STIMULUS EFFECTS OF LSD

While 5-HT2A receptor stimulation is a necessary component of LSD-induced
stimulus control, it may not be the only mechanism by which the drug exerts its
effects.  5-HT2A mediated behaviors have been shown to be influenced by 5-
HT1A receptor stimulation in a variety of experimental paradigms including the
head twitch and locomotor responses.  Based on this evidence the present study
sought to characterize the effects of several compounds with known affinity for
the 5-HT1A receptor on the discriminative stimulus effects of LSD.  12 Male F
-344 rats were trained in a two-lever, fixed ratio 10, food reinforced task with
LSD (0.1 mg/kg; IP; 15 min pretreatment) as a discriminative stimulus.  The
interactions of the 5-HT1A agonists, 8-hydroxy-2-(di-N-propylamino)tetralin
(DPAT), buspirone, gepirone, and ipsapirone with LSD-induced stimulus
control were determined.  The effects of these 5-HT1A ligands were then tested
in the presence of the selective 5-HT1A receptor antagonist, WAY-100,635
(0.3 mg/kg; SC; 30 min. pretreatment).  Stimulus control by LSD was increased
by all 5-HT1A receptor ligands with agonist properties.  Simultaneous
comparison using two-way ANOVA of the effects of the combination of 5-
HT1A agonists with an intermediate dose of LSD and with LSD given alone
yielded evidence of potentiation by the 5-HT1A agonists. Similarly, in tests of
antagonism the increase in drug-appropriate responding caused by stimulation
of the 5-HT1A receptor was abolished by administration of WAY-100,635.
These data, obtained using a stimulus control model of the hallucinogenic
effects of LSD, provide support for the hypothesis that the 5-HT1A receptor has
a significant modulatory role in the stimulus effects of LSD. Although DPAT is
the prototypic 5-HT1A agonist, recent evidence of high affinity  of DPAT for
the 5-HT7 receptor mandates future examination of a possible role for that
receptor as well. This study was supported in part by U.S. Public Health
Service Grant DA 03385 [J.C.W.; R.A.R.] and by National Research Service
awards DA 13920-01 [J.R.E.] and DA 16457-01 [C.J.R.].
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J.L. Reynolds, R. Chawda, B. Bindukumar, S.D. Mahajan, S.A. Schwartz and
M.P. Nair, The State University of New York at Buffalo, Buffalo, NY

COCAINE DIFFERENTIALLY REGULATES THE EXPRESSION OF MITOGEN-
ACTIVATED PROTEIN KINASES IN NORMAL HUMAN ASTROCYTES

It is well established that parenteral drug abuse is a significant risk factor for
contracting human immunodeficiency virus (HIV) infection and in the
progression to HIV associated neuronal dysfunction.  Astrocytes are the major
cell population in the central nervous system (CNS) that maintain a homeostatic
environment and actively participate in a bidirectional communication with
neurons.  Astrocyte dysfunction also contributes substantially to the
neuropathogenesis of HIV.  Recent evidence indicates that the drug of abuse,
cocaine, activates mitogen-activated protein kinases (MAPKs) to induce
cellular changes.  It is hypothesized that cocaine modulates the expression of
MAPKs in normal human astrocytes (NHA) resulting in neuronal dysfunction
in the infected subject.  NHA cultures (1x106 cells/ml) were treated with 1 pM
to 1 µM cocaine for 24-72 hr, RNA was extracted and MAPK expression was
analyzed using Affymetric gene microarray.  Results show that cocaine
differentially modulates the gene expression of several MAPKs; the
upregulated genes being 113-177% change, while the downregulated genes
being 50-89% change compared to untreated control cultures.  Additionally, in
NHA cells treated with cocaine, protein was extracted and expression was
analyzed using western blot.  Results show that cocaine upregulated the
phosphorylation of ERK while reciprocally downregulating the phosphorylation
of p38 MAPK in a dose dependent manner. This study suggests that cocaine-
induced modulation of HIV associated neuronal dysfunction may be mediated
via dysregulation of MAPK in astrocytes.  These studies may help to develop
novel therapeutic strategies in drug using HIV infected subjects.
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H.M. Rhoades, J. Grabowski, J.M. Schmitz and M. Mooney, University of
Texas Medical School at Houston, Houston, TX

CORRELATES OF COCAINE-POSITIVE INTAKE URINE SCREEN RESULTS

It is well documented that status on cocaine urine screen at intake is highly
correlated with outcome (Grabowski, et al., 1995, 2001) and others.  Beyond
simply including intake urine screen results as a baseline correction, the data
point toward its use as a more general indicator of level of severity.  To further
explore the potential relationships between intake cocaine urine screen results,
data were abstracted from 14 studies conducted at the Treatment Research
Center (Houston, Texas) which contained a common set of assessment
instruments.  Data collected at intake on pattern of drug use and history, DSM-
IV, ASI, and other demographic and psychological questionnaires which are
used to characterize subject’s level of illness were evaluated for their
relationship to subject’s initial urine screen results, gathered at the same time.
Data from n=1186 subjects were used in the statistical analyses.  An initial
univariate screen revealed age, gender, ASI drug use composite, age at first use,
cocaine craving, and 8 other indices were associated with cocaine urine screen
results (p <.05).  Subsequent logistic regression analyses indicated five
variables produced significant unique correlation with intake urine screens
positive or negative for cocaine; craving, days cocaine use in the past 2 months,
meeting DSM criteria for sedative and cocaine dependence (all individual p-
values <.05, Cox & Snell R-square = .212;  omnibus chi-square test of model
coefficients = 131.4, df=5, p<.001).  Thus, consistent subject characteristics are
associated with presenting cocaine positive urine screens, which indicate a
more general level of substance abuse severity than for those who are cocaine
clean at the time of intake.

ACKNOWLEDGMENTS: Supported  by U.S.P.H.S. grant P50-9262 from N.I.
D.A.
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B.D. Richards and R.R. Griffiths, Johns Hopkins University School of
Medicine, Baltimore, MD

ABUSE LIABILITY AND COMPARATIVE PHARMACOLOGY OF GHB,
TRIAZOLAM AND PENTOBARBITAL IN SEDATIVE DRUG ABUSERS

Gamma-hydroxybutyrate (GHB) is a novel sedative drug being marketed as a
sleep-inducing agent for the treatment of narcolepsy.  This study evaluated the
subjective and behavioral effects of GHB, triazolam (a classic benzodiazepine
sedative-hypnotic), and pentobarbital (a barbiturate), in subjects with histories
of sedative drug abuse.  In this double-blind, double-dummy (solution and
capsules), ascending-dose, crossover study, healthy adult subjects received a
once daily oral dose of GHB (2g, 4g, 6g, 8g, 10g, 12g, 14g, 16g, 18g/70kg),
triazolam (0.5mg, 1.0mg/70kg), pentobarbital (200mg, 400mg/70kg) or
placebo.  Subjective effect ratings and behavioral measures of performance
were evaluated repeatedly after drug administration. Participants had a mean
age of 30 years, and were predominately (83%) male.  Results:  The study is
ongoing and this abstract describes preliminary results from 12 individuals.  All
three drugs produced dose-related increases in sedation and impairment of
behavioral effects.  Eight of the 12 subjects were markedly sedated at 8g/70kg
GHB and did not receive higher GHB doses.  Nausea was common after GHB
administration, and emesis occurred in 7 volunteers.  All three drugs produced
dose-related impairment of behavioral effects.  On a retrospective questionnaire
completed 24h after dosing, all three drugs produced dose related increases in
ratings of the strength of drug effect.  All 3 drugs also increased ratings of
liking, take again, and willing to pay, however the high dose of pentobarbital
produced numerically higher ratings than the high dose of triazolam or the
8g/70kg dose of GHB.  Triazolam and GHB produced dose-related increases in
ratings of bad effects in contrast to pentobarbital which did not.  Conclusion:
Although GHB, triazolam, and pentobarbital produced dose-related behavioral
sedation, qualitative subjective ratings suggest that the abuse liability of
triazolam and GHB are less that that of pentobarbital. [Supported by:  R01
DA03889]
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T.A. Ridenour, S. Mimes, L.T. Singer, A. Miller, A. Gottschall, and S.
Satayathum, Pennsylvania State University, State College, PA and Case
Western Reserve University, Cleveland, OH

ALEXSA VALIDITY IN HIGH-RISK, URBAN, MOSTLY AFRICAN
AMERICAN, 9-YEAR-OLDS

The ALEXSA is a self-report assessment for 8 to 13 year olds, developed to
measure children's predictors of substance use-related problems.  Previous
validity estimates of ALEXSA measures were good.  However, they were based
on correlations between ALEXSA measures.  The present study evaluated the
validity of ALEXSA measures compared to standardized measures.  Data were
collected as part of a longitudinal study the effects of en utero cocaine
exposure.  Participants were 9 year olds (121 exposed to cocaine en utero) from
urban, low SES settings.  ALEXSA measures included Academic Competency,
Counter-Control, Conduct Disorder, Depression, Gang Exposure, Gun Access,
Irritability, Parental Attachment, Parental Permissiveness, School Commitment,
Social Disinhibition, Thrill Seeking, Tolerance of Deviancy, and early initiation
of substance use.  Comparison measures were the Adult-Adolescent Parenting
Inventory, Child Behavior Checklist, Connors Behavior Rating Scale, Dominic,
Trauma Symptoms Checklist, Wechsler Intelligence Scale for Children-III, and
Woodcock Johnson-Revised.  Pearson correlations generally were consistent
with the ALEXSA measures providing valid measurements.  The strongest
ALEXSA predictors of early alcohol initiation were: Conduct Disorder
(r=0.29), Counter-Control (r=0.23), Gang Exposure (r=0.27), Social
Disinhibition (r=0.23), Thrill Seeking (r=0.19), and Tolerance of Deviancy
(r=0.22).  The only predictor of early tobacco initiation was: Gang Exposure
(r=0.20), although the Tobacco Risk Index was correlated with Irritability
(r=0.20) and Gang Exposure (r=0.29).  Early initiation of cannabis use was
predicted by Conduct Disorder (r=0.41), Gang Exposure (r=0.33), Gun Access
(r=0.25), Parental Permissiveness (r=0.30), and Thrill Seeking (r=0.25).
Overall, these results suggest that the ALEXSA measures studied are valid.
Significant predictors of early initiation were different for alcohol, tobacco, and
cannabis.  Gang Exposure was the only predictor that correlated with early
initiation of alcohol, tobacco, and cannabis.
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T. Rieckmann, L. Keyser-Marcus, S. Back, C. Wong, P. Loeb, T. Allen and D.
Svikis, Oregon Health Sciences, Portland, OR, Virginia Commonwealth,
Richmond, VA, Medical of South Carolina, Charleston, SC, Johns Hopkins,
Baltimore, MD and Allen & Loeb Assoc., San Francisco, CA

MEN (AND WOMEN) AT WORK:  SUCCESS STORIES OF THE JOB SEEKERS’
WORKSHOP

Drug abuse patients who are employed typically demonstrate better treatment
outcomes than their unemployed counterparts.  Despite high rates of
unemployment in this population, community treatment programs often lack
sufficient resources to provide ancillary vocational services. Several
comprehensive vocational assistance programs for drug abusers have been
described and large-scale supported work programs have been attempted (e.g.,
Kidorf, et al., 1998; Lamb et al., 1996). To date, however, empirical support for
the efficacy of such programs is limited (e.g., Dennis et al., 1993; Hubbard et
al., 1997).  Such programs often require significant financial resources typically
unavailable to drug treatment providers, making them expensive and often
impractical for large scale implementation. An alternative, potentially more
economical approach is to provide training in skills needed to find and secure a
job.  One such program, Job Seekers’ Workshop (JSW), was developed by
Sharon Hall and colleagues (Hall et al., 1977).  JSW was developed specifically
for drug dependent individuals and has demonstrated efficacy across several
well-designed studies (Hall et al., 1981a,b; Hall et al., 1977).  Despite positive
findings, subsequent dissemination efforts have proven largely unsuccessful.
The NIDA Clinical Trials Network (CTN) recently launched a multi-site,
randomized clinical trial comparing JSW to a standard care treatment control
condition (CTN0020)).  This presentation reports anecdotal findings, based on
practice workshops with clients.  Additionally, potential factors that may have
impeded previous dissemination efforts, as well as steps for improving
dissemination if the CTN0020 finds JSW to be effective in "real life" settings
are discussed.
This research was supported by NIDA DA 13034
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P.D. Riggs, M. Lohman, R. Davies, S. Mikulich-Gilbertson, M. Laudenslager,
C. Klein, M. Chapman, A. Libby, S. Hall, H. Orton, C. Thurstone and S. Brown,
University of Colorado School of Medicine, Denver, CO

RANDOMIZED CONTROLLED TRIAL OF FLUOXETINE/PLACEBO AND
COGNITIVE BEHAVIORAL TREATMENTS IN DEPRESSED ADOLESCENTS WITH
SUBSTANCE USE DISORDERS

Little is known about the safety and efficacy of pharmacotherapy for depression
in adolescents with substance use disorders (SUD) or the impact of such
treatment on substance treatment outcomes (drug use, retention). We report
results of a randomized, controlled trial of fluoxetine vs. placebo in depressed
teens in concurrent treatment (CBT) for SUD.  Methods: 126 adolescents (ages
13-19) with DSM-IV major depression (MDD), conduct disorder (CD) and
SUD were randomized to fluoxetine (20 mg. fixed dose) or matching placebo
for 16 weeks.  Subjects in both treatment arms received 16 weeks of CBT
targeting  SUD.  Depression measures included the Childhood Depression
Rating Scale (CDRS); substance use measures included self-reported number of
days drugs were used in the past 30 days and weekly urine toxicology lab
evaluation. Results: There were no baseline differences in measures of
depression, substance use or major demographic characteristics (gender, age)
between the two treatment arms.  Mean CDRS t-scores declined significantly in
both fluoxetine completers (n=52; 73.3 to 46.6; - 26.9; p< .0001) and placebo
treated completers (n=53; 73.01 to 51.45; - 21.6; p< .0001), but to a greater
extent in the active medication group (p< 02).  Past 30 day drug use declined
significantly in both the fluoxetine treated completers (n=52; -5.6 days/30;
p< .0002) and placebo treated completers (n=53; -7.96 days/30; p< .0001), the
difference between groups was not significant (p<.2).  Placebo treated subjects
had significantly more negative urine toxicology screens (mean=6.7) than
fluoxetine treated subjects (4.3) (p<.04).  Conclusions and clinical implications
of the study will be discussed after completion of planned but ongoing
longitudinal analyses in the intent to treat sample (n=126) in addition to
completers’ analyses reported here.
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C.F. Ríos-Bedoya and J.C. Anthony, Johns Hopkins University, Baltimore, MD
and Michigan State University, East Lansing, MI

IS THERE RAPID ONSET OF ALCOHOL DEPENDENCE CLINICAL FEATURES
WHEN MASSED DRINKING OCCURS AMONG EARLY ONSET DRINKERS?

BACKGROUND: Theory and prior evidence, especially from pre-clinical
research, prompted us to study whether early-onset ‘massed
drinking’ (sometimes called ‘binge drinking’) might signal especially
accelerated transitions from first drink to first clinical features of alcohol
dependence (AD). METHODS: Data are from 55,230 community respondents
in the 2003 National Survey on Drug Use and Health (NSDUH). 3,425
qualified as recent-onset drinkers, ROD (i.e., onset within 24 months of
assessment; median elapsed time ~ 12-13 months). Standardized survey items
on ‘massed drinking’   (MD) since onset, occurrence of 8 clinical features
associated with AD, and age at first drink allowed us to sort these ROD into
four groups: (1) MD+ earlier-onset drinkers        (EO = onset before age 18), (2)
EO drinkers with no MD, (3) MD+ later-onset (LO) drinkers, and (4) LO
drinkers without MD. We used a multivariate response profile analysis
(GLM/GEE) to estimate MD’s association with rapid AD onset, hypothesizing
that MD+EO drinkers might have especially accelerated and rapid onset.
RESULTS: Using GLM/GEE to address multivariate interdependency among
clinical features for AD, with and without statistical adjustment for sex and
race-ethnicity, MD was associated with excess risk of three clinical features
among both EO and LO recent-onset drinkers (e.g., salience of drinking;
narrowed behavioral repertoire; p<0.05). ‘Drank more than intended’ was
associated with MD among EO drinkers (p<0.05) but not LO drinkers (p>0.5).
Withdrawal and difficulty cutting down on drinking were associated with MD
among LO drinkers (p<0.05), but not EO drinkers (p>0.15). Via sensitivity
analyses, we have probed whether these findings depend upon specification of
the EO-LO distinction. DISCUSSION: There is MD-associated excess risk of
AD clinical features soon after drinking onset for both EO and LO drinkers.
SUPPORT: T32DA07292; K05DA015799; MSU research funds.
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A. Ritter, M. Hamilton, G. Bammer, L. Mazerolle and P. Dietze, Turning Point
Alcohol and Drug Centre, Fitzroy, University of Melbourne, St. Albans,
Australian National University, Canberra, and Griffith University, Brisbane,
Queensland, Australia

A COMPREHENSIVE APPROACH TO EVIDENCE-BASED STRATEGIC ILLICIT
DRUG POLICY

The Drug Policy Modelling Project is using a unique integrative and cross-
disciplinary approach to developing better understanding of drug policy
responses. We can loosely categorise drug policy responses as being associated
with law enforcement, treatment, prevention, and harm reduction interventions,
but we know little about the relative contributions of each of these or about
optimal mixes in specific situations. This project uses systematic literature
reviews and epidemiological analyses to  provide the base data for a variety of
modelling approaches. The modelling approaches we have chosen include
economic, system dynamics and agent-based modelling and network analysis.
We are also exploring soft systems methods and a range of other integrative
techniques. Multiple approaches to uncertainty are central to our approach. A
strong team of Australian and international experts from a variety of disciplines
are involved. Ultimately we seek models that can describe the dynamic
relationships between law enforcement, treatment, harm reduction and
prevention; and that contribute to a stronger evidence-base for policy decision-
making and assessing the optimal mix of these responses in particular
situations. We also recognise the complexities of translating evidence into
action (policy change), so that another aspect of our project involves improving
our understanding of policy processes, networks of influence and other
mechanisms of participatory policy development (for example, Executive
Sessions). An overview of the approach, details of the multiple methodologies,
and the different programs within this challenging project, will be presented.
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R.R. Robles, T.D. Matos, E.I. Quiñones, I. Carrión and C.R. Rodríguez,
Universidad Central del Caribe, School of Medicine, Bayamon, PR

EFFECTIVENESS OF AN ENGAGEMENT AND EMBEDDEDNESS MODEL TO
REDUCE HIV RISK BEHAVIORS AMONG HISPANIC DRUG-USING WOMEN

Introduction: The literature shows that women suffered from more mental
health conditions, social psychological stressors, homelessness and less social
support than men. However regardless of these multiple health and social needs
the overwhelming drug treatment programs only address women drug use
condition. This study is an effort to test a model that provides more
comprehensive service program to address women HIV risk behaviors. The
model was based in two theoretical concepts: engagement and embeddedness.
The program comprised seven face to face interventions with multiple contacts
to engage women in the program and to integrate women with social support
networks and service organization systems. Methods: This study used the
preliminary data from a five year longitudinal HIV/AIDS intervention
prevention study. The sample of this paper consists of 91 women that
completed the first six month follow up – 88.3% response rate (second year of
the study). Data was collected through face to face interview. Results: More
than half of the sample (54.8%) completed the seven interventions, increased
their embeddedness with children (13.1% vs. 20.9%), reduce their abuse
relationships (15.4% vs. 9.9%) and their mental health conditions: depression
symptoms (56.0% vs. 39.6%) and anxiety symptoms (23.1% vs. 16.5%).
Significant reduction was reported in homelessness (living on the streets)
(32.1% vs. 15.4%) and alcohol use (66.7% decreased vs. 18.2% continued).
There was some decreased in use of crack - 39.6%, but 50.9% of the sample
continued using. However there was a significant change in heroin use (63.2%
decreased vs. 36.8% continued) and in speedball use (50.0% decreased vs.
33.3% continued). There was not a significant reduction in HIV sexual risk
behaviors: sex for money/drug or condom use. Conclusion: The model was
effective in multiple health and drug use problems. Contrary to what expected
the model was not effective in changing sexual risk behaviors. Being highly
enmeshed in the sex work live seems to be a barrier to practice safe sex among
these women.
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J. Roddy and M.K. Greenwald, Wayne State University, Detroit, MI
BEHAVIORAL ECONOMIC ANALYSIS OF NATURALISTIC HEROIN DEMAND

A semi-structured interview was developed to assess behavioral economic drug
demand in heroin dependent research volunteers. Information on price and
purity, competing purchases, income and consumption is being obtained.
Participants (n=60 so far) are low on the supply chain (85% deny any income
from drug sales) and report a median price of $10 per bag and purity of 50%.
Heroin suppliers are nearby (71% < 2 miles) and reliable (88% of users only
experience a failed deal < 1/mo.), enabling self-reliant transportation (81%
walk, drive or take bus) with median round trip of 30 min. Heroin purchasing is
motivated mainly by avoidance of withdrawal discomfort and risks of buying
are discounted. Mean income is $1599/mo., but this is an underestimate
because family/friends subsidize food and housing (only 10.3% of all
expenses); most income is from illegal/hidden sources (46%), employment
(31%) and family/friends (13%). The disproportionate amount of income spent
on heroin (77%; mean=4.6 bags/day) indicates its demand is income-inelastic.
Cigarettes (5%), other drugs (4%) and personal items (4%) accounted for the
balance of purchases. Parenteral vs. intranasal self-administration is associated
with greater daily use (5.6 vs. 3.6 bags, p < .01) but not greater past-month total
income ($1772 vs. $1432) or heroin expense allocation (79% vs. 73%).
Females compared to males report higher mean monthly income from
illegal/hidden sources ($1055 vs. $578, p < .05) family/friends ($325 vs. $133,
p < .05) but not total income ($1787 vs. $1519). These data suggest the concept
of drug ‘price’ can be expanded to include factors such as drug purity,
time/transportation costs, and dealer reliability, in addition to the unit (bag)
price of heroin. (Supported by NIH/NIDA R01 DA15462 and Joseph Young,
Sr. Funds from the State of Michigan.)

581

J. Rogers, I. Perkins, A. van Olphen, N. Burdash, T. Klein and H. Friedman,
University of South Florida College of Medicine, Tampa, FL

IMMUNOMODULATION BY CATECHINS: ALTERED CYTOKINE RESPONSES
OF DENDRITIC CELLS

Dendritic cells (DCs) are important phagocytic monocytes essential for innate
immunity, especially to intracellular microorganisms.  Microbial components
such as LPS, the endotoxin from gram negative bacteria, as well as MDP, the
cell wall from gram positive bacteria, stimulate DCs to produce cytokines in
vitro.  Infection of DCs with Legionella  pneumophila, a ubiquitous
intracellular opportunistic bacterium, also stimulates cytokine production.  DC
stimulated with either these components of gram positive or gram negative
bacteria, as well as infected with Legionella resulted in heightened levels of the
inflammatory cytokines.  In particular, treatment of the DCs in vitro with
EGCG inhibited in a dose related manner production of IL-12 essential for host
resistance to infection.  In contrast, similar EGCG treatment enhanced also in a
dose dependent manner, production of TNFα, in the DC cultures stimulated
with the bacterial products or infected with Legionella.  Thus immune cells,
including DCs which are readily affected by immunomodulatory drugs of abuse
such as cannabinoids or opiates, can be further modulated by common plant
product derived polyphenols such as green tea catechins.  Further studies are in
progress way to determine the mechanisms involved
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N.A. Roget, S.A. Storti, E.C. Albers, P.K. Horvatich and A.H. Skinstad,
University of Nevada, Reno, NV, Brown University, Providence, RI, Virginia
Commonwealth University, Richmond, VA and University of Iowa, Iowa City,
IA

GENDER AND THE SUBSTANCE ABUSE TREATMENT WORKFORCE:
IMPLICATIONS FOR THE FIELD

According to several regional and national workforce study surveys and
additional studies with substance abuse treatment professionals (Albers, et al
2004, Campbell, et al. 2003, Gallon, et al. 2003, Mulvaney, et al. 2003, Osborn
and Thombs 2002, and Storti, et al 2004) women are beginning to outnumber
men as providers of substance abuse treatment services. In fact, almost two
thirds of the workforce is female according to the Mountain West Addiction
Technology Transfer Center (MWATTC) 2004 workforce survey data (64.5%)
and the ATTC of New England 2004 workforce survey data (63%). The
workforce data from these two regional studies (representing 11 states or over
20% of the country) indicates a trend may be developing. Given this, it is
important that researchers, policy-makers, educators, and providers understand
the significance of the data and its potential implications for the state of
substance abuse treatment. For example, males represented 70% of the
individuals entering treatment between 1992 and 2000 (Office of Applied
Studies, SAMHSA, TEDS Data Set). This presentation will: provide an analysis
of the workforce data according to gender (e.g., educational levels, recovery
status, age, experience, retirement plans, salary, etc.) and highlight the potential
implications of this trend (e.g., educational and training needs, recruitment
strategies, treatment service delivery).
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V.C. Rojas, B.E. Mancha, L.J. Floyd, A.L. Lawson and W.W. Latimer, Johns
Hopkins University Bloomberg School of Public Health, Baltimore, MD

RATES OF ALCOHOL ABUSE AND DEPENDENCE AMONG SCHOOL-BASED
YOUTH IN THE U.S. MEXICO, AND PUERTO RICO

Adolescent alcohol abuse continues to be a major international public health
problem yet there is little research examining alcohol use disorder rates in
different countries.  The International Longitudinal Survey of Adolescent
Health is a multi-wave confidential survey study examining a range of health
behaviors, including drug use, sexual behavior, psychiatric problems, and
school achievement among school-based youth in Mexico, Puerto Rico, and the
United States (Latimer et al. 1999; O’Brien & Latimer, 2002). The present
study findings are based on data from the survey administered to 3607 school-
based youths from one middle school (grades 7-9) and one high school (grades
10-12) in each participating country (i.e., Mexico, Puerto Rico, and the United
States) in the spring of 2000.  Twenty-one survey items addressed DSM-IV
diagnostic criteria for alcohol abuse and dependence adapted from the
Adolescent Diagnostic Interview (Winters & Henly, 1999).  Item analysis
indicated differential response rates for certain alcohol abuse items, such as
“has alcohol use caused you any legal problems” which was endorsed by 11.3%
of U.S. students, 3.4% of students in Puerto Rico, and 3.3% of students in
Mexico.   Item analysis also indicated differential response rates for certain
alcohol dependence items, such as “have you spent a lot of time drinking
alcohol” which was endorsed by 13.3% of U.S. students, 5.6% of students in
Puerto Rico, and 3.6% of students in Mexico.  Rates of students endorsing one
or more alcohol abuse items were 24.8% of U.S. students, 11.5% of students in
Puerto Rico, and 12.5% of students in Mexico.  Rates of students endorsing
three or more alcohol dependence items were 8.9% of U.S. students, 4.7% of
students in Puerto Rico, and 5.6% of students in Mexico.  Empirical and
rational factors influencing decisions on disorder status assignment will be
addressed.  The study findings have considerable significance in terms of
gauging alcohol disorder rates among school-based youths in the countries
studied.
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P.G. Roma and A.L. Riley, American University, Washington, DC

THINKING OUTSIDE THE BOX: A CASE OF APPARATUS BIAS RESOLUTION
FOR PLACE CONDITIONING

The conditioned place preference technique (CPP) is a popular method for
assessing the rewarding effects of drugs.  Despite its utility, place conditioning
studies continue to be affected by the issue of apparatus bias, that is, when
subjects display a systematic natural preference for one chamber over the other.
Researchers often employ an unbiased conditioning procedure without
assessing unconditioned chamber preference; alternatively, when faced with a
clearly biased apparatus, a biased conditioning procedure may be employed.
Unfortunately, both alternatives may compromise data interpretation.
Specifically, a biased procedure may yield a conservative estimate of drug
reward, and an unbiased procedure in a biased apparatus is tantamount to a
biased procedure for only half the subjects.  In an attempt to explore and
remedy this issue, bias in a standard CPP apparatus (black with smooth floor,
white with textured floor, and small gray middle chamber with grid floor) was
assessed in 24 adult female Sprague-Dawley rats using a counterbalanced
within-group design.  A significant unconditioned preference for the black
chamber was produced under bright white lighting; however, no preference was
exhibited in the dark.  The subjects then underwent a full unbiased CPP
procedure under red light with morphine (5 mg/kg, n=12) and cocaine (20
mg/kg, n=12).  Both groups showed a significant preference for the drug-paired
chamber and a significant increase in time spent in the drug-paired chamber
from pre- to post-conditioning.  These data suggest that rats may prefer black
chambers over white chambers, that black-over-white apparatus bias may be
corrected by minimizing white light, and that texture alone is sufficient for
place conditioning with rats.  Generally, the results support the notion that an
effective way to resolve the issue of apparatus bias is to eliminate the bias itself
while incorporating precautionary remedial measures.

This research was supported in part by a grant from the Mellon Foundation to
ALR.
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A. Ronen, R. Gertner, P. Gershon, H. Drobiner, R. Bar-Hamburger, R.
Mechoulam, Y. Cassuto and D. Shinar, Ben-Gurion University of the Negev,
Beer-Sheva,
Hebrew University, and Anti-drug Authority of Israel, Jerusalem, Israel

EFFECTS OF  Δ9–THC ON  COGNITIVE-MOTOR SKILLS (DRIVING),
PHYSIOLOGICAL STATE, AND SUBJECTIVE FEELINGS COMPARED TO THE
EFFECTS OF 0.05% BLOOD ALCOHOL CONCENTRATION

We studied the effect of smoking low-nicotine cigarettes, enriched by two
levels (13 and 17 mg) of Δ – 9 – tetrahydrocannabinol (THC), on the subjective
feelings, physiological reactions and driving performance of young students
driving a car simulator. These affects were compared to those measured at
blood alcohol levels of 0.05%. Fourteen healthy students, 10 males and 4
females, ages 26.1 ± 1.3 with a mean BMI value of 22.1 ± 1.9 participated in
the study. All were recreational marijuana users.  Each subject was asked to
participate in seven sessions: 1. A learning and adaptation session. 2. Control
session: drinking orange juice without smoking.  3. Placebo session: drinking
orange juice and smoking a placebo cigarette containing 0.1mg nicotine without
a filter. 4. Alcohol session: drinking alcohol to reach a level of 0.05% BAC and
smoking a placebo cigarette. 5. THC low dose: smoking a cigarette containing
13 mg THC and drinking juice. 6. THC High dose: smoking a cigarette
containing 17 mg THC and drinking juice. 7. 24 hours after High THC: 24
hours after smoking the high dose THC cigarette, drinking orange juice without
smoking. Results showed that smoking THC, at dosages of 13 mg and 17 mg,
changed user's behavior at rest and impaired their driving skills. The effects
were dose dependent and were obtained in all three types of measures used:
performance, subjective feelings and physiological variables. Similar degrees of
driving impairments were observed, when low THC levels and 0.05% BAC
were compared in most of the variables measured. High THC level tended to
farther increase driving impairments.
24 hours after smoking the high level, none of the variables tested showed any
residual effect.
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A. Rosenblum, C.L. Villano, S. Magura, A. Laudet, H. Vogel and T. Betzler,
National Development and Research Institutes, Inc., New York, Double Trouble
in Recovery, Inc., Brooklyn, and Albert Einstein College of Medicine, Bronx,
NY

CHALLENGES TO IMPLEMENTING A 12-STEP GROUP FOR DUALLY
DIAGNOSED OUTPATIENTS

Objective: No prior research has explored the introduction of a dual focus 12-
step group within a community mental health setting. This ethnographic study
describes processes associated with starting an independent consumer-led 12-
step group. Methods: Setting is an urban Continuing Day Treatment Program
(CDTP) serving mostly dually diagnosed consumers. The dual focus 12-step
group, Double Trouble in Recovery (DTR), is offered on a weekly basis and co-
chaired by an outside consumer and a rotating CDTP consumer. The study’s
project director recorded and qualitatively analyzed DTR process notes and
staff verbatim reports. Results: On average, 15 consumers attend DTR weekly.
At first consumers appeared wary of the DTR group; in contrast, providers were
enthusiastic and curious about DTR implementation. Shortly thereafter, staff
expressed ambivalence about consumers gaining greater independence from
formal treatment. Consumers began to express ambivalence about remaining
dependent on treatment providers and voiced desire for greater autonomy.
Burgeoning consumer empowerment engendered disagreements among
providers; some asserted that preserving the CDTP treatment milieu took
precedence over an independent consumer-led group, while others felt that
encouraging DTR would be the most beneficial to consumers. Discussion:
Consumers and treatment providers exhibited ambivalence about the
implementation of a consumer-led DTR group. At different phases of the
process, we observed tension among and between consumers and providers to
maintain the familiar treatment paternalism, or to shift towards greater
consumer empowerment by embracing a consumer-led group. Ultimately, this
tension may be resolved by the synthesis of consumer and provider needs into a
more interdependent, open and collaborative approach to dual diagnosis
treatment. [Grant R01-DA015912]
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R.N. Rosenthal, A. Gage, J. Perhach and A. Goodman, Columbia University
College of Physicians and Surgeons, New York, NY, Forest Laboratories, Inc.,
New York, NY and Lipha Pharmaceuticals, Inc., New York, NY

ACAMPROSATE IS SAFE AND WELL-TOLERATED FOR THE TREATMENT OF
ALCOHOL DEPENDENCE

Introduction:  Acamprosate, with adjunctive psychosocial support, has been
shown to be effective for the maintenance of abstinence in alcohol-dependent
patients. Methods:  Acamprosate safety was assessed in 4234 alcohol-
dependent patients in 13 short-term (≤ 26 weeks) and long-term (≥ 48 weeks)
randomized, double-blind, placebo-controlled studies (U.S. and Europe).
Eleven studies recorded adverse events (AEs) by spontaneous report from 3725
alcohol-dependent patients including 2019 treated with acamprosate (1332 -
3000 mg/day) and 1706 treated with placebo.  Clinical laboratory tests and vital
signs were recorded for all groups. Results:  Overall incidence of AEs was 61%
for acamprosate compared to 56% with placebo.  The majority of AEs in all
groups were considered “mild” or “moderate” in severity, with discontinuation
rates due to AEs comparable in all groups.  The most commonly reported AE
(≥ 3% in either treatment group) was diarrhea (16% acamprosate vs. 10%
placebo).  All AEs, including diarrhea, had the highest incidence in the first 4
weeks of treatment and subsequently declined markedly to reach placebo levels.
No clinically meaningful between-group differences were reported for any
laboratory or vital sign parameters. Conclusion:  Acamprosate is a safe and well
tolerated medication for the maintenance of alcohol abstinence in patients with
alcohol dependence.
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R.B. Rothman, X. Wang, D. Zimmerman, E.S. Boja, J. Wang, E.J. Bilsky and
H. Xu, NIH/NIDA Intramural Research Program, Baltimore, MD

CHRONIC MORPHINE UPREGULATES GA12 AND CYTOSKELETAL PROTEINS
IN CHO CELLS EXPRESSING THE CLONED MU OPIOID RECEPTOR AND ALSO
IN MOUSE BRAIN

Background. Numerous studies establish that signaling via the G protein,
G�12, activates RhoA, which in turn regulates cell growth and morphology.
Other studies indicate that chronic morphine can regulate cell morphology and
cytoskeletal elements. Hypothesis. Chronic morphine alters signaling via the
G�12/RhoA system. Methods. We used CHO cells expressing the cloned
human µ receptor (hMOR-CHO) or a mutant µ receptor that does not produce
opioid tolerance and dependence (T394A-CHO) in various assays. Results.
Chronic morphine (1 µM morphine for 20 hr) increased G�12 expression
(66%) in hMOR-CHO cells but not in T394A-CHO cells. Chronic morphine
also enhanced thrombin-stimulated [35S]GTP-�-S binding, thrombin-
stimulated activation of Rho-A and thrombin-stimulated the expression of b-
actinin, a cytoskeletal anchoring protein, in hMOR-CHO cells. Proteomic
analysis of a protein digest prepared from hMOR-CHO cells, showed that
morphine treatment affected the expression of cytoskeletal proteins and proteins
involved in translation/degradation. Western blotting of G�12 and �-actinin
from brain tissue prepared from mice rendered tolerant to morphine
demonstrated that chronic morphine treatment increased the expression of
G�12 (44-60%) and �-actinin (40%). Conclusion. These findings indicate that
chronic morphine enhances the G�12-associated signaling system, which is
involved in regulating cell morphology and growth, supporting other findings
that chronic morphine may alter cellular morphology, in addition to cellular
function.
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J.K. Rowlett, D.M. Platt and R.D. Spealman, Harvard Medical School, New
England Regional Primate Research Center, Southborough, MA

ATTENUATION OF COCAINE SELF-ADMINISTRATION BY THE MGLUR5
ANTAGONIST MPEP: COMPARISON WITH THE NMDA ANTAGONIST
DIZOCIPLINE

The metabotropic glutamate subtype 5 receptor (mGluR5) antagonist MPEP has
been shown to attenuate cocaine self-administration, but the mechanism(s)
underlying this effect are not well characterized.  This study compared the
ability of MPEP and the ionotropic NMDA receptor antagonist dizocilpine to
modulate i.v. cocaine self-administration in monkeys.  Four adult male squirrel
monkeys were trained to self-administer cocaine under a 10-response fixed-
ratio (FR) schedule of i.v. cocaine injection.  Evaluation of a range of cocaine
doses (0.003-0.1 mg/kg/injection) revealed that the number of
injections/session was a bitonic function of dose, with maximum
injections/session maintained by 0.01 mg/kg/injection.  Pretreatment with 0.3
mg/kg (i.m.) of MPEP or 0.01 mg/kg (i.m.) of dizocilpine attenuated self-
administration of low to intermediate doses of cocaine (0.003-0.01
mg/kg/injection) but did not alter self-administration of higher doses of cocaine.
A separate group of monkeys (N=4) was trained under a FR 10 schedule of
food delivery, and the effects of MPEP (0.1-1.8 mg/kg, i.m.) and dizocilpine
(0.003-0.1 mg/kg, i.m.) on food self-administration were compared to its effects
on cocaine self-administration (0.01 mg/kg/injection).  Both MPEP and
dizocilpine reduced self-administration of 0.01 mg/kg/injection of cocaine at
doses lower than those required to reduce self-administration of food,
suggesting that the attenuation of cocaine self-administration by the two
compounds was not due to a general suppression of operant behavior.  The
results show that MPEP and dizocilpine attenuate the reinforcing effects of
cocaine in qualitatively similar ways, suggesting commonalities in their
underlying mechanism of action.  Supported by DA17700, DA00499, and
RR00168.
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D. Rugh and M. DeLaRosa, Florida International University, Miami, FL

STRATEGIES FOR ANALYZING BEHAVIORS IN TEXTUAL DATA FROM SEMI-
STRUCTURED INTERVIEWS

This article proposes a method based on life history perspective for organizing
and analyzing textual data collected from semi-structured interviews.  Most
interviews that gather this type of information are retrospective studies, which
lends itself to organizing the interview along a life history perspective from
childhood to adulthood.  The present article proposes an analytic method which
begins by categorizing information from childhood to adulthood, and
encourages the use of software which exports the codes as count data to a
statistical analysis package.  The ensuing discussion presents a series of coding
choices that the researcher must confront when analyzing text.  The objective of
analyzing data in this way is the elaboration of existing theory, and the
objective of the present article is provide a set of tools to analyze interviews.
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S.P. Runyon, H. Navarro and F.I. Carroll, Research Triangle Institute, Research
Triangle Park, NC

SYNTHESIS AND FUNCTIONAL ANALYSIS OF RIGID 6-(3-HYDROXYPHENYL)
-3-AZABICYCLO[3.1.0]HEXANES AS KAPPA OPIOID ANTAGONISTS

It is now well established that three distinct opioid receptor subtypes are
responsible for a vast array of biological events.  An integral part of the effort
to characterize the three opioid subtypes has been the discovery of opioid
receptor antagonists.  In addition, it has long been thought that opioid receptor
antagonists may be utilized as medications for individuals suffering from opiate
abuse.  The discovery of trans-3,4-dimethyl-4-(3-hydroxyphenyl)piperidines by
Zimmerman et al. introduced a structurally unique class of opioid antagonists.
Prior to this development, opioids typically incorporated N-allyl or N-
cycylopropylmethyl substituents to obtain functional antagonism.  The trans
-3,4-dimethyl-4-(3-hydroxyphenyl)piperidines were unique because the
functional properties of this structural class appeared to be modulated by the
configuration and presence of the 3-position methyl group as opposed to the N-
substituent.  Interestingly, the cis-3,4-dimethyl derivative displayed mixed
antagonist activity while the trans-4-methyl-4-(3-hydroxyphenyl)piperidines
were agonists.  We have synthesized and evaluated a series of 6-(3-
hydroxyphenyl)-3-azabicyclo[3.1.0]hexanes as conformationally rigid trans
-3,4-dimethyl-4-(3-hydroxyphenyl)piperidines in an attempt to identify
structural features essential to functional antagonism.  N-[trans-3’-(2-
Methylphenyl)-2’-propenyl]-6-methyl-6-(3-hydroxyphenyl)-3-azabicyclo
[3.1.0]hexane possessed a Ke value of 2.9 nanomolar as an kappa antagonist in
[35S]GTPgammaS in vitro functional assays and showed no agonist activity at
10 micromolar.  We have determined that conformation modulates functional
activity while the presence of a trans dimethyl moiety enhances affinity for the
kappa opioid receptor.  A more detailed understanding of this structural class
may lead to more potent and selective kappa antagonists for the treatment of
opioid addiction.

Acknowledgment:  This research was supported by NIDA Grant DA09045

592

148



CPDD 2005 Annual Meeting, Wyndham Palace, Orlando, FL

C.R. Rush, J.A. Lile, W.W. Stoops, A.R. Vansickel, P.E.A. Glaser and L.R.
Hays, University of Kentucky College of Medicine, Lexington, KY

ARIPIPRAZOLE ATTENUATES THE DISCRIMINATIVE-STIMULUS EFFECTS OF
D-AMPHETAMINE

The results of animal research suggest that partial agonists at dopamine (DA)
D2 receptors may be an effective strategy for the treatment of psychostimulant
dependence. Psychostimulants are known to increase levels of synaptic
dopamine. There is also evidence that the effects of psychostimulants are
attributable to their actions at central serotonin (5-HT) systems. Aripiprazole is
an atypical antipsychotic that has partial agonist activity at D2 and 5-HT1A
receptors. Partial agonists can act as antagonists when in the presence of high
synaptic neurotransmitter concentrations (i.e. dopamine and/or serotonin). Last
year we presented data from a partially-completed study in which we examined
the discriminative-stimulus effects of d-amphetamine following pretreatment
with aripiprazole. This experiment is now complete. We hypothesized that
aripiprazole would attenuate the discriminative effects of d-amphetamine in
humans. In the completed experiment, seven human participants with a history
of non-therapeutic psychostimulant use learned to discriminate 15 mg oral d-
amphetamine. After acquiring the discrimination (i.e., “80% correct responding
on 4 consecutive sessions), the effects of a range of doses of d-amphetamine (0,
2.5, 5, 10 and 15 mg), alone and in combination with aripiprazole (0 and 20
mg), were assessed. Data were analyzed statistically as raw scores. Effects were
considered significant for p ” 0.05. Data were analyzed by two-factor repeated-
measure analysis of variance (ANOVA) with d-amphetamine (0, 2.5, 5, 10 and
15 mg) and aripiprazole (0 and 20 mg) as factors. d-Amphetamine alone
functioned as a discriminative-stimulus, produced prototypical subject-rated
drug effects (e.g., increased ratings of Active, Alert, Energetic) and elevated
cardiovascular indices. These effects were generally a function of dose.
Aripiprazole alone did not occasiond-amphetamine-appropriate responding or
produce subject-rated effects, but modestly impaired performance.
Administration of aripiprazole significantly attenuated the discriminative-
stimulus and cardiovascular effects of d-amphetamine, as well as some of the
subject-rated drug effects. These data provide further support for the role of
dopamine and serotonin in the effects of amphetamine. In addition, the results
of this experiment suggest that partial agonists at DA and 5-HT receptors may
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R.E. Sage, M. Chu, R. King, R. Sumpter, A. Kulaga, L.S. Brown and R.
Forman, Addiction Research and Treatment Corporation, Brooklyn, New York
University Medical Center, New York, NY and University of Pennsylvania,
Philadelphia, PA

ENHANCING TREATMENT OUTCOMES AND PATIENT-STAFF SATISFACTION
USING A WEB-BASED PATIENT FEEDBACK PERFORMANCE IMPROVEMENT
SYSTEM

Investigators have identified several outcome variables that are associated with
treatment effectiveness. Among these variables are patient attendance and
satisfaction, length of stay, staff job satisfaction and clinician/supervisory
relations. Therapeutic alliance is an additional variable that significantly
impacts upon treatment improvement. This study “Patient feedback: A
Performance Improvement Study in Outpatient Settings- CTN Protocol #
0016.”, sponsored by the National Drug Abuse Clinical Trials Network (NIDA-
CTN) was designed to assess the feasibility of  out-patient clinicians and
supervisors using a web-based Patient Feedback Performance Improvement
(PI) System to rapidly evaluate patient ratings of group counseling sessions and
therapeutic alliance. The participating clinicians and supervisors then meet as a
team to review the feedback reports identifying performance indicators they
would like to improve and propose the action steps to be implemented. The
Addiction Research and Treatment Corporation, one of seven participating
sites, will report its study outcomes, including clinician satisfaction with the
web-based system, patient feedback related to therapeutic alliance, and patient
attendance.
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J.T. Sakai, S.E. Young, M.C. Stallings, D. Timberlake, A. Smolen, G.L. Stetler
and T.J. Crowley, University of Colorado School of Medicine, Denver, and
University of Colorado, Boulder, CO

CASE-CONTROL AND WITHIN-FAMILY TESTS FOR AN ASSOCIATION
BETWEEN CONDUCT DISORDER AND 5HTT-LPR USING CASES DRAWN
FROM A SUBSTANCE ABUSE TREATMENT PROGRAM AND CONTROLS

Substance dependence and conduct disorder are commonly comorbid and
recent research has suggested strong, common genetic contributions to both
disorders.  Several lines of research have linked serotonin dysfunction with
antisocial behavior, and substance dependence.  A functional polymorphism in
the promoter region of the serotonin transporter gene (SLC6A4) has been
linked with such serotonin dysfunction.  Objectives: To test for an association
between 5HTT-LPR genotype and conduct disorder diagnosis/aggression.
Design: Analysis for association between 5HTT-LPR and conduct
disorder/aggression using a case-control design and the transmission
disequilibrium test.  Setting/Participants: Conduct-disordered adolescents, who
were drawn from admissions to a program that treats adolescents with serious
substance and behavior problems, and conduct-disordered siblings of these
patients (n=297 - 95% of whom met criteria for at least one lifetime substance
dependence diagnosis) were compared with non-conduct-disordered control
adolescents and non-conduct-disordered siblings of these controls (n=93).
Second, using patient families where parental DNA was available, transmission
disequilibrium tests were conducted for two phenotypes: 1) conduct disorder
(74 trios), and 2) conduct disorder with at least one aggressive symptom (57
trios).  Results: Case-control analyses suggested a strong association between
the ss genotype and conduct disorder (?22=14.3; p<0.01).  Within-family
analyses for conduct disorder with at least one aggressive symptom
significantly favored greater transmission of the s allele to affected offspring (?
2tdt=4.13; p=0.04); for conduct disorder results were non-significant but in the
same direction (?2tdt=1.61; p=0.20).  Conclusions:  These data suggest that the
s allele may confer some risk for aggressive behavior and perhaps substance
dependence.  This research was supported by NIDA grants DA 09842, DA
11015, DA 12845, K08DA016314, and NIMH grants 5T32MH15442, and
MH01865.
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M.E. Saladin, B.O. Rothbaum, K. Graap and K.T. Brady, Medical University of
South Carolina, Charleston, SC, Emory University School of Medicine, and
Virtually Better Inc., Atlanta, GA

VIRTUAL REALITY CUE REACTIVITY IN CRACK COCAINE DEPENDENCE

Numerous laboratory studies have demonstrated that exposure to cues
previously paired with drug use can elicit subjective craving, varied affective
responses and physiological reactions in persons with extensive drug use
histories.  Generally referred to as cue reactivity research, this type of
investigational methodology has become one of the primary vehicles for
studying craving, a concept that has long been implicated in relapse to drug use.
One problem that has potentially contributed to inter-study variability in the
pattern and magnitude of observed cue reactivity effects is the lack of a
standardized method for presenting a sufficiently diverse array of cues related
to substance use.  In an effort to address this methodological deficiency, we
have recently completed a feasibility study in which we developed a 3-
dimensional virtual “crack” cocaine environment and evaluated the
environment’s ability to elicit subjective craving and cue reactivity (i.e.,
subjective emotional responding, heart rate and skin conductance) in 11 crack
cocaine dependent individuals.  Each of the seven 3-D crack cocaine scenes in
the cocaine environment depicted actors engaging in a range of using-related
behaviors (i.e., smoking crack) whereas the neutral environment contained
scenes depicted 3-D aquariums with active aquatic life.  Baseline measures of
craving and cue reactivity were also obtained prior to immersion in any of the
virtual environments.  Results indicated that craving was significantly elevated
during the cocaine-related scenes as compared to baseline measures.  Craving
varied by scene content, with scenes depicting active cocaine use eliciting the
highest levels of craving.  Positive affect ratings were significantly lower
during cocaine scenes as compared to baseline.  Although not significant, heart
rate and skin conductance levels tended to be higher in scenes with drug use
content.  Overall, these encouraging results suggest that virtual reality
technology can be used to expose cocaine dependent individuals to a
standardized and rich stimulus environment that effectively elicits craving and
has potential utility in the development/refinement of exposure-based
behavioral and pharmacological interventions for problems of drug dependence.
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I.M. Salloum, J.R. Cornelius, A. Douaihy, D.C. Daley, L. Kirisci, T.M. Kelly
and M.E. Thase, University of Pittsburgh, Pittsburgh, PA

VALPROATE REDUCES COCAINE USE IN BIPOLAR DISORDER COMPLICATED
BY ALCOHOLISM:  PRELIMINARY FINDINGS

Objective: To test the efficacy of valproate for cocaine abuse among bipolar
alcoholics. Method:  We conducted secondary analyses of a randomized,
double blind; placebo controlled trial testing the efficacy of valproate in 52
bipolar alcoholics.  Fifteen (8 on placebo vs. 7 on divalproex), had cocaine use
disorders.  Subjects were assessed every two weeks for 24 weeks. The method
of generalized estimating equations (GEE) was used to analyze cocaine use
outcome over the study period, with time of assessment and treatment groups
(PBO, valproate), entered in the model as covariates.  We also used ANCOVA
analysis comparing between groups cocaine use at final assessment controlling
for baseline cocaine use.Results:  There was an advantage for valproate
compared to placebo on proportion of days of cocaine use (p=0.0002), on
cocaine-positive urine screens (P=0.007), and on improved functioning
(P=0.016).  The valproate group went from demonstrating significantly higher
levels of cocaine use at baseline to demonstrating significantly lower levels at
the end of the trial.  Conclusions:  This report is the first from a randomized,
placebo-controlled trial showing an advantage of a pharmacological agent in
reducing cocaine use in bipolar alcoholics.  These encouraging results warrant
further evaluation of valproate efficacy in bipolar-cocaine comorbidity.
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V. Sanci, A.Y. Chu, C.A. Naranjo, N. Herrmann and U.E. Busto, Sunnybrook &
Women’s College, Toronto, Canada

RESPONSE TO ACUTE TRYPTOPHAN DEPLETION IN ALCOHOLICS AND
DEPRESSED ALCOHOLICS

Background: Current evidence indicates a complex relationship between
serotonin, mood, and alcohol dependence.  It has been suggested that serotonin
may be a target for the pharmacotherapy of alcohol dependence and/or other
concurrent disorders, such as depression.  This experimental study used acute
tryptophan depletion (ATD) challenge to assess central serotonin function in 51
male subjects: 26 alcohol-dependents (AD), 10 depressed alcoholics (COMO),
and 15 healthy controls (CTL).  Design:  Double-blind, placebo-controlled,
crossover study.  The order of treatment was randomized. Subjects attended two
single-day sessions during which a tryptophan-depleted (active) or a
tryptophan-containing (placebo) amino acid drink was consumed after an
overnight fast.  Mood questionnaires (e.g. Profile of Mood States [POMS],
Visual Analogue Scales [VAS]) were administered and blood samples taken at
baseline and 5h post-ATD drink.  Performance within and between groups
(alcoholics, depressed alcoholic and controls) were compared by repeated-
measures analysis of variance. Results: ATD produced a significant reduction
in baseline-adjusted tryptophan (TRP) (F=7.25, df=1, p=0.011) and its ratio to
large neutral amino acids (TRP:LNAA) compared to placebo (F=6.60, df=1,
p=0.015). TRP reductions in depressed alcoholics were significantly less than
those of alcoholics and controls (F=13.4, df=2, p<0.001). ATD produced a
significant treatment X group interaction on VAS Craving (F=4.35, df=2,
p=0.019) for AD subjects, and significant effect of group (all df=2, p<0.05) on
VAS Sedation (F=12.01), VAS Mood (F=7.19), and POMS subscales
Depression-Dejection (F=12.84), Fatigue (F=4.44), Elation (F=8.49) and
Positive Mood (F=13.76). All ATD significant group effects produced the same
rank order response pattern of COMO>AD>CTL groups. Conclusions: These
preliminary results indicate that alcoholics are vulnerable to even transient
manipulation of central serotonin by ATD with differential effects.
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A.M. Sandler, E.C. Stoffel, B.Á. Nic Dhonnchadha and K.A. Cunningham,
University of Texas Medical Branch, Galveston, TX

PROTEIN EXPRESSION DURING EARLY ACQUISITION OF COCAINE SELF-
ADMINISTRATION

Cocaine addiction continues to be a problem in our society, yet no effective
pharmacological treatments currently exist. One roadblock in the development
of a treatment for drug addiction has been an incomplete understanding of the
neuroadaptations that occur during the development of addiction. The aim of
this study is the identification the protein expression changes that occur during
the acquisition of cocaine self-administration (SA) behavior in rats as a model
of the neuroadaptations that occur in humans during the developmental history
of addiction. We hypothesize that differential patterns of protein expression will
be observed between rats that self-administer cocaine and those that receive
response-independent infusions. We further expect to observe a greater
divergence in the pattern of protein expression between rats that self-administer
and those that receive passive cocaine infusions on day 5 compared to day 1 of
acquisition. To this end, rats that self-administered cocaine (0.75 mg/kg/0.1 ml
infusion) for 1 or 5 daily 2-hour sessions were yoked to animals that received
either passive cocaine or saline (0.1 ml) infusions. Rats were sacrificed within 2
hrs of the end of the final session. The nucleus accumbens (NAc) was removed
and flash frozen at -80ºC until processing for two-dimensional gel
electrophoresis (2-DGE) followed by mass spectrometry (MS). As expected, we
have observed variable rates of cocaine SA during a single SA session in non-
food restricted rats; thus, yoked rats received concomitant variable infusions of
non-contingent cocaine or saline. In addition, we have successfully used 2-DGE
to observe protein expression patterns in the NAc in control samples. These
preliminary studies set the stage for our ongoing analysis of specific proteins
that characterize the development of stable drug-taking behavior.  Supported by
DA 07287, DA06511, DA 0060, DA16905.
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E.J. Santa Ana and P.J. Nietert, Medical University of South Carolina,
Charleston, SC

IMPACT OF GROUP MOTIVATIONAL INTERVIEWING FOR DUALLY
DIAGNOSED PATIENTS

Poor compliance with aftercare treatment among dually diagnosed patients is a
costly and pervasive health problem that limits the effectiveness of inpatient
detoxification. Current strategies for improving compliance with aftercare
treatment are minimally effective. The purpose of this study was to examine the
impact of adding motivational interviewing in a group format (GMI) to the
standard treatment program of an inpatient psychiatric hospital for individuals
with coexisting psychiatric and substance use disorders. The project aimed to
significantly improve compliance with aftercare treatment (e.g. outpatient,
AA/NA, and residential treatment) and reduce substance use over standard
treatment alone. Psychiatric inpatients with alcohol and/or drug dependence
(n=101) were block randomized to GMI (n =50), consisting of two sessions, or
standard treatment (ST, n=51), including a two-session therapist attention
activity. Participants and collaterals were contacted at 1 and 3-month follow-up
periods to evaluate outcomes. Multivariate comparisons between treatment
groups were conducted using zero-inflated negative binomial (ZINB) models
(Long, 1997;Cheung, 2002). Participants who received GMI attended
significantly more aftercare treatment sessions (p<.05), consumed less alcohol
(p<.05), binge drank (p<.001) and used illicit drugs on fewer days (p<.05),
drank fewer drinks per drinking day (p<.01), and were less likely to spend
money on drugs than participants in ST (p<.05). While participants in GMI
attended significantly more outpatient treatment sessions than participant in ST
as early as the 1-month follow-up, differences on overall aftercare treatment
attendance including AA/NA self-help participation were not evident until 3-
month follow-up. While the GMI treatment effect on drug use was only evident
at 1-month follow-up, the effect on alcohol consumption was robust throughout
the entire follow-up phase. Group MI interventions may be an efficacious
approach for enhancing aftercare attendance and for lowering substance use.
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R. Santis, C.G. Hidalgo, V. Hayden, E. Anselmo, S. Ruiz, M.J. Mezzera, R.
Torres, J. Rodriguez, F. Cartajena, J. Dreyse, L. Toro and M.J. Jimenez,
Pontificia Universidad Catolica de Chile, Santiago, Chile

PREDICTORS OF ENTRY INTO TREATMENT OF COCAINE BASE PASTE AND
COCAINE HYDROCHLORIDE USERS: A COHORT STUDY

In Chile, only 7.2% of substance abusers receive rehabilitation treatment each
year. Aim:To explore factors that predict the entry into rehabilitation treatment
of Cocaine Base Paste (CBP) users and Cocaine Hydrochloride (CH) users,
using Privileged Access Interviewing, in a one-year cohort study. Material and
methods: Twenty seven privileged access interviewers recruited subjects and
administered a questionnaire about substance use pattern and risk behaviors at
initial, six months and 12 months follow-up assessments. The settings are the
four districts of Santiago with the highest CBP and CH use prevalence.
Inclusion criteria: at least one CBP (group 1) or CH (group 2) use in the last
month, predominant current use of CBP (group 1) or CH  (group 2), and no
treatment for substance abuse in the last six months (both groups). Logistic
regression was employed to identify predictors. Results: 231 subjects were
recruited at intake in group 1 and 236 in group 2. The mean age of CBP users
was 23.5 years (SD= 7.3) and 23.7 years (SD= 7.1) for CH users.   One third of
all subjects were female in both groups. Preliminary findings at the 6th month
follow-up of 239 subjects (both groups) are presented (retention: 78%; ongoing
study). Eight subjects (3%) entered substance abuse treatment at the 6th month.
Two predictors were identified: the higher the amount of CH used per day
(Odds Ratio= 1.65; 95% CI= 1.1-2.4) and the later the onset of cannabis use
(OR= 1.94; 95% CI= 1.02-3.6), the greater the probability of treatment entry.
Conclusions: Spontaneously, a low percentage of these users seek treatment.
Few variables were predictors of treatment entry.  The amount of CH used per
day is coherent with other studies. However, the age of onset of cannabis use
was unexpected. We previously reported (CPDD 2004) that in this sample,
subjects under 18 years were beginning cannabis use more   precociously than
older subjects. Thus,   young drug user might be more hidden to treatment than
older drug users.
Acknowledgment: This research was funded by FONDECYT (Grant Nπ
1030431).
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A.J. Saxon, C. Jaffe, C.W. Meredith, E. Yanasak, M. Cherrier, K. Ang-Lee and
K.A. Straits-Troster, University of Washington and VA Puget Sound Health
Care System, Seattle, WA and VA National Center for Prevention and Duke
University, Durham, NC

OPEN-LABEL TRIAL OF RISPERIDONE FOR METHAMPHETAMINE
DEPENDENCE

Methamphetamine (MA) dependence is associated with neurocognitive
impairments and psychiatric symptomatology.  This study tested the hypothesis
that risperidone treatment would improve cognitive dysfunction and decrease
psychiatric symptoms thereby reducing MA use in MA dependent individuals.
Subjects (n=11, 1 female) met DSM-IV criteria for MA dependence, had a
mean age of 46.2 (SD=7.1) and had used MA for an average of 8.5 years
(SD=6.3).  After baseline assessments (including tests of executive function,
memory, speed of information processing, verbal fluency, and motor skills and
the Brief Symptom Inventory), subjects were placed on open-label risperidone
1 mg q hs with dose escalation over 4 days to 4mg q hs (or highest tolerated
dose).  Subjects remained on risperidone for 4 weeks with weekly urine
toxicologies and self-reports of substance use.  After 4 weeks
neuropsychological tests were repeated and risperidone was discontinued.  The
completers of the 4 week trial (n=8, 72.7%) had a final mean daily risperidone
dose of 3.6mg (SD=0.52) and decreased their days of MA use from a mean of
13.0 (SD=6.5) in the 30 days prior to starting risperidone to a mean of 0.125
(SD=0.4; 1 subject had 1 episode of use) during the 4 weeks on risperidone
(t=5.7, p=.001).  Brief Symptom Inventory somatization scores declined from a
mean of 59.0 (SD=8.4) to 51.8 (SD=8.3; t=2.7, p<.05), and positive symptom
distress declined from a mean of 52.8 (SD=8.0) to 41.7 (SD=8.6; t=3.0, p<.05).
With the exception of improvement in fine motor function (Grooved Peg Board
Dominant Hand baseline mean=44.4 [SD=9.2]; follow-up mean=48.5
[SD=5.6], t=3.0, p<.05), neuropsychological performance did not change
significantly from baseline to follow-up for the completer sample as a whole.
The findings raise the possibility that risperidone reduces MA use either
through a direct neuropharmacological action or indirectly through reduction of
psychiatric symptomatology but not via improvements in cognitive function.
Controlled trials of risperidone for treatment of MA dependence are warranted.

602

S.L. Sayre, A.L. Stotts, C. Green, A. Chawdhary and J. Crockett, University of
Texas-Houston, Houston, TX

ALEXITHYMIA IN SINGLE- AND DUAL-DEPENDENT SUBSTANCE USERS

Alexithymia (AX) is characterized by an inhibition to process and regulate
emotion. Individuals with AX find it difficult to identify and describe emotions
and distinguish emotional feelings from physical sensations.  These individuals
are unable to engage in fantasy and favor externally oriented thinking to
introspection. The few studies of AX in substance abusers suggest that rates of
AX are higher among substance users than the general population.  Among
those abusing more than one substance, AX rates appear even higher.  This
study assessed the prevalence of AX in single and dual dependent outpatients
and examined the relationship between AX and cocaine use outcome, treatment
retention, and therapy attendance. Participants (N=173) were administered the
Toronto Alexithymia Scale (20-item) prior to initiating outpatient treatment.  A
higher prevalence of AX was found among the dually dependent patients
compared to those using a single substance (40% vs. 15%).  Poisson regression
analyses demonstrated AX predicted cocaine use (p <.01), however no
association with dual dependence was found.  AX was not related to treatment
retention or therapy attendance in either sample.  These results suggest that
increased attention to Alexithymia in cocaine treatment studies is warranted

ACKNOWLEDGMENTS: Supported by NIDA Grants DA-09262 and DA
-1580
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S.D. Schlussman, D.A. White, L.E. Bence, A.C. Harmon, A. Ho, S.G. Holtzman
and M.J. Kreek, The Rockefeller University, New York, NY and Emory
University, Atlanta, GA

NEONATAL MATERNAL SEPARATION SIGNIFICANTLY AFFECTS EXPRESSION
OF MU OPIOID RECEPTOR MRNA IN THE THALAMUS OF ADULT RATS

Early life experience may constitute a major factor for both the normal
development of the central nervous system and also the development of
pathophysiology.  In animals it has been demonstrated that repeated, early
separation of neonatal pups from their dams has a significant and prolonged
effect on their stress responsivity.  Adult males which have undergone maternal
separation as neonates are less sensitive to morphine-induced antinociceptin (e.
g. Kalinichev et al Br. Res. Bull 54 2001; Kalinichev et al Psychopharm 157
2001).  In the present study we examined the effects of neonatal maternal
separation on the expression of  mu  opioid receptor mRNA in the thalamus and
periaqueductal gray (PAG) of drug naïve adult rats.  Methods:  Animals were
separated from their dam on postnatal days 2-14.  Litters were removed from
their mother for a variable period of time (15 min, 1 hr or 3 hr) each day.
Following the separation protocol, animals remained housed with littermates
and were sacrificed as adults.  Immediately following sacrifice, brains were
dissected and homogenized in guanidine thiocyanate and stored at - 80  C until
use.  Levels of  mu opioid receptor mRNA were measured by solution
hybridization/RNase protection.  Results:  Adult male rats which had been
subjected to maternal separation had significantly higher levels of  mu opioid
receptor mRNA in the thalamus (p < 0.05).   Levels of  mu opioid receptor
mRNA were not significantly higher in the PAG, although this was likely due
to a high degree of variance.  These data demonstrate that early life experience
significantly affects the expression of mu opioid receptor mRNA in a brain
region known to be important in mediating nociception.  Studies in progress
will determine the effect of maternal separation on mu opioid receptor mRNA
in other brain regions.  This work was supported by NIH-P60-DA-05130 and
NIH-K05-DA-00049 to M.J.K. and NIH-RO1-DA-14122 and NIH-K05-DA
-00008 to S.G.H.
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M.L. Schoeneberger and J.Y. Sacks, NDRI-CIRP,  New York, NY

EARLY FINDINGS - COLORADO WOMEN’S PRISON PROJECT: COMPARING
SUBSTANCE ABUSE (SA) BEHAVIORS, BEHAVIORAL HISTORIES, SERVICE
NEEDS/UTILIZATION OF 2 AGE COHORTS WITH SA PROBLEMS

CO-WPP is a 5-year NIDA sponsored study whose purpose is to compare the
effectiveness of 2 prison-based SA treatment models for female offenders, a
Therapeutic Community and an Intensive Outpatient Program.  Prelim. data is
based on an initial cohort of 378 admitted to the Denver Women’s Correctional
Facility (DWCF) between Feb. 2002 and Aug. 2004.  Little is known about
treatment. for the female offender population in our prisons and even less is
known about the profiles and needs of the aging female offender.  In this poster,
we compare the demographic profiles, SA, crim. justice involvement., and other
risk beh. histories prior to the present incarceration of Young (less than age 40),
n=286, 76%, and Mature (age 40+), n=92, 24%, female offenders
recommended for intensive SA treatment. during their present incarceration
term.  We further identify the 2 age cohorts’ self-reported service needs 6 mo.
prior to the present incarceration and subsequent service utilization while in
prison.  The total female offender cohort is predominantly Caucasian,
undereducated, and unmarried; more than 1/3 had been unemployed in the year
prior to their current arrest; the median age is 35.  The women in the study have
an extensive LT arrest history.  Over ¾ of them are parents, with an average of
3 children.  While none of the services offered are age-specific, the 2 age
cohorts utilized the services offered at DWCF at similar proportions.  The
profiles and beh. histories of the 2 age cohorts will be examined to identify and
suggest more age-appropriate services for incarcerated female offenders.

605
E.P. Schoener, C.L. Arfken and S.A. Ball, Wayne State University, Detroit, MI
and Yale University, New Haven, CT

LEARNING INTERESTS AND NEEDS OF COMMUNITY CLINICIANS

An exhaustive audit of training capacity conducted during 2004 in the NIDA
Clinical Trials Network revealed impressive breadth and depth for professional
skill development. The present companion survey sought to identify and
prioritize professional learning needs of practicing clinicians in the substance
abuse field. Together, these findings should enable targeted clinical training in
community settings with greater efficiency and impact. This survey was
conducted at a national meeting of drug abuse treatment and research
professionals in September 2004. While anonymous, the instrument included
items to identify respondents’ clinical discipline, education, certification,
gender, age, and years of experience. Seventy-six clinical skill issues were
presented in four domains: a) Psycho social [23], b) Pharmacological [10], c)
Special Populations [19], and d) Assessment [24]. For each item, respondents
were asked to rate the extent of their current Knowledge/Expertise (K/E) and
perceived Needs/Interests (N/I) on three point scales. 167 surveys were
completed by professionals in four key disciplines: Counseling (30%), Social
Work (30%), Psychology (9%), and Medicine/Nursing (13%). A statistical
computation that compared rates in the scores for each of the 76 items on K/E
and N/I clearly distinguished incongruence between the two variables; this
difference would appear to be a compelling indicator of true learning needs.
Though generally consistent with conventional wisdom, the results offer more
than confirmation, especially with regard to the disparities between professional
disciplines. For all respondents, the item in each of the respective domains
exhibiting the greatest difference between what is known and needed was: a)
Motivational Interviewing, b) Anticraving medication, c) Gender specific
issues, and d) Cost analysis. The items with smallest differences by domain
were: a) 12-Step facilitation, b) Methadone, c) Alcoholism, and d) Substance
use diagnosis. It appears that substance abuse professionals place a higher value
on learning new skills than on further developing ones they already use.
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R.S. Schottenfeld, M.C. Chawarski and D. Fiellin, Yale University School of
Medicine, and The APT Foundation, New Haven, CT

ABSTINENCE ACHIEVEMENT DURING OPIOID AGONIST MAINTENANCE
TREATMENT:  WHEN TO SHIFT GEARS?

Background: Initiation of opioid agonist maintenance treatment leads to rapid
reductions in illicit drug use and improvement in psychosocial functioning, but
evidence-based guidelines are needed to determine when additional
interventions or changes in treatment are required to improve outcome.
Methods: We evaluated the time from treatment entry to the initiation of at least
3 consecutive weeks of abstinence from illicit opioids and the proportion of
non-abstinent patients who became abstinent each week in five completed
clinical trials (total N=608) of maintenance treatment with methadone (60-85
mg PO daily) or buprenorphine (12-16 mg SL daily or equivalent dose
administered 3x/week).  Results: Across all 5 studies, 65-75% of patients who
achieved abstinence reached this goal within the first 4 weeks of treatment
entry; the proportions achieving abstinence each week was highest in the first 4
weeks and significantly lower in subsequent weeks (p<.001); very few
additional patients initiated abstinence after 12 weeks.  Abstinence initiation
during the first 4 weeks was associated with significantly lower illicit opiate
(p<0.5) and cocaine (p<0.5) use.  In 2 studies permitting direct contrasts of
treatments, methadone (compared to buprenorphine) and contingency
management (compared to performance feedback) were associated with faster
rates of abstinence initiation.  Conclusions: These results suggest that patients
who do not become opiate abstinent within the first 4 weeks of maintenance
treatment are significantly less likely to become abstinent subsequently without
additional behavioral or pharmacological interventions, increased maintenance
medication dose, or change in maintenance medication.

Supported by: R01 DA012979, RO1 DA09803, RO1 DA09413 and K24
DA00445
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N.L. Schramm-Sapyta, Q.D. Walker, M.P. Brooks, J.M. Caster and C.M. Kuhn,
Duke University Medical Center, Durham, NC

THE ROLE OF THE STRESS AXIS IN ADOLESCENT DRUG-TAKING

Most drug abuse begins during adolescence, and individuals who begin drug
use at a younger age are more likely to become addicted than those who wait
until they are older.  We have obtained data which suggest that elevated central
or peripheral HPA axis function plays a role in adolescent vulnerability to
addiction.  We first examined behavioral reactivity to the elevated plus maze
(EPM) in adolescent (28 day old) and adult (65 day old) rats and collected trunk
blood to assess circulating levels of ACTH and corticosterone by RIA.  These
data show that 1) adolescents spend more time in the open arms than adults; 2)
both adolescents and adults release additional ACTH and corticosterone in
response to being placed on the EPM, but adolescents have a higher basal and
stress-induced release; 3) in adolescents, the amount of corticosterone released
is proportional to the amount of time spent on the open arms.  Thus, the
adolescent response to the EPM is unique in that they showed behavioral
disinhibition (more open arm time) in the presence of elevated stress hormones.
To assess the effect this might have on drug taking, we prescreened adolescent
and adult rats in the elevated plus maze before allowing them to drink cocaine
in two-bottle choice procedure.  In the adolescent group, the rats that spent the
most time in the open arms (and who presumably released the greatest amounts
of corticosterone and ACTH) initially drank the most cocaine.  Thus, those
adolescent rats which were most behaviorally activated by the EPM were also
most likely to initiate cocaine intake.  Activation of central CRF systems,
therefore, may play a unique role in adolescent drug taking.
Supported by DA 019114
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C.M. Schroder, N.M. Wilson, K. Tate, W. Better, R. Herning, K. Bolla and J.L.
Cadet, NIH/NIDA Intramural Research Program, and Johns Hopkins School of
Medicine, Baltimore, MD

ECSTASY (3,4-METHYLENEDIOXYMETHAMPHETAMINE) ABUSE:
RELATIONSHIPS BETWEEN COGNITIVE PERFORMANCE AND CEREBRAL
BLOOD-FLOW MEASURES

Ecstasy (3,4-methylenedioxymethamphetamine, MDMA) abuse has become a
public health problem in the USA. Neuroimaging studies and neurobehavioral
research have provided evidence for moderate neurological and cognitive
impairments in some of the patients. Nevertheless, little is known regarding the
interactions between cerebrovascular indices and performance on
neurocognitive tasks. The present study was thus undertaken to examine
possible relationships between neurocognitive deficits and cerebral blood flow
abnormalities measured by Transcranial Doppler (TCD) sonography. We
studied 14 ecstasy users who consisted of 7 males and 7 females. They
averaged 23.36 years in age and were 42.9% (n=6) Caucasian American and
57.1% (n=8) African American. Regression analyses indicated that ecstasy
users demonstrated impairments on specific neurocognitive tasks involving
executive function; psychomotor skills, memory, reaction time tasks and
cognitive interference. These deficits highly correlated with indices of
vasoconstriction measured by TCD. These preliminary findings suggest that
neurocognitive deficits in ecstasy users might be secondary to abnormal blood
flow to regions of the brain that subsume these neuropsychological functions.
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L.M. Schrott and L.M. Franklin, Louisiana State University Health Sciences
Center, Shreveport, LA

THE HYPOTHALAMIC-PITUITARY-ADRENAL AXIS IS ACTIVATED DURING
POSTNATAL WITHDRAWAL FROM PRENATAL OPIATE EXPOSURE

Withdrawal from chronic opiate treatment in mature and young rats is
accompanied by increases in stress hormones. However, it has not been
established that infant rats undergoing withdrawal from prenatal opiate
exposure also experience HPA axis activation. Herein we show that rat pups
undergoing spontaneous and antagonist-precipitated withdrawal from prenatal
exposure to the long-acting opiate l-alpha-acetylmethadol (LAAM) had
elevated corticosterone concentrations. Female Sprague-Dawley rats were
administered 1.0 mg/kg/day LAAM or water via daily oral gavage for 28 days.
Treatment continued throughout breeding and pregnancy, with no evidence of
LAAM toxicity. On postnatal D1 (PND1) pups from LAAM treated and half of
the water-treated dams were fostered to lactating, untreated dams. Remaining
prenatal-water treated pups were reared by their biological mothers. On PND2
using a within litter design, otherwise untreated pups and pups injected with
saline or 1 mg/kg naloxone HCl (sc) 30 min prior were rapidly decapitated.
Plasma corticosterone was measured by radioimmunoassay. ANOVA revealed
no difference between males and females or between untreated and saline-
treated pups. Prenatal LAAM-exposed pups undergoing spontaneous
withdrawal postnatally had a 3-fold elevation in corticosterone (84.68 ng/ml)
compared to like-treated prenatal water-exposed pups reared by biological
(27.15 ng/ml) or foster mothers (25.47 ng/ml) (p <0.005).  Following naloxone,
prenatal water-treated pups showed no evidence of HPA axis activation (24.16
and 28.48 ng/ml for pups reared by biological or foster mothers). In contrast,
prenatal LAAM exposed pups undergoing precipitated withdrawal had a 5.5-
fold increase in corticosterone (145.37 ng/ml) (p<0.0001). These data indicate
that rat pups exposed to opiates prenatally undergo HPA axis activation as they
withdraw. Since neonatal stress can affect development, postnatal withdrawal-
induced HPA activation may be a mechanism for some effects attributed to
prenatal opiate exposure.

610

J.E.  Schumacher, J.B. Milby, D. Wallace, R. Vuchinich, S. Kertesz, M.
Roberts, M. Furman and M. Vikinsalo, The University of Alabama at
Birmingham, Birmingham, AL and RHO, Inc.

ALCOHOL DIAGNOSES SHOWED IMPROVEMENT AMONG HOMELESS AFTER
DAY TREATMENT FOR COCAINE ADDICTION IN BIRMINGHAM HOMELESS
COCAINE STUDY 3

Previous research has demonstrated efficacy of day treatment and contingency
managed housing and work therapy on cocaine use, housing, employment, and
HIV risk among homeless.  Little attention has been given to alcohol.
Investigators developed a scheme to measure treatment outcome comparing
DSM-III-R Substance Use Diagnoses at two  points in time.  This study
investigates the alcohol diagnoses at 6 months post treatment entry within a
randomized clinical trial comparing day treatment plus contingency managed
housing, non-contingency managed housing, and no housing among homeless
mostly African American males with primary cocaine disorders (N=196).
Diagnoses were first grouped and ordered by severity as non-clinical (none and
dependence-full remission) or clinical (abuse, dependence-partial remission,
and dependence).  Positive outcomes were: Good (equivalent non-clinical
diagnoses at both time points) or Improved (diagnosis decreased in severity
from baseline to follow-up).  Negative outcomes were Bad (equivalent clinical
diagnoses at both time points), and Worsened (diagnosis increased in severity
from baseline to follow-up).  Overall, outcomes were more Positive than
Negative (68.9% vs. 31.1%). Positive outcomes were more Improved than
Good (41.9% vs. 27.0%) and Negative outcomes were more Bad than
Worsened (18.9% vs. 12.2%).  No treatment group differences were found.
Alcohol diagnoses were positively affected by day treatment, but not influenced
by housing condition.
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C.G. Schütz, W. Block, F. Träber, O. Eichler, G. Bopp, F. Schildberg, M.
Wagner, H.H. Schild and W. Maier, Friedrich-Wilhelms-University, Bonn,
Germany

BRAIN 1H MR SPECTROSCOPY, COGNITIVE FUNCTIONING AND
TREATMENT OUTCOME IN TOBACCO-DEPENDENT SUBJECTS

Background: Our clinic offers a standardized behaviour-therapeutically based
group therapy in combination with nicotine patches to treat tobacco dependence
over a period of six months. This allows to objectify abstinence and relapse on
an almost weekly base within this period. Methods: 1H Magnet Resonance
Spectroscopy (MRS) provides a measure of brain chemistry. Our current study
aims to determine degree and specificity of neuronal integrity and membrane
turnover in tobacco dependent patients, as determined by MRS and characterize
its relationship to degree of substance use, degree of dependency, neuro-
cognitve functioning (attention, memory, executive functioning), therapeutic
outcome and changes in functioning over time. Results: Analysis based on 40
smokers and 31 controls indicate: Differences between smokers and controls
did not reach significance, when smokers were assessed shortly after stopping
to smoke. Lower Cho/(P)Cr (indicator cellular turnover) (1.44 ± 0.15 vs. 1.33 ±
0.13 p=0.07) and to a lesser degree NAA/(P)Cr (indicator neuronal integrity)
(2.83 ± 0.21 vs. 1.68 ± 0.18 p=0.10) in the frontal region of smokers though did
predict relapse within a six month period. Lower frontal Cho/(P)Cr was
associated with increased Fagerström values, not with amount of tobacco used.
Furthermore we found lower scores in complex memory tasks to predict
relapse. To our knowledge this is the first study to systematically study nicotine
dependence using 1H Magnet Resonance Spectroscopy.
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R.P. Schwartz, D.A. Highfield, R.J. Battjes, J.M. Callaman, K.E. O’Grady, C.
Butler, C. Rouse, J.V. Brady and J.H. Jaffe, Friends Research Institute,
University of Maryland, College Park, and University of Maryland School of
Medicine, Baltimore, MD

INTERIM METHADONE MAINTENANCE: 10 MONTH FOLLOW-UP

Interim methadone maintenance provides an alternative for individuals on
waiting lists for comprehensive methadone treatment programs (MTP). It
consists of methadone maintenance with only emergency counseling, for no
more than 120 days, for individuals awaiting admission to comprehensive
treatment. This randomized clinical trial examined whether individuals on the
wait list for a mobile MTP who received interim maintenance had greater
reductions in drug use and criminal activity as reported on the Addiction
Severity Index (ASI) compared to individuals assigned to a wait list without
interim treatment. Adult heroin-dependent individuals who met criteria for
MTP entry and for whom no treatment slot was available were randomly
assigned on a 3:2 basis to either interim maintenance (n = 199) or standard wait
list (n = 120).  A series of 2 (Condition: Interim v. Wait List) X 3 (Assessment
Time Point: Baseline v. Short-term follow-up at entry into Comprehensive
Treatment or at 4 months from baseline for participants who did not enter
comprehensive treatment v. longer-term follow-up at 6-months after short-term
follow-up) General Linear Mixed Model analyses were conducted. Results
indicated that there were significant Condition X Time interaction effects for
heroin use, F(2, 267)=215, p<.001; cocaine use, F(2, 164)=7.6, p<.001; days of
illegal activity, F(2, 299)=10.7, p<.001; and, money obtained from illegal
sources, F(2, 375)=4.1, p<.02.  Results indicated both short- and longer-term
(10 month) superiority of interim treatment in all instances. Finally, chi-square
goodness of fit tests conducted on urine drug tests collected at follow-up
indicated that interim participants were still less likely than wait list participants
to test heroin positive at follow-up (p<.001), while the groups did not differ
with regard to cocaine test results. Results indicate that meaningful
improvements in drug use and crime indices associated with interim methadone
maintenance as compared to waiting list controls persist for up to 10 months.
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A.D. Schweinsburg, A. Park, C. Burke, G.F. Koob, and S.F. Tapert, University
of California, La Jolla, Veterans Medical Research Foundation, San Diego, and
The Scripps Research Institute, La Jolla, CA

PERSONALITY AND FMRI RESPONSE AMONG ABSTINENT ADOLESCENT
MARIJUANA USERS

The potential premorbid features that may contribute to altered brain
functioning during response inhibition among individuals with substance use
disorders remain unclear. We examined functional magnetic resonance imaging
(fMRI) activation during a go/nogo task that assesses response inhibition
among heavy marijuana using adolescents and non-using controls. Using a
mediational model, we predicted that personality would account for brain
response abnormalities among marijuana users.Participants were 13 heavy
marijuana users (MJ) and 16 non-using controls ages 16 – 18 who were free
from histories of head injury, psychiatric, and medical disorders. The NEO-FFI
assessed personality in five domains. Teens underwent 30 days of monitored
abstinence before performing a go/nogo task during fMRI scanning. We tested
a mediational model that personality scores would reduce the magnitude of the
relationship between marijuana use and fMRI response. Groups did not differ
on go/nogo task performance, but MJ teens had less fMRI response in right
inferior frontal cortex, and greater response in right cingulate cortex than
controls (clusters ≥943 microliters, p<.05). MJ teens had higher NEO-FFI
Openness scores than controls (p<.05). Openness was negatively associated
with right inferior frontal brain response (R2 = .16 p<.05), and positively
related to cingulate response (R2 = .33, p < .001). However, adding Openness
to the regression model did not diminish the relation between fMRI response
and marijuana use, so the mediational model was refuted. This preliminary
study suggests that heavy marijuana using adolescents are more open to new
experiences and demonstrate abnormal brain functioning during an inhibition
task even after a month of monitored abstinence. While more openness related
to greater neural abnormality, it did not predict variance in fMRI response
beyond marijuana use. Thus, in this sample, personality traits did not explain
brain function abnormalities among adolescents who use marijuana heavily.
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K.L. Scoggins, M. Hoot, F.L. Smith and W.L. Dewey, Virginia Commonwealth
University, Richmond, VA

THE EFFECTS OF CHOLINERGIC AGONISTS ON MU OPIOID BINDING TO
MOUSE BRAIN HOMOGENATES

Previous studies from our laboratory have shown that the icv injection of
acetylcholine (Ach) or the s.c. injection of physostigmine produced dose
responsive antinociception in mice.  Further, we reported that the potency of
narcotic antagonists to reverse Ach induced antinociception was identical to
their rank order of potency in antagonizing morphine induced antinociception.
We now report that the injection of doses of either cholinergic agent that
produced 100% antinociception in mice did not alter naloxone binding in the
brain.  However, when Ach was added in vitro to mouse brain homogenates of
drug naïve mice we observed a dramatic decrease in Bmax and Kd.  The Bmax
in vehicle treated homogenates was 1.00+0.04. A concentration of 1µM Ach
reduced the Bmax to 0.30+0.1.10µM Ach did not produce a significant
reduction but 100µM reduced the Bmax to 0.48+0.1.  The Kd also was reduced
by more than 50% at both 1 and 100µM but not at 10µM.  These pronounced
and unexpected effects of cholinergic agents on opioid binding might provide
an explanation for the ability of narcotic antagonists to block cholinergic
induced antinociception. This work was supported by USPHS Grants: T32
DA07027, DA01647 and KO-5 DA 00480.
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C.K. Scott, M.L. Dennis, R.R. Funk, Chestnut Health Systems, Chicago and
Bloomington, IL

PRELIMINARY FINDINGS FROM THE SECOND EARLY RE-INTERVENTION
EXPERIMENT WITH RECOVERY MANAGEMENT CHECKUPS

Addiction often involves a cycle of multiple episodes of treatment, periods of
recovery, relapse and/or incarceration. Our Recovery Management Checkups
(RMC) protocol was designed to monitor for relapse, provide early
intervention, address barriers to treatment re-entry, and improve treatment
retention rates. Results from the first experiment demonstrated that relative to a
control group (interviews only), our RMC protocol reduced the time from
relapse to readmission, increased the amount of treatment received, and reduced
the need for treatment at the end of 2 years. The current experiment was
designed to improve on the first by increasing linkage rates to treatment and
retaining clients in treatment longer over a 4-year time span.  Data include both
self-report and urine analysis at intake, 3, 6 and 9 months post intake (with 95
to 97% follow-up per wave) on 446 adults. Participants were 46% Female, 79%
African American, and 77% aged 30-49.  All met criteria for dependence
(mostly cocaine, alcohol, heroin, and marijuana) and 46% had one or more co-
occurring mental health disorders.   The majority were back in the community
and in need of treatment readmission at 3 (54%), 6 (55%), and 9 (51%) months
after intake. Relative to the participants in the control group, those assigned to
the new RMC intervention were significantly more likely to report for
subsequent treatment (36% vs. 26% days), receive more subsequent treatment
(24.3 vs. 15.5 days), and were less likely to be in need of treatment at the next
observation (47% vs. 57%).   All adherence and outcome differences were
larger than those observed in the first ERI experiment and the improvements to
the protocol produced significant results much sooner than the first experiment.
(supported by NIDA R37 DA11323)
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A.C. Segarra, J.M. Soto, M.A. Fernandez and J.M. Orenstein, University of
Puerto Rico, School of Medicine, San Juan, PR

FENTANYL, A MU OPIOID RECEPTOR AGONIST, DECREASES BEHAVIORAL
SENSITIZATION IN FEMALE RATS TREATED WITH ESTROGEN

Estrogen is a key modulator of the motivational and rewarding effects of
cocaine in the female rat.  We have shown that the selective mu opioid receptor
(MOR) antagonist, naloxonazine, decreases cocaine-induced locomotor activity
in female rats treated with estrogen.  This study was designed to investigate the
effect of fentanyl, a MOR agonist. Adult female rats were ovariectomized and a
5 mm Silastic tube was implanted subcutaneously.  Half of animals received
empty implants, the other half received implants filled with estradiol benzoate.
After 7 days, animals were habituated for 1 hour to the locomotor activity
chamber.  The following day, locomotor activity was recorded for 15 min.,
animals were injected with fentanyl (10 ug/kg, i.p.), and locomotor activity
recorded for 15 additional minutes.  Animals were then injected with cocaine
hydrochloride (15 mg/kg) and activity measured for 60 additional minutes.
Fentanyl decreased the locomotor response to cocaine and behavioral
sensitization to cocaine, but the decrease in both cases was greater in females
that received estrogen. These results indicate that in females, opioid modulation
of cocaine-induced locomotor activity is dependent on plasma estrogen levels.
Further studies are required to determine the specific mechanism of estrogenic
action.  This work was supported partially by grants RR03051 from the RCMI
Program of NCRR-NIH and by the UPR Cellular and Molecular Neurobiology
Programs (SNRP) from NINDS U54-NS39405.
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D.E. Selley, M.P. Cassidy, W.K. Rorrer, Q. Tao, A. Mahadevan, M.E. Abood,
R.K. Razdan and B.R. Martin, Virginia Commonwealth University, Richmond,
VA, Organix, Inc.,  Woburn, MA and California Pacific Medical Center, San
Francisco, CA

RELATIVE EFFICACY OF STANDARD CANNABINOIDS AND NOVEL CB2-
SELECTIVE ANALOGS TO ACTIVATE CB2 RECEPTORS

CB1 and CB2 cannabinoid receptors mediate the effects of marijuana’s active
ingredient, D9-tetrahydrocannabinol (THC). CB1 receptors mediate the
psychoactive effects of THC. CB2 receptors, found only in the immune system,
are thought to contribute to immunosuppressive effects of THC. CB2 receptors
are also potential pharmacological targets for development of
immunosuppressive drugs to treat inflammatory pain and autoimmune diseases
without abuse liability. CB1 and CB2 receptors produce biological actions
through activation of cellular G-proteins, so pharmacodynamic efficacy of
cannabinoid drugs can be measured by stimulation of [35S]GTPgS binding to
cell membranes. This study measured the efficacies of natural and synthetic
cannabinoids to activate G-proteins in cell lines expressing either CB1 or CB2
receptors. Previous studies in rat brain showed that the order of efficacy of
several cannabinoids to activate CB1 receptors was: WIN 55,212-2 (WIN) =
levonantradol ≥ CP 55,940 (CP) > methanandamide > THC. Similarly, in CB1
expressing cell lines used in the present study, the efficacy order was WIN =
levonantradol = CP ≥ methanandamide > THC. In contrast, in CB2 expressing
cells the order of efficacy was: CP > WIN > methanandamide > levonantradol
> THC. A series of novel resorcinol-based cannabinoids were found to vary in
selectivity for CB2 receptors, with affinity ratios ranging from 1 to 240-fold
more selective for CB2 than CB1. Interestingly, some of these compounds
exhibited greater efficacy to activate CB2 receptors than CP.  These results
demonstrate that structural requirements to activate CB2 receptors differs from
that of CB1, and that novel CB2 selective compounds have been developed
with greater CB2 activity than currently available cannabinoids.

This work was partially supported by grants from N.I.D.A.
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M. Sen, R.M. Bauzo, H.L. Kimmel and L.L. Howell, Emory University, Yerkes
National Primate Research Center, Atlanta, GA

CYSTINE-GLUTAMATE TRANSPORT IN THE DOPAMINE NEUROCHEMISTRY
OF COCAINE IN SQUIRREL MONKEYS

Understanding the pharmacological mechanisms by which cocaine exerts its
behavioral effects is essential for medications development for treating cocaine
addiction.  Cocaine binds to three monoamine transporters, blocking the
reuptake of dopamine, serotonin, and norepinephrine.  However, many of the
behavioral effects of cocaine have been attributed primarily to its effects on
dopamine.  Extrasynaptic glutamate has been shown to regulate dopamine
function in the mesocorticolimbic pathway, which is involved in reward and
reinforcement.  The glutamate system has been linked to locomotor
sensitization, conditioned place preference, and drug self-administration, all of
which are parameters often used to model drug abuse.  An acute cocaine
injection can increase both dopamine and glutamate synaptic release in the
nucleus accumbens.   The present study examined the effect of manipulations of
the cystine-glutamate transporter function on the neurochemistry of cocaine in
nonhuman primates.  We hypothesized that blocking the transporter with CPG
(S-4-carboxyphenylglycine) would decrease extrasynaptic glutamate and
enhance cocaine-induced increases in extracellular dopamine.  Conversely,
augmenting glutamate release with N-acetyl-L-cystine (NAC), a cystine
prodrug, would increase extrasynaptic glutamate and attenuate cocaine-induced
increases in extracellular dopamine.  In vivo microdialysis was performed on
three adult male squirrel monkeys to monitor cocaine-induced changes in
extracellular dopamine (DA) in the caudate over a two-hour observation period.
Perfusion of CPG, a cystine-glutamate transporter blocker, directly into the
caudate enhanced cocaine-induced increases in extracellular dopamine.
Systemic administration of NAC dose-dependently attenuated cocaine-induced
increases in extracellular dopamine.  These results suggest that the cystine-
glutamate transporter plays an important role in regulating the neurochemical
effects of cocaine in nonhuman primates.

Supported by USPHS Grants DA12514, DA000517, DA015092, and RR00165
and by NSF Agreement No. IBN-9876754.
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E.C. Senay, A. Geller, G. Woody, R.C. Dart, A.A. Hughes and M.Y. Smith,
University of Chicago, Chicago, IL, Columbia University, New York, NY,
University of Pennsylvania, Philadelphia, PA, Rocky Mountain PCC, Denver,
CO and Purdue Pharma L.P., Stamford, CT

ABUSE, DEPENDENCE AND MISUSE OF PRESCRIPTION OPIOID ANALGESICS,
BENZODIAZEPINES AND CARISOPRODOL IN 7792 CALLS TO POISON
CONTROL CENTERS

Introduction: The RADARS® System is a program for Phase IV
proactive monitoring for abuse and diversion of prescription opioids
including buprenorphine, methadone, oxycodone extended release,
other oxycodone, hydrocodone, hydromorphone, fentanyl and
morphine. Benzodiazepines and carisoprodol were included as
comparison groups.
Methods: Calls to PCC’s, between 6/29/03 and 4/03/04, were classified
by a RADARS® System committee of three experienced addiction
clinicians according to a protocol based partially on the DSM i.e.
Abuse, Dependence, Withdrawal and three other pre-defined categories
Misuse, Negative and Alleged.
Results: For abuse/dependence cases, fully or partially meeting DSM
criteria, Prescription Opioids (N= 526), Benzodiazepines (N=358) and
Carisoprodol (N=128) shared a pattern of multiple drug use as a part of
the diagnosis; 66% of opioid abuse/dependence cases abused multiple
drugs with 34% abusing one drug; 72% of Benzodiazepine cases
abused multiple drugs with 28% abusing one drug; 69% of
Carisoprodol cases abused multiple drugs with 31% abusing one drug.
Benzodiazepines were involved in suicide in 52% of cases with 30%
for opioids and 32% for carisoprodol.  When age and diagnoses were
studied younger groups showed increases consistent with the rise of
prescription abuse and dependence in recent years. Other patterns and
implications for Phase IV monitoring will be reviewed.
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A. Sepulveda, L. Keyser-Marcus, D. Langhorst, J. Draper, S. Kornstein and D.
Svikis, Virginia Commonwealth University, Richmond, VA

REASONS FOR DRINKING IN PREGNANT SMOKERS AND NON-SMOKERS

Women who drink alcohol often also smoke and vice versa  (Drobes, 2002).
For pregnant women, such comorbidities can have serious consequences to both
mother and baby.  Recent findings from our lab confirm the relationship
between heavy/problem drinking and tobacco use during the prenatal period
(Svikis et al., 2005). The present study examined reasons for alcohol use in
pregnant smokers and nonsmokers. Participants were 400 women receiving
prenatal care at an urban, hospital-based, prenatal care clinic.  Recruitment
occurred at first prenatal visit and all participants provided informed consent.
From the test battery, the current study examined the 25-item Reasons for
Drinking questionnaire (Cronin, 1997) and PAL health behaviors assessment.
Women were categorized as prenatal smokers (N=163) or non-smokers
(N=237) based on self-report tobacco use data for the 3 months preceding first
prenatal visit. Group comparisons were made using chi-square analyses.
Women who smoked during the prenatal period endorsed 11 of the 25 reasons
for drinking more frequently than did non-smoking women. Specifically, twice
as many women who smoked stated that alcohol made it easier for them to
express their feelings (21.8%) than nonsmokers (12.3%; p<.02). Smokers were
also nearly twice as likely to report engaging in alcohol use because: drinking
helped cheer them up (21.1% vs. 12.8%, p<.03); people they knew drank
alcohol (17.6% and 8.9%; p<.02); they felt powerful when they drank (as if
they could influence others) (11.9% and 5.1%, p<.02); alcohol made them think
more about sex (23.1% and 10.3%; p<.001) and alcohol made them feel high
(22.4% and 10.7%; p<.002). They also reported drinking because alcohol let
them celebrate,  to a greater degree than nonsmoking pregnant women (23.1
and 12.8%; p<.013).  Other data from our lab found pregnant smokers were at
greater risk for alcohol problems than pregnant nonsmokers (Svikis et al.,
2005).  Current study findings provide further support for the importance of
subgrouping pregnant women into smokers and nonsmokers.  The data
highlight clearly that women who smoke prenatally, also drink for a variety of
reasons and these reasons are less frequently reported among nonsmoking
pregnant women.  Study findings can be used to guide the development of
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S. Sevy, A. Bechara, H. Visweswariah, S. Meyer, B. Napolitano and E.V.
Nunes, The Zucker Hillside Hospital, Glen Oaks, NY, University of Iowa, Iowa
City, IA and Columbia University and New York State Psychiatric Institute,
New York, NY

DECISION UNDER RISK IN CANNABIS USE DISORDERS AND SCHIZOPHRENIA

Background: The purpose of this pilot study was to investigate decision under
risk in subjects with cannabis use disorders and schizophrenia using a
computerized version of the Iowa Gambling Task. Methods: Comparison of
four groups: (1) 14 subjects with DSM-IV diagnosis of cannabis use disorders
(mean age: 22 ± 11; 14 males and 0 females); (2) 19 subjects with co-occuring
schizophrenia and cannabis use disorders (mean age: 29 ± 12; 15 males and 4
females); (3) 17 subjects with schizophrenia and no co-occuring cannabis use
disorders (mean age: 32 ± 16; 10 males and 7 females), and (4) 21 healthy
controls (mean age: 33 ± 15; 12 males and 9 females). All subjects participated
in this study after signing an informed consent form. Data of the Iowa
Gambling Task were analyzed in 5 blocks of 20 trials. A score for decision
under ambiguity was calculated by averaging the scores of blocks 1,2, and 3. A
Score for decision under risk was calculated by averaging the scores of blocks 4
and 5. Scores were compared between groups using chi-square test. Results:
Compared to the group of healthy subjects, groups 1, 2, and 3 had worse scores
for decision under risk but not for decision under ambiguity Conclusions:  we
found impaired decision under risk in cannabis use disorders and schizophrenia.
Our results suggest a dysfunction of the ventromedial prefrontal cortex in both
disorders. Supported by grants NIDA K23 DA015541-01 (SS),  NIDA K02
DA00288-08  (EVN)
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M. Shahbazi, A. McQueen and K. Frantz, Georgia State University, Atlanta, GA

ACQUISITION OF AMPHETAMINE SELF-ADMINISTRATION IN
PERIADOLESCENT AND ADULT RATS

Recent experimental data demonstrate unique psychomotor stimulant drug
responses among adolescent subjects.  In the present experiment the acquisition
of intravenous amphetamine self-administration was compared between
periadolescent (postnatal days 35-49) and adult (postnatal days 89-104) male
Sprague-Dawley rats.  With no previous training or exposure to the test
chamber, rats were allowed to press a lever which resulted in an intravenous
infusion of 0.05 mg/kg amphetamine on a 2-lever, fixed-ratio 1 schedule of
reinforcement in daily 2 h sessions for 14 days.  One experimental group was
tested during the dark phase of the circadian cycle, whereas another group was
tested during the light phase.  Across the first week of acquisition in the dark
phase, periadolescent rats (n=7) acquired amphetamine self-administration at a
significantly higher rate than adults (n=8).  However, there was no significant
difference in rate of acquisition between periadolescent (n=6) and adult rats
(n=6) during the light phase.  These results suggest a higher sensitivity in the
younger rats to the reinforcing effects of amphetamine during their active
period.  Further studies are underway to establish a dose-response curve in the
acquisition paradigm as well as during maintenance of self-administration on a
progressive ratio schedule of reinforcement in both male and female rats in the
light and dark phases.

623

E.J. Shank, S. Stutz and K.A. Cunningham, University of Texas Medical
Branch, Galveston, TX

DERMORPHIN-SAPORIN INFUSIONS INTO THE VENTRAL TEGMENTAL AREA:
EFFECTS ON BASAL AND
COCAINE-EVOKED LOCOMOTOR ACTIVITY IN RATS

Gamma-aminobutyric acid (GABA) neurons of the ventral tegmental area
(VTA) function as an important regulator of mesolimbic dopamine (DA)
circuits involved in the control of basal and drug-stimulated behavior. These
GABA neurons possess µ-opioid receptors and are sensitive to the neurotoxic
actions of saporin conjugated to the µ-opioid agonist dermorphin (demorphin-
saporin; D-S). In the present study, we have utilized D-S to test the hypothesis
that the removal of GABA neurons in the VTA would result in enhanced basal
and/or cocaine-stimulated locomotor activity. Male Sprague-Dawley rats
(n=4/group) were bilaterally microinfused with D-S (0.6 pmol/200 nl/side),
vehicle or blank saporin into the VTA and locomotor activity was measured on
days 7, 9, 11, 13 and 15 post-injection.  On day 7, D-S treated rats exhibited
significantly higher levels of basal locomotor activity than vehicle or blank-
SAP (p < 0.05) and this difference gradually diminished across the 2 weeks
after infusion. This regimen of intra-VTA D-S administration did not appear to
induce overt impairments in balance, gait, or ambulation. In a separate group of
rats (n=8/group) in which D-S (1.2 pmol/200 nl/side) or blank-saporin was
infused into the VTA, basal locomotor activity was enhanced of day 5 after
infusion of D-S relative to control (p < 0.05). Furthermore, D-S rats displayed a
trend toward greater hyperactivity upon cocaine challenge (10 mg/kg IP) than
controls administered the same dose of cocaine. Subsequent
immunohistochemical analysis verified a selective loss of GABA neurons in the
VTA.  These data suggest that the neurotoxin D-S provides a unique approach
to the study of VTA GABA control of locomotor activity.  Supported by
DA56202, DA06511, DA 0060, DA16905.
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B. Shapiro, A. Martinez, M. Pletcher, N. Haug and S. Sniderman, University of
California and San Francisco General Hospital, San Francisco, CA

RETROSPECTIVE EXAMINATION OF THE RELATIONSHIP BETWEEN
MATERNAL METHADONE DOSE AND NEONATAL ABSTINENCE SYNDROME

Background: Research has indicated the clinical effectiveness of providing
methadone to pregnant, opioid-dependent women, but the proper dosage
remains controversial. Ideal dosing of methadone in pregnancy would minimize
both illicit opioid use and the severity of neonatal abstinence syndrome (NAS).
Clinical research into the relationship between maternal methadone dose and
NAS has produced equivocal results and is becoming outdated due to increases
in maternal methadone doses.  We sought to examine the relationship of
maternal methadone dose with maternal opioid use and NAS severity. Methods:
We studied 142 consecutive neonates born to methadone maintained mothers at
San Francisco General Hospital from 1995-2004 using electronic neonatologist
progress notes and chart review.  The primary predictor was maternal
methadone dose (low = 10-55mg, medium = 60-110, and high = 120+); the
outcome was length (days) of neonate treatment with dilute tincture of opium
for NAS symptoms.  Results: Illicit opioid use by urine toxicology was less
frequent with increasing methadone dose (low dose = 38%, medium = 20%,
high = 9%, p = 0.012), but length of treatment was significantly longer (low
dose = 13 days, medium = 26 days, high = 28 days, p < .001).  Differences in
length of neonate treatment remained large and statistically significant after
adjusting for maternal age, race, infant gender, gestational age and birthweight,
and year of treatment (low dose = reference, medium = 14.1 extra days, high =
20.9 extra days, p<.001). Conclusions:  Higher maternal methadone doses,
which are more effective at controlling illicit opioid use, appear to be associated
with increased severity of NAS.

625

K. Shear, A. Zuckoff, E. Frank, D. Daley, J. Cornelius, P. Houck, R. Silowash,
S. Choder and R. Poropatich, University of Pittsburgh School of Medicine,
Pittsburgh, PA

COMPLICATED GRIEF AND SUBSTANCE USE IN METHADONE
MAINTENANCE PATIENTS: A SURVEY STUDY

BACKGROUND: Complicated grief (CG) is a debilitating syndrome
characterized by separation distress, traumatic distress, and failure to adapt
more than 6 months after the death of a loved one. A recent report documented
CG in 33% of outpatient community psychiatric treatment seekers (Piper et al.
2001), but no information is available regarding its prevalence in substance
abuse treatment settings. AIM: To obtain an estimate of the prevalence of
complicated grief in patients receiving methadone maintenance treatment
(MMT). METHOD: We conducted an anonymous, self-report  survey in the
MMT clinic of our large, urban psychiatric hospital. The survey consisted of
demographic questions, a loss summary, the Inventory of Complicated Grief (a
reliable, 19-item self-report instrument querying grief symptoms; ≥25 indicates
CG-Prigerson et al., 1995), and questions about substance use in the context of
the death that bothered respondents the most. RESULTS: 131 clinic patients
completed our survey (response rate=44%). Respondents were 56% female,
77% Caucasian / 16% African-American / 7% Other. Mean age was 40.5
(range=20-62). Respondents were not different from non-respondents in
gender, race, or age. Losses were reported by 98% of f respondents. Mean score
on the ICG was 29.1 (SD=13.4; range=0-59, mode=27). Among respondents
with complete ICG’s and no deaths <6 months (n=104), 63% scored positive
for CG. Participants with CG were significantly more likely than those without
CG to agree that the death led to an increase in their substance use, as opposed
to a decrease or no effect on use (80% vs. 33%; chi square=26.63, p<.001).
CONCLUSION: Given our findings of prevalent loss, a high rate of CG, and an
association between CG and increased substance, further studies of CG and
substance use in MMT patients are called for. Supported by NIMH grants R01
MH60783-01A1 and 5P30 MH030915-28, and NIDA supplement MH60783
-02.
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T.A. Sherwood, L. Nong, M. Agudelo, H. Friedman and T.W. Klein, University
of South Florida, Tampa, FL

GENE STRUCTURE AND TRANSCRIPT USAGE OF THE CANNABINOID
RECEPTOR 2 GENE IN
IMMUNE CELLS OF C57BL/6 MICE

Bioinformatic searching of mouse genome databases, such as Ensembl,
revealed that the location of the cannabinoid receptor 2 gene (Cnr2) is located
on chromosome 4, is 24.7kb in length, and produces two transcripts employing
different first exons. The difference in the transcripts is the usage of the first
exon. Transcript 1 makes use of exon 1a and transcript 2 utilizes exon 1b.
Further mining of the CB2 sequences in GenBank™ showed that transcript 1
was associated with mRNA from thymus (Acces. #, AK037898), spleen
(X86405), and a murine cell line NFS107 (X93168, NM009924) and transcript
2 with mRNA from bone (AK036658) and liver (BC024052). First we wanted
to confirm the structure and location of the first exons and coding region of the
Cnr2 gene. To do this we isolated, sequenced, and cloned segments of genomic
DNA of C57BL/6 mice using GenomeWalker (Clontech). For sequence
targeting, reverse gene-specific primers were designed 3’ of the coding region
and from each of the first exons. Using this technique we were able to isolate 4
genomic fragments 5’ of the CB2 coding region, 1 fragment 5’ of exon 1a, and
4 fragments 5’ of exon 1b. Sequence analysis of these fragments confirmed that
they correlate with the Cnr2 gene model illustrated in Ensembl. Next we
wanted to look at CB2 transcript usage in mouse immune cells. Splenocytes as
well as component T cells and B cells were isolated by standard methods from
CB2 heterozygous mice. Total RNA was extracted followed by mRNA
purification using the MicroPoly (A) Purist kit (Ambion), which was then used
for RT-PCR using SMART™RACE (Clontech). Results showed that two
amplicons were produced (~550bp and 650bp) from splenocytes as well as
from T cells and B cells. Sequence analysis and alignment of the products
revealed that the 550bp amplicon correlated with transcript 1 and the 650bp
amplicon correlated with transcript 2. These results suggest that immune cells
utilize both CB2 transcripts and future studies will examine transcript usage
under varying immune conditions. Supported by grants DA10683 and
DA03646.
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M. Shoaib, Newcastle Medical School, Newcastle University, Newcastle, UK

THE CANNABINOID PARTIAL AGONIST AM251 ATTENUATES NICOTINE-
SEEKING AND NICOTINE SELF–ADMINISTRATION IN RATS

The cannabinoid subtype (CB1) antagonist rimonabant (SR141716) has been
shown to decrease nicotine self-administration and attenuate nicotine-evoked
dopamine release in the nucleus accumbens; effects that support recent findings
on its clinical efficacy as a smoking cessation aid. The present experiments aim
to advance our understanding on the role of CB1 receptors in rodent models of
nicotine dependence. AM251, a selective partial agonist at CB1 receptors dose-
dependently (3-10 mg/kg IP) suppressed intravenous nicotine self-
administration (0.03 mg/kg/inf) in rats during three successive days of pre-
treatment. This reduction was short lasting since behaviour was reinstated by
suspending AM251 pre-treatment. In a model of nicotine-seeking behaviour,
rats having been extinguished by removal of nicotine (0.03 mg/kg/inf) and
associated cues, presentation of a priming dose of nicotine (0.2 mg/kg SC) with
the cues robustly reinstated responding of nicotine-seeking behaviour. Acute
pre-treatment with AM251
(1-10mg/kg IP) dose-dependently attenuated the reinstatement effects produced
by nicotine (0.2 mg/kg SC) and the contingently presented cues. These
preclinical findings support the use of rimonabant as a smoking cessation aid
and highlight the multiple targets available for CB1 receptor ligands to control
intake of nicotine and prevent relapse.
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S. Shoptaw, J. Peck, X. Yang, M. Torrington and W. Ling, David Geffen School
of Medicine at University of California and Friends Research Institute, Los
Angeles, CA

A RANDOMIZED, PLACEBO-CONTROLLED TRIAL OF GABAPENTIN OR
BACLOFEN FOR METHAMPHETAMINE DEPENDENCE

The dopamine hypothesis has guided pharmacotherapy for cocaine abuse yet
yielded few positive signals. In an effort to evaluate pharmacotherapies that
indirectly modulate dopamine via GABA, the objective of this project was to
compare relevant doses of baclofen to placebo and gabapentin to placebo as
putative pharmacotherapies for methamphetamine abuse. This three-arm,
double-blind, placebo-controlled trial randomly assigned participants to receive
16 weeks of gabapentin (800 mg tid; n=24), baclofen (20 mg tid; n=26), or
placebo (tid; n=37) in the context of thrice-weekly relapse prevention groups.
Participants tended to be male (68%), were on average 33 years old, and had an
average of 12 years of education. Most were Caucasian (57%) or Hispanic
(30%). Analysis of Treatment Effectiveness Scores, which aggregated urine
drug screening results by condition, showed participants assigned to baclofen
provided significantly fewer metabolite-free urine samples compared to placebo
(t (61) = -2.59; p<.01)) and were retained in treatment for a shorter period than
participants assigned to placebo (F (2,84) = 3.87; p<.05). There was no
difference in TES scores between participants receiving gabapentin vs. placebo.
Participants in the gabapentin and baclofen conditions had more missing data
than those in the placebo condition (F(2,84)=3.77; p<.05).  There were no
Serious Adverse Events reported during the study. These data do not support
the use of gabapentin or baclofen as pharmacotherapies for methamphetamine
abuse and dependence.

This study supported by NIDA grant 1 P50 DA 12755.
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S.C. Sigmon, A.L. Chausmer, W. Better, R.I. Hernin and R.R. Griffiths, Johns
Hopkins University School of Medicine, and NIDA, Baltimore, MD

CAFFEINE WITHDRAWAL INCREASES CEREBRAL BLOOD FLOW VELOCITY
AND ALTERS QUANTITATIVE ELECTROENCEPHALOGRAPHY ACTIVITY

The purpose of this study was to examine the effect of caffeine
withdrawal on cerebral blood flow velocity and quantitative EEG.
Cessation of daily caffeine consumption produces a withdrawal
syndrome comprised of subjective symptoms and functional
impairment; however, few controlled studies have examined the
physiological effects of caffeine withdrawal.  Sixteen volunteers
reporting daily caffeine intake (mean 215 mg/day) participated in this
double-blind, within-subject cross-over study consisting of four
challenge sessions in which they received acute caffeine and placebo
administration under two conditions: 1) while maintained on 400 mg
oral caffeine per day for >14 days and 2) while maintained on oral
placebo for > 14 days.  Blood flow velocity was  determined for 4
arteries: right and left middle (MCA), and right and left anterior (ACA)
cerebral arteries using pulsed transcranial Doppler sonography.  EEG
was recorded from 16 scalp sites while subjects sat, with eyes-closed, in
a sound-attenuated electronically-shielded chamber.  Subjective effects
were assessed with questionnaires.  Results showed an effect of the
acute abstinence condition compared to the other three conditions
combined.  Acute caffeine abstinence significantly increased the mean
velocity, systolic velocity and diastolic velocity (cm/s) in all 4 cerebral
arteries.  In the MCA, the pulsatility index was significantly decreased
following placebo.  Placebo significantly increased EEG theta power.
Placebo also produces subjective effect changes, including increased
ratings of Tired, Fatigue, Sluggish and Weary and decreased ratings of
Energetic. Cessation of daily caffeine consumption produced changes
in cerebral blood flow velocity and quantitative EEG.  These changes
may be related to classic caffeine withdrawal symptoms of headache,
drowsiness and decreased alertness. (Supported by R01-DA03890 and
T32-DA07209 from NIDA)
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V. Sikirica, S. Vallow, J. Schein, D. Doshi, N. Katz, A. White and H. Chilcoat,
Jefferson Medical College, Philadelphia, PA, Janssen Medical Affairs, L.L.C.,
Titusville, NJ, Center for Opioid Research, Inflexxion, Inc., Newton, MA,
Analysis  Group, Inc., Boston, MA and Johns Hopkins, Baltimore, MD

IMPACT OF OPIOID ABUSE FROM THE MANAGED CARE PERSPECTIVE

OBJECTIVE: Compare the comorbidity profile, healthcare and prescription
utilization, and charges of a cohort of “opioid abuse” subjects to matched
controls.  METHODS:  We identified patients aged 12-64 years in a large
managed care population with opioid abuse (ICD-9 codes 304.0x, 304.7x,
305.5x, 965.00, 965.02, and 965.09) from July 2000 through April 2003.  Non-
abuser controls were matched 4:1 with opioid abusers on age, gender, and zip
code.  Medical and pharmacy claims were examined to estimate the prevalence
of comorbidity, utilization and charges.  RESULTS:  1,393 opioid abusers and
5,476 controls were identified. Opioid abusers had significantly higher
(p<0.0001) comorbidity prevalence rates including psychiatric diagnoses, skin
infections, cirrhosis/other liver disease, back disorders, arthritis, injury/trauma,
and other substance abuse.  Approximately 61% of opioid abusers had at least
one claim for a short-acting opioid compared to 16% of controls. Opioid
abusers had significantly greater mean number of claims for short acting
opioids than controls (11.68 vs. 2.94, p<0.0001). Only 16.5% of opioid abusers
had claims for both short and long acting opioids. Mean annual healthcare
charges for opioid abusers were 12-times that of controls ($48,124 vs. $3,937, p
< 0.01).  CONCLUSIONS:  With increased prevalence rates of comorbidity and
utilization rates of medical services and prescription drugs, an opioid abuse
diagnosis is a marker for high costs to managed care.  Opioid abuse prevention
programs and policies, including utilization of opioids with low abuse potential,
may result in cost savings.
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J.M. Silvers, M. Ferris, U. Hasselrot, B.J. Strupp, C.F. Mactutus and R.M.
Booze, University of South Carolina, Columbia, SC and Cornell University,
Ithaca, NY

PRENATAL COCAINE EXPOSURE ALTERS THE MONOAMINE SYSTEM IN A
GENDER-SPECIFIC MANNER: ADRENERGIC RECEPTORS AND
NOREPINEPHRINE TRANSPORTER

Prenatal cocaine exposure has been shown to increase sensitivity to the
behavioral effects of the α2 adrenergic antagonist idazoxan, specifically to
attention impairment (Bayer et al., 2002). In order to test for possible changes
in the adrenergic system, female Sprague-Dawley rats were surgically
implanted with an intravenous access port (Mactutus et al., 1994) and allowed
one week to recuperate before being paired with male rats for breeding.  Upon
detection of sperm with vaginal lavage, females were considered to be at
gestational day 0 (GD0).  Beginning on GD8, animals received saline or 3.0
mg/kg IV cocaine either 1/day or 2/day until GD21, delivered as a bolus
injection.  Following delivery, male and female pups were allowed to grow to
adulthood before brains were removed and frozen for autoradiographic receptor
binding studies.  Radioligands were used to quantify levels of α1 and α2
adrenergic receptors and the norepinephrine transporter (NET) in the prelimbic
region, cg1 and cg2, and hippocampus ca1 and ca2. Significant main effects of
cocaine were seen in α1receptor levels in ca2. Significant main effects of
cocaine were seen in α2 receptor  levels in prelimbic, cg1, cg2, ca1 and ca2.
Significant main effects of cocaine were seen in NET levels in cg1, and ca1.
Many of these effects were modulated by significant gender differences and
interactions with gender.  These results might suggest the need for gender
specific treatments for the attentional deficits produced by prenatal cocaine
exposure.  Supported by NIDA DA009160, DA013965, DA013137,
DA013712, and DA014401.
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M.Y. Sim, I.K. Lyoo, J. Hwang, S.J. Kim, Y.H. Sung, S.C. Bae, J. Kim and P.F.
Renshaw, Seoul National University College of Medicine and Hospital, Seoul,
Korea and McLean Hospital Brain Imaging Center, Belmont, MA

COMPARISON OF REGIONAL CEREBRAL BLOOD FLOW BETWEEN SHORT-
TERM ABSTINENT METHAMPHETAMINE USERS AND LONG-TERM
ABSTINENT METHAMPHETAMINE USERS

Objective: The aim of the current study was to explore changes of relative
regional cerebral blood flow (rCBF) in short-term and long-term abstinent
methamphetamine (MA) users. Methods: Relative rCBF in 40 abstinent MA
users and 23 healthy comparison subjects was compared by the technetium
-99m-hexamethyl-propylene amine oxime (99mTc-HMPAO) single photon
emission computed tomography (SPECT). Relative rCBF in areas of the
significant difference was also compared between groups of short-term (<?6
months) and long-term (>?6 months) abstinent MA users. Results: MA users
showed decreased relative rCBF in right anterior cingulate cortex (Brodmann
area 32)(corrected p<0.05) relative to healthy comparison subjects. Long-term
abstinent MA users had significantly greater rCBF than short-term abstinent
MA users in the right anterior cingulate cortex. Conclusion: We report that
abstinent MA users have decreased rCBF in anterior cingulate cortex, with
lesser level of deficits with the longer abstinence period.
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A.A. Simoes, F.I. Bastos, R.I. Moreira, C. Barbosa, W.B. Azevedo, M.
Magalhaes, A. Hillier and D.S. Metzger, Health Department of Rio de Janeiro
State, Rio de Janeiro, Oswaldo Cruz Foundation, Rio de Janeiro, Brazil and
University of Pennsylvania, Philadelphia, PA

HIV RISK AND TREATMENT ENTRY AMONG DRUG USERS IN RIO DE
JANEIRO, BRAZIL: GEO-BEHAVIORAL ANALYSES

To maximize the public health impact of drug treatment programs the risk
characteristics of those seeking and entering treatment need to be examined
with respect to behaviors that can transmit HIV and other blood borne and
sexually transmitted diseases.  New strategies for collecting and analyzing data
provide an opportunity to expand our understanding of factors that are
associated with the ability of treatment programs to engage those drug users at
highest risk.  The study uses the Audio Computer Self Interview to collect data
and the Geographic Information System software to analyze spatial data of drug
users seeking treatment at an outpatient treatment program in Rio de Janeiro,
Brazil.  In analyses of data collected we examined recent sexual risk among
individuals who made initial contact with the program and those who were
successfully engaged in treatment.  The sample of 736 drug users had an
average age of  36 (SD=10) ranging from 18-93, 84.9% were male, 48.5%
white, 51.9% catholic, 52.6% had no spouse or mate, and 52.6% had less than a
seventh grade education.  We examined the geographic distribution of home
addresses, risk behaviors, drug use frequency, and demographic characteristics.
Most of illegal drugs were significantly associated with commercial sex
(p<.001), multiple partners (p<0.05 ) and MSM (p<0.05).  Successful
engagement in treatment was related to lower rates of drug use and risk
behavior (p<.01).  Women were more likely to engage in treatment (p<0.03).
Contrary to our hypothesis, successful program entry was inversely related to
distance between the patients’ home and the treatment program (p<.01). The
findings that those who were more risky were less likely to become engaged in
treatment point to the need for improving strategies to facilitate either treatment
program entry or community outreach.
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S.L. Simon, J. Dacey, R.A. Rawson and W. Ling, University of California,
Los Angeles, CA

COGNITION IN ABSTINENT METHAMPHETAMINE ABUSERS: A CROSS-
SECTIONAL STUDY

The behavioral treatment currently in use for stimulant abuse requires a basic
level of comprehension.  Presenting the patient with treatment is not the same
as ensuring that the patient understands and is capable of benefiting from the
material provided and cognitive deficits may limit the efficacy of treatment.
Data on the cognitive performance of 129 individuals in treatment for
methamphetamine (MA) were used to examine the sequelae of MA use during
the first year of abstinence.  Self-reports of abstinence were verified by random,
weekly urine samples. Twenty-four of the individuals had not stopped use, 28
of them had not used for a month, and 5 had been abstinent for 10 to 12 months.
The remaining 72 individuals were fairly evenly divided between 2 and 9
months of use (16, 9, 9, 9, 8, 9, 5, 7,). The average age (34.2 yrs.) and education
(12.1 yrs.) did not differ significantly between groups.  Performance was worse
for abstinent individuals than those who continued to use on all of the measures
except measures of working memory that remained the same, and logical
thinking which improved.  However, only four measures were significantly
different between those who were using and those abstinent: recognition of
words, (F6,126 = 2.2, p=.048) Stroop interference, (F6,115 = 2.5, p=.027),
mental flexibility, (F6,118 = 3.3, p=.005), and the number of reminders
necessary on a selective learning task, (F6,109 = 2.3, p=.038). Performance on
word recognition and Stroop was lowest after three months of abstinence, while
impairment on the selective reminding task was greatest after four months, and
mental flexibility was most impaired between 2 and 7 months of abstinence.
Although the data are cross sectional they are consistent with continued
impairment in cognitive function during the first 12 months of abstinence from
MA use.ACKNOWLEDGMENTS:    Supported by NIDA/DVA interagency
agreement # 1 Y01 DA 50038-00.
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G.R. Simpson and A.L. Riley, University of Miami, Miami, FL and American
University, Washington, DC

CONCURRENT ASSESSMENT OF TASTE AND PLACE CONDITIONING WITH
MORPHINE, ETHANOL AND LICL

Given the putative role of a drug’s motivational effects in drug abuse, a
procedure that concurrently measures the rewarding and aversive properties of a
drug may give insight into the mechanisms underlying manipulations known to
modulate drug-taking behavior (e.g., drug preexposure, Simpson & Riley,
Pharmacol Biochem Behav, 2005).  Using such a procedure, we have recently
reported that animals given access to saccharin, injected with morphine and
then placed on one side of a two-sided chamber concurrently develop morphine
place preferences and taste aversions (Simpson & Riley, CPDD, 2003). In
Experiment 1, we examined the generality of these effects with morphine by
assessing concurrent taste/place conditioning in animals treated with another
recreational compound, ethanol. Specifically, male Sprague-Dawley rats were
given 20-min access to a novel saccharin solution, injected with either ethanol
(2 g/kg; Experiment 1) or morphine (10 mg/kg; Experiment 2) and immediately
placed on one side of a two-chamber apparatus. On the following day, they
were injected with vehicle and placed on the other side of the chamber. This
procedure was repeated for a total of four cycles. All subjects were then given
free access to both sides of the chamber to assess their relative preference or
aversion to the drug-associated side. They were also given access to the drug-
associated solution in the home cage to assess their aversion to the drug-
associated taste. While morphine-injected subjects displayed a significant
morphine-induced taste aversion and place preference, alcohol-injected subjects
avoided the drug-associated taste and side, i.e., displayed an alcohol-induced
taste and place aversion, effects identical to those produced by LiCl (0.6
mEq/kg; Experiment 3). All controls, treated similarly to the experimental
subjects (except that they were injected with distilled water during
conditioning), consumed saccharin and showed no specific side preference.
These studies demonstrate that drugs can concurrently produce taste and place
conditioning with the specific effects being drug dependent.
This research was supported in part by a grant from the Mellon Foundation to
ALR.
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R. Sinha, C. Lacadie, C.S.R. Li, P. Skudlarski and T.R. Kosten, Yale University
School of Medicine, New Haven, CT

STRESS-RELATED FMRI BRAIN ACTIVITY PREDICTS COCAINE RELAPSE
OUTCOMES

Previous research has shown that stress-induced drug craving and arousal
increases relapse susceptibility in cocaine dependent individuals. Altered stress
related brain activity in cocaine patients compared to controls, and gender
differences in stress induced brain activation have also been reported. In this
study, we examined whether blood oxygenation level dependent (BOLD)
activity in specific brain regions during stress and stress-induced cocaine
craving were significantly associated with cocaine relapse outcomes. Recently
abstinent cocaine dependent individuals (N=30) who participated in an fMRI
session while in an inpatient treatment facility were followed for 90 days after
inpatient cocaine treatment. Stress related BOLD signal changes in the medial
prefrontal region, anterior cingulate, posterior cingulate, insula, dorsal striatum
and thalamus were examined for correlations with relapse outcomes. Increased
stress-related medial prefrontal activity was associated with shorter time to
relapse (p<.05) and greater number of days of cocaine used (p<.01) in the
follow-up period. Stress related activity in the right insula was associated with
both days and amounts of cocaine used, while posterior cingulate activity was
associated with amount of cocaine used per occasion in the follow-up period.
These findings suggest that neural activity in specific stress related
corticolimbic regions are associated with cocaine relapse and could serve as
markers for relapse susceptibility in cocaine dependent individuals.
Implications for treatment development are discussed. (Supported by NIH
grants R01-DA011077, P50-DA16556 and K02-DA017232).
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R. Sircar and A.K. Basak, The Zucker Hillside Hospital, Glen Oaks, NY

REPEATED ADMINISTRATIONS OF GAMMA-HYDROXYBUTYRIC ACID IN
ADOLESCENT RAT: EFFECTS ON SPATIAL LEARNING AND MEMORY AND
THE NMDA RECEPTOR

Gamma-hydroxybutyric acid (GHB) is abused for its euphoric,
sedative/hypnotic and anabolic effects, and in almost all cases of GHB abuse,
subjects report of amnesia.  GHB abuse is most prevalent among adolescents
and young adults.  Effects of GHB on learning and memory in young animals
are not known. In this study, effects of GHB on spatial learning and memory in
adolescent rats were tested using the Morris water maze.  Adolescent male rats
were treated with a single daily injection of one of three doses of GHB for 5
days.  Control rats received equivalent volumes of saline.  Compared to age-
and sex-matched saline controls, GHB-treated rats took significantly longer and
swam greater distances to find the hidden platform.  Swim speed of GHB-
treated rats did not differ from saline-treated rats.  In the cued (visual) task,
performance of experimental and control rats were similar.   In the probe trial
where the platform was removed from the maze, GHB-treated adolescent rats
spent significantly less time in the target quadrant than saline controls.  Brains
from GHB-treated and saline-treated rats were examined for NMDA receptor
changes using [3H]MK-801 as a biochemical marker of the NMDA channel
function.  [3H]MK-801 binding was significantly reduced in GHB exposed rats
compared to saline-treated control rats.  Together, these data indicate that
repeated GHB treatment negatively impacts spatial learning and memory in
adolescent rats, and that this is associated with alterations in the NMDA
receptor regulation.
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A.H. Skinstad, P.E. Nathan and A.B. Wallis, The University of Iowa, Iowa City,
IA

TREATMENT OF CO-OCCURRING DISORDERS: DISSEMINATION EFFORTS
WITH CHALLENGES

The purpose of this project was to study the adoption by clinicians of
integrated, empirically supported treatments for mental health disorders co-
occurring with substance use disorders. The training program consisted of two
days of training that focused on integrated, empirically supported treatments for
the substance use disorders and the disorders that most commonly co-occur
with them. Method: Sixty-nine substance abuse counselors and their clinical
supervisors were recruited to this program. The program included a two-day
cross-training program, followed by six booster sessions via interactive, closed-
circuit video. The participants were evaluated pre, post and at a two-year
follow-up using specific instruments designed to measure knowledge of and
attitudes towards treatment of substance dependent clients with co-occurring
mental disorders. In addition, the directors of participating institutions were
assessed with the same instruments. Staff at the institutions included in the
program were assessed before the program began and right after it ended, as
well as one and two years after the end of the training to determine whether
changes in the use of psychiatric diagnoses reflecting positive changes in their
attitudes towards clients with co-occurring disorders had taken place.  Staff
demonstrated increases in knowledge of co-occurring disorders at post and
follow-up testing.  However, practical barriers to implementation of integrated
treatment for co-occurring disorders were described by both directors and staff
in the participating institutions. In addition only 36% of the clinical staff from
the original training were still working in the same institutions, leading to the
conclusion that the high staff turnover rate was the greatest barrier to
continuous implementation of integrated treatments.  Conclusion: The
participants were very motivated to implement integrated empirically supported
treatments for clients with co-occurring disorders, but turn over of staff, as well
as financial and practical barriers, made it difficult to reach their goals.
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N. Slesnick, J.L. Prestopnik and R.J. Meyers, Ohio State University, Columbus,
OH and University of New Mexico, Albuquerque, NM

OUTCOME OF CRA WITH HOMELESS ADOLESCENTS: PRELIMINARY
FINDINGS

Substance abuse, mental and physical health problems among street living
youth are significant issues for those that serve this population. However, there
is a dearth of research focused on addressing substance use and related
problems among these youth. In this study, youth were recruited from a drop-in
center. Participants completed a pretreatment, 3 and 6-month follow-up
assessment. Youth were randomly assigned to either service as usual (SAU)
through the drop-in center (case management), or community reinforcement
approach (CRA) therapy, a 12-session, behaviorally oriented individual
therapy. As CRA targets many areas of change directly (substance use, social
stability, related problems), it was expected that positive change on the outcome
measures would be greater for youth at post-treatment in CRA compared to
SAU. Preliminary analyses were conducted on the differential change between
CRA and SAU groups. To date, 118 clients (62 CRA, 56 SAU) have completed
pre and post-treatment assessments. Due to low power, only the pre and post-
treatment assessments were used in the following analyses. An interaction
between group and percent days of alcohol and drug use was found (F (1, 116)
= 4.24, p <.05); youth assigned to CRA showed a greater reduction in substance
use (38% decrease) compared to SAU (16% decrease). Social stability (percent
days of work, education, medical care, living off of the streets) showed a trend
toward an interaction (F (1, 116) = 3.61, p = .06), with CRA increasing
significantly but not SAU. Other measures showed an overall time effect (both
groups got better), including, condom attitudes, depression, problem
consequences of drug/alcohol use, HIV knowledge, delinquency, internalizing
and externalizing behaviors. To our knowledge, this is the first comprehensive
treatment outcome pilot study with homeless substance abusing youth and
findings show the positive impact or efficacy of the intervention (CRA) on this
difficult to serve population. These preliminary findings provide support to
continuing efforts to tailor and improve treatment services to homeless youth.
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M.Y. Smith, R.C. Dart, A. Hughes, A. Geller, E. Senay and G. Woody, Purdue
Pharma L.P., Stamford, CT, Rocky Mt. Poison & Drug Center, Denver, CO,
Columbia University, New York, NY, University of Chicago, Chicago, IL and
University of Pennsylvania, Philadelphia, PA

CLINICIAN VALIDATION OF POISON CONTROL CENTER CALLS INVOLVING
ABUSE AND MISUSE OF PRESCRIPTION OPIOIDS

Introduction:  Calls to Poison Control Centers (PCCs) involving the intentional
ingestion, injection or inhalation of prescription opioids represent a valuable
source of sentinel information regarding the abuse and misuse of these
substances.  These data, however, have not been validated against standard
diagnostic criteria. Methods: Intentional exposure calls involving any one of
eight specific opioids (buprenorphine, fentanyl, hydrocodone, hydromorphone,
methadone, morphine, oxycodone extended-release, other oxycodone) were
obtained for six calendar quarters from eight certified PCCs. Calls were
categorized according to a standard national PCC protocol (Abuse, Misuse,
Withdrawal, Suicide, Intentional Unknown).  Expert addiction specialists
independently rated each case using a scoring system derived from the
Diagnostic and Statistical Manual, Fourth Edition (DSM-IV).  Clinician ratings
were cross-tabulated with PCC classifications, and Kappa coefficients were
calculated to determine the degree of agreement between classification systems
and interrater reliability. Results: 4,321 PCC cases (21.2% Abuse; 14.9%
Misuse; 1.7% Withdrawal; 50.2% Suicide; 12.0% Intentional Unknown (i.e.,
insufficient data to ascertain)) were reviewed. Clinicians rated these calls as
follows: 21.2% Abuse, 6.5% Misuse; 1.2% Withdrawal; 27.8% Suicide; 43.3%
Insufficient evidence for conclusive coding or diagnosis). The Kappa statistic
for clinician and PCC ratings=0.38. When we excluded the 2,021 cases for
which data were insufficient for categorization purposes, the Kappa
coefficient=0.73.  When clinician and PCC ratings for the Abuse and
Withdrawal categories were included only, Kappa=0.76. Interrater reliability
amongst clinicians ranged from 0.50 to 0.63. Conclusion: Agreement between
PCC and clinician classification of intentional exposure calls involving
prescription opioids ranged from fair to excellent.  Results demonstrate the
degree of compatibility between PCC data and other epidemiological  or
nosological data on prescription opioid abuse and misuse.
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F.L. Smith, G.W. Dalton, P.A. Smith and W.L. Dewey, Virginia
Commonwealth University Medical Center, Richmond, VA

POTENTIAL DIMINISHING ROLE FOR PKC IN THE EXPRESSION OF
MORPHINE TOLERANCE DURING PROLONGED EXPOSURE TO MORPHINE

Tolerance can be completely reversed by a variety of structurally dissimilar
PKC and PKA inhibitors in mice implanted with 75 mg morphine pellets and
tested 3-days later.  Experiments were conducted to determine the influence of
3-, 6-, 12- and 18-days of chronic morphine exposure on the ability of PKC and
PKA inhibitors to reverse morphine antinociceptive tolerance.  For these
studies, all mouse groups received 75 mg NIDA morphine pellets on day 0.
Two groups were tested on day 3 and 6, while another group received an
additional pellet on day 6 and was tested on day 12.  The final group received
pellets on days 0, 6 and 12, and were tested on day 18.  Control mice received
placebo pellets on the appropriate corresponding days.  On test day 3, the PKC
inhibitor bisindolylmaleimide I (44.4 nmol, i.c.v.) completely reversed
antinociceptive tolerance by 5.3-fold in the 55 ºC warm water tail-withdrawal
test.  On days 6 and 12, bisindolylmaleimide reversed the tolerance by only 3.8-
fold and 1.9 fold, respectively.  However, on day 18 the curve was not shifted
by bisindolylmaleimide. These data indicate that PKC plays a decreasing role in
the expression of tolerance as the duration of morphine exposure increases.
Alternatively, the highly selective peptide fragment of the autoregulatory
domain of PKA, PKI-(Myr-14-22)-amide (2.5 nmol, i.c.v.), completely
reversed morphine tolerance on day 3, 6 and 12.  Studies on day 18 remain to
be determined.  These data indicate that PKA continues to contribute in the
expression of morphine tolerance during extended periods of morphine
exposure.  Supported by NIDA DA01647-29, K05-DA-00480, and T32-DA
-07027.
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M.A. Smith and M.A. Lyle, Davidson College, Davidson, NC

CHRONIC EXERCISE DECREASES SENSITIVITY TO MU OPIOIDS IN FEMALE
RATS: CORRELATION WITH EXERCISE OUTPUT

Aerobic exercise stimulates the release of endogenous opioid peptides and
increases nociceptive (i.e., pain) thresholds in human and animal subjects.
During chronic exercise, sensitivity to the antinociceptive effects of morphine
and other mu opioids decreases, leading some investigators to propose that
exercise may lead to the development of cross tolerance to exogenously
administered opioid agonists.  The purpose of the present study was to examine
the effects of chronic exercise on sensitivity to mu opioids, and to determine if
changes in opioid sensitivity during chronic exercise are correlated with
exercise output.  Eight female rats were obtained at weaning and housed in
standard laboratory cages that did not permit any exercise beyond normal cage
ambulation.  Following 6 weeks under these conditions, opioids possessing a
range of relative efficacy at the mu receptor (morphine, levorphanol,
buprenorphine, butorphanol) were examined in a warm-water, tail-withdrawal
procedure.  Under sedentary conditions, all opioids produced dose-dependent
increases in tail-withdrawal latencies and high levels of antinociception were
observed for all drugs.  An exercise wheel was then affixed to the interior of
each cage for a period of 12 weeks.  Under these conditions, rats ran an average
of 7154 rev/day (7869 m/day), with a range across rats from 4501 to 10,164
rev/day (4951-11,180 m/day).  Sensitivity to all four opioids decreased
significantly during the exercise period, resulting in decreases in the potency
and/or effectiveness of each drug.  When exercise wheels were removed from
the cages, sensitivity to all four opioids increased significantly and returned to
that observed prior to the exercise period.  For all drugs, there was a significant
correlation between exercise output during the exercise period and changes in
opioid sensitivity.  These data indicate that chronic exercise decreases
sensitivity to mu opioids in female rats, and that these decreases in sensitivity
are significantly correlated with exercise output (supported by Davidson
College and US Public Service Grant DA14255).
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H.R. Smith, T.J.R. Beveridge, M.A. Nader and L.J. Porrino, Wake Forest
University School of Medicine, Winston-Salem, NC

[3H]WIN 35,428 BINDING TO THE NON-HUMAN PRIMATE DOPAMINE
TRANSPORTER FOLLOWING PROTRACTED ABSTINENCE FROM COCAINE
SELF-ADMINISTRATION

Studies in both humans and monkeys have demonstrated that the dopamine
transporter (DAT) is sensitive to the effects of extended periods of cocaine
exposure.  For example, as part of an ongoing investigation into the long-term
effects of cocaine, we previously reported that [3H]WIN 35,428 binding to the
DAT was robustly elevated in the non-human primate striatum after three
months of cocaine self-administration.  Little is known, however, about the
potential for recovery from such changes.  The aim of the present study,
therefore, was to determine whether these alterations in the DAT persist after a
period of abstinence from self-administered cocaine.   Monkeys self-
administered cocaine (0.3 mg/kg/infusion under a fixed-interval schedule) for a
period of 100 days, followed by 30 days of abstinence from drug.  Food-
reinforced control animals followed an identical protocol.   On the final day of
abstinence brains were collected and processed for autoradiography.  DAT
binding levels were assessed in five levels of the pre-commissural striatum
using the selective ligand [3H]WIN 35,428.  A comparison of  [3H]WIN
35,428 binding levels  between food and cocaine/abstinence groups revealed
that DAT binding sites in the cocaine/abstinence group were moderately
elevated in posterior portions of the pre-commissural striatum, particularly in
the ventral striatum (nucleus accumbens and olfactory tubercle).  When
compared to previous reports, the present data indicate an overall reduction in
the magnitude of increases in DAT binding, suggesting a trend toward
recovery.  However, the most persistent alterations in the striatum occurred in
the same ventral sub-regions which were previously demonstrated to be the
most vulnerable to the effects of cocaine.   Supported by NIDA grant DA09085.
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M. Sofuoglu, E. Mitchell and T.R. Kosten, Yale University School of Medicine,
and VA Connecticut Healthcare System, West Haven, CT

TIAGABINE ATTENUATES THE SUBJECTIVE EFFECTS OF COCAINE IN
HUMANS

In preclinical studies, medications which increase the synaptic GABA levels
have been shown to block cocaine reward. In this study, we examined the
interaction between a GABA enhancing medication tiagabine and cocaine in
cocaine users. The proposed mechanism of action for tiagabine is selective
inhibition of GABA-transporter type I, which leads to increases in synaptic
GABA levels. We hypothesized that tiagabine treatment, by increasing the
synaptic levels of GABA, would attenuate the subjective-rewarding effects of
cocaine. A total of  7 subjects, 5 male and 2 female cocaine users had 2
experimental sessions. Before each session, subjects received either two oral
doses of 4 mg of tiagabine or placebo. Starting 2 hours after the second dose of
medication treatment, subjects received 3 escalating cocaine doses, 0, 0.15 and
0.3 mg/kg dose of cocaine intravenously. The main analysis compared the 2
treatments with repeated measures ANOVA. Tiagabine treatment did not affect
the cocaine-induced blood pressure and heart rate changes. Tiagabine treatment
attenuated the subjective ratings of “high,”  “stimulated,” and  “craving for
cocaine” in response to cocaine administration (p<0.05). These results suggest
that tiagabine treatment attenuates some of the subjective effects of cocaine
without affecting the cardiovascular effects of cocaine. GABA medications,
including tiagabine, are currently being evaluated  in controlled clinical trials
for the treatment of cocaine dependence (Supported by NIH grant P-50
DA12762 VA New England MIRECC).
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S.C. Sonne, S.E. Back, K.T. Brady and M.L. Verduin, Medical University of
South Carolina, Charleston, SC

SYMPTOM IMPROVEMENT IN CO-OCCURRING PTSD AND ALCOHOL
DEPENDENCE

The purpose of this study was to investigate temporal and symptom-specific
improvement in PTSD and alcohol dependent individuals participating in a 12-
week, outpatient treatment study. Method: Participants were 94 individuals with
comorbid PTSD and alcohol dependence enrolled in a double blind, placebo-
controlled trial of sertraline. Outcome measures included PTSD symptoms (as
measured by the Clinician-Administered PTSD Scale, Impact of Events Scale,
and the Civilian Mississippi Scale for PTSD) and alcohol use frequency and
intensity (as measured by the Time Line Follow Back). Participants were
divided into groups based on improvement in outcomes for alcohol only
(n=11), PTSD only (n=16), both disorders (n=35) or neither disorder (n=14).
Data for assignment of responder group were available for 76 participants.
Results: Study completion rates were significantly higher for individuals who
demonstrated improvement in both disorders (p<0.001). Overall, 60.5% (n=46)
of the sample were alcohol responders and 67% (n=51) were PTSD responders;
most who demonstrated a treatment response to one disorder also demonstrated
a treatment response to the other disorder (p<0.05).  Improvements in PTSD
were found to have a greater impact on improvements in alcohol dependence
symptoms, than the reciprocal relationship. Improvements in the PTSD
hyperarousal symptom cluster in particular, were related to substantially
reduced average drinks per day (p<0.05), and percent days drinking (p<0.05)
compared to response in the intrusive or avoidance symptom clusters.
Examination of the temporal course of symptom improvement revealed that
alcohol symptoms tended to start improving either before or in conjunction with
PTSD symptoms (85.7% of responders to both disorders). Conclusions: These
findings suggest that co-occurring PTSD symptoms may have a strong impact
on alcohol dependence treatment outcome, and that PTSD treatment may be
important to optimizing outcomes for patients with comorbid PTSD and alcohol
dependence.
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C.E. Spadola, J.C. Weaver and J.A. Inciardi, University of Delaware, Coral
Gables, FL

DRUG-INVOLVED SEX WORKERS FORMERLY PLACED IN FOSTER CARE

Introduction: Research indicates that children in foster care are more at risk for
drug involvement and sex work in adulthood. However, literature appears to be
absent on drug-involved sex workers who were formerly in foster care.
Hypothesis: Drug-involved sex workers formerly placed in foster care will
demonstrate earlier onset ages for drug use, and higher levels of risky sexual
behaviors and childhood victimization than sex workers never placed in foster
care.  Procedures:  Using targeted sampling techniques, 806 female, drug-
involved sex workers aged 18-49 were recruited into an HIV and hepatitis
prevention and intervention program.  Interviews used standard instrumentation
and focused on drug use, sexual behaviors, childhood trauma, exposure to
violence, and physical and mental health status. Analyses: Frequencies, cross-
tabulations and Pearson’s chi-square and t-tests were performed to examine
associations and calculate demographic data.  Results:  Sex workers formerly in
foster care constituted  13.6% (n=110) of the entire sample (n=806). Drug use
in the last 30 days was mainly alcohol (84.5%), marijuana (66.4%), and crack
(64.5%), followed by powder cocaine (51.8%) and heroin (10%).  The foster
care subgroup demonstrated significantly earlier onset ages for alcohol (13.5 vs.
15.4), crack (21.7 vs. 25.7), marijuana (14.3 vs. 15.8), and powder cocaine
(18.3 vs. 20.6). These respondents also became sexually active earlier (p=.000)
and entered into sex work earlier (p=.000). Former foster care respondents
reported they were either “often” or “very often” molested and/or sexually
abused as children at a higher rate (p=.000) and were more likely to report their
first sexual experience as nonconsensual (p=.000).  Conclusions: Drug-involved
female sex workers represent an extremely at risk population. Sex workers
formerly in foster care appear to be even more at risk, with earlier onset ages
for drug use, sexual activity, sex work, and a higher prevalence of childhood
sexual victimization. The data indicate the need for heightened responsiveness
concerning drug abuse prevention and sex education directed towards foster
care youth.
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K.J. Speck and A.H. Skinstad, Doane College, Lincoln, NE  and University of
Iowa, Iowa City, IA

MOTIVATIONAL FACTORS IN ADDICTION RECOVERY: A QUALITATIVE
THEORY

This qualitative investigation developed a model to understand the processes of
persistence in recovery from substance abuse. The goal was to understand the
reality of implementing and persisting in recovery and what protection factors
mediate competing influences in abstaining from alcohol or drugs. The study
has tied literature on motivation from the field of education and the recent
motivational constructs from addiction literature to understand how goals and
intention are protected. The model for understanding the phenomenon of
change processes has the depth and richness of the participant responses are
woven throughout the study to give a picture that conceptualizes the context
and strategies used to sustain recovery.
Two sets of participant interviews and a reflection group using a grounded
theory research methodology show that maintaining recovery from alcohol and
drugs is a volitional process involving comprehensive intrapersonal and
interpersonal developments in cognitive, physical, spiritual, and affective
realms. To maintain abstinence it is vital to repair problem areas, recognize
trigger points, set appropriate boundaries, and become involved with supportive
mentors to assist in the ability to move toward regeneration, receive the rewards
of hope, and gain peace through wisdom. The implication for the prevention
field, the treatment field, criminal justice, and employee assistance programs
and industry is noted.
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R.T. Spence and L.S. Wallisch, University of Texas School of Social Work,
Austin, TX

SUBSTANCE USE PATTERNS AMONG MEXICAN AMERICANS BY
GENERATION IN THE U.S.

Alcohol and drug use and problems have been found to differ between Mexican
immigrants and  Mexican-Americans born in this country. Some studies have
also looked at generation in the US, usually interpreting it as an indicator of
acculturation. However, in areas of the country where Hispanic culture is
pervasive, generation and acculturation may not have the same meaning. Based
on a survey of 966 Mexican-American adults living in households on the
Texas-Mexico border, where over 80% of the population is Hispanic, this study
compares patterns of substance use, potential need for treatment, and attitudes
towards treatment among immigrants, second, third and fourth generation
residents. Three border sites are contrasted: El Paso, a large dense metropolitan
area in west Texas; the conglomeration of smaller towns and cities in the lower
Rio Grande Valley; and semi-rural colonias in the Valley. Generational patterns
of substance use and treatment attitudes differed considerably among sites. e.g.,
the prevalence of past-year drug use among immigrants was about the same for
all three sites.  However, prevalence doubled in the second generation in the
urban Valley and colonias but remained at immigrant levels in El Paso. Drug
use increased monotonically by generation in colonias, while showing mixed
generational patterns in the other two sites. Heavy alcohol use also showed
mixed patterns by generation in the three sites: use decreased monotonically by
generation in El Paso, but was highest in the second and fourth generations in
the urban Valley and in the third generation in colonias. Generational patterns
also varied by site for substance misuse, need for treatment, and attitudes
towards professional treatment. Generation also interacted with other factors
related to substance use. For instance, daily contact with friends was a risk
factor for binge drinking in the first and fourth generations but a protective
factor in the middle generations. These findings suggest that the association of
generation of residence in the US with substance use may vary by  geographic
and cultural settings. The border sample revealed a high degree of
biculturalism, even among higher generations, and patterns of substance use by
acculturation were not always the same as those by generation.
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B.A. Sproule, B. Brands and L. Catz-Biro, University of Toronto, Toronto,
Canada

CHARACTERIZING CONTROLLED-RELEASE OXYCODONE ABUSE IN A
CANADIAN TREATMENT FACILITY

There has been a large increase over the past 5 years in the number of
individuals using controlled-release oxycodone who were seeking medical
withdrawal services at the Centre for Addiction and Mental Health in Toronto,
Canada. Little is known about the characteristics of people who abuse
prescription opioids, and more specifically controlled-release oxycodone. The
purpose of this study was to determine the demographic, substance use and
health status history, as well as the treatment and outcome of individuals using
controlled-release oxycodone; and to compare their characteristics with other
opioid users. Our preliminary analysis compared 87 controlled-release
oxycodone users (CROxy), 93 users of other formulations of oxycodone (Oxy),
162 users of other prescription opioids (Rx) and 62 heroin users, all admitted to
the medical withdrawal service in the years 2000 to 2004. The controlled-
release oxycodone users were younger than the 2 other prescription opioid
groups, but older than the heroin group (p<0.001): mean age 38 ± 10 years
CROxy group, 42 ± 12 years Oxy group, 43 ± 8 years Rx group, and 33 ± 8
years heroin group. The non-oxycodone prescription group had a larger
proportion of females (p=0.03): 50% Rx group, 31% CROxy group, 42% Oxy
group, and 37% heroin group. Although the Oxy group had less formal
education (i.e., 43% did not complete high school versus 21% CROxy group,
30% Rx group, and 18% heroin group, p<0.01), more of the Rx group currently
required financial assistance (62% versus 41% CROxy group, 47% Oxy group,
and 34% heroin group, p<0.001). More of the heroin group were currently
single (92% versus 61% CROxy group, 57% Oxy group, and 65% Rx group,
p<0.001). The length of stay in the medical unit was similar amongst the 4
groups: mean 10 ± 9 days CROxy group, 12 ± 11 days Oxy group, 14 ± 12 days
Rx group and 11 ± 11 days heroin group. Characterizing this population is
important for creating effective prevention and treatment strategies.
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D.J. Stairs, E.D. Klein and M.T. Bardo, University of Kentucky, Lexington, KY

EXTINCTION AND REINSTATEMENT OF AMPHETAMINE SELF-
ADMINISTRATION AND SUCROSE-MAINTAINED RESPONDING IN
DIFFERENTIALLY REARED RATS

Research has show that rats raised in an enriched condition (EC) self-administer
less amphetamine at low unit doses compared to rats raised in isolated
condition (IC). The current research was undertaken to determine whether the
differences between EC and IC rats in self-administration are due to differences
in rates of extinction or in the reinstatement threshold between EC and IC rats.
The extinction reinstatement model was used to test EC and IC rats maintained
on either amphetamine infusions or sucrose pellets. Male Sprague Dawley rats
were received at 21 days of age and then placed randomly into ether an EC
condition with novel objects and social cohorts or  an IC condition without
objects or cohorts. At approximately 56 days of age, rats in the amphetamine
study underwent catheterization surgery; following recovery, rats were trained
to self-administer 0.1 mg/kg/infusion amphetamine on an FR1 20s TO schedule
of reinforcement for five days. On the sixth day, the dose of amphetamine was
decreased to 0.03 mg/kg/infusion for ten days. Following acquisition, subjects
under went extinction for ten days where amphetamine was replaced with
saline. Rats in the sucrose-maintained study were on an identical schedule,
except they received a single sucrose pellet following each response. Following
the final day of extinction, rats in the amphetamine study received an acute
injection amphetamine (0, 0.25, 1.00 mg/kg, SC; N=6) 15 min prior to the start
of the session, with two days of extinction intervening between injections. For
the sucrose-maintained study, following the last day of extinction, subjects
(N=9) received either 1 or 10 pellets at the start of the session, with two days of
extinction intervening between the reinstatement sessions. There were no group
differences in rate of amphetamine extinction or in the ability of acute
amphetamine to reinstate responding. EC rats did show a larger extinction burst
on the first day of extinction compared to the IC rats. In the sucrose study, 10
pellets reinstated responding in EC rats, but not in IC rats, indicating that
enrichment enhances non drug reinstatement. These results suggest that the
protective effect of enrichment in reducing amphetamine self-administration is
not due to a change in either extinction rate or drug reinstatement threshold.
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T.A. Stalnaker, M.R. Roesch, T. Franz, K.A. Burke and G. Schoenbaum,
University of Maryland School of Medicine, Baltimore, MD

ORBITOFRONTAL CORTEX FAILS TO REPRESENT BAD OUTCOMES AFTER
COCAINE EXPOSURE

Exposure to psychostimulants causes long-lasting changes in markers of
function in the orbitofrontal cortex and related brain areas, such as basolateral
amygdala and ventral striatum.  This circuit is critical for using consequences to
guide behavior.  For example, we have found that rats with lesions to these
areas are impaired at using the incentive value of an outcome to guide behavior
after devaluation.  Disruption of this function could account, in part, for the
compulsive behaviors that characterize addiction.  Consistent with this idea, we
have recently reported that cocaine exposure causes rats to be impaired at
altering conditioned responding after outcome devaluation (Schoenbaum and
Setlow, Cerebral Cortex, epub/in press).  Here we report that cocaine exposure
disrupts a putative single-unit correlate of the associative function assessed by
devaluation.   In this experiment, rats were exposed to cocaine for 2 weeks (30
mg/kg ip).  Beginning approximately 1 month later, recordings were made from
orbitofrontal neurons as the rats learned a series of 2 odor discrimination
problems, in which one odor predicted sucrose and one odor predicted quinine.
We found that rats exposed to cocaine failed to activate representations of the
outcomes during cue sampling, particularly during sampling of the cues
predictive of the aversive quinine outcome.  This deficit was evident despite
apparently normal or even enhanced encoding of the outcomes and of the
learned significance of the cues.  The poster will present these data and focus
on implications for dysfunction of this circuit in addiction.  Supported by NIDA
(G.S.).
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V.A. Stanick, A. Laudet, K. Morgen, J. Carway and B. Sands, National
Development and Research Institutes, Inc., VIP Community Services, Inc., New
York, NY and New York Health and Hospitals Corporation/Woodhull Hospital
Center, New York, NY

THE ROLE OF “INTENT TO SEEK TREATMENT” AMONG DRUG USERS
LEGALLY MANDATED TO TREATMENT

Background: Studies on the usefulness of mandating substance users to
treatment have reported mixed results. Some reports have suggested that legal
coercion may influence motivation to change. Objectives: We seek to elucidate
the issue and assess the usefulness of “intent to seek treatment” in predicting
recovery readiness and treatment outcomes among legally mandated clients. We
hypothesized that (H1) Legal coercion in and of itself would not to be
associated with differences in these domains, and that (H2) among the legally
mandated, “intent to seek treatment” independently of adjudication, would be
associated with higher levels of recovery readiness prior to treatment, and better
outcomes. Methods: 308 consecutive admissions to publicly-funded inner-city
outpatient treatment in NYC were interviewed within 2 weeks of admission
(BASE)  and again at treatment end (DIS. preliminary N=117). Domains under
study: baseline recovery-readiness (readiness to change, commitment to
abstinence, commitment  to 12-step, avoidance of high risk drug situations and
12-step attendance);  treatment completion, drug use and 12-step attendance
assessed at DIS. Results: Overall results lent support to our hypotheses: (H1)
legally coerced and non-coerced clients did not differ in BASE  levels of
recovery readiness, in treatment completion,  drug use or 12-step attendance
between the two assessment points. However (H2) among the legally mandated,
those who would have sought treatment independently of coercion had
significantly higher levels of these domains – e.g., 56% of those with intent to
seek treatment completed treatment, vs. 24% of those without intent (?2 = 4.1, p
<.05). Conclusions: Our findings suggest that in considering the effectiveness
of legal coercion, intrinsic motivation to change must be considered; clinicians
may work to foster change motivation early on in treatment in an effort to
enhance the likelihood of positive outcomes. Funded by National Institutes on
Drug Abuse Grant R01 DA015133-01A1
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M. Staton Tindall, J.L. Duvall, C.G. Leukefeld, J.M. Webster and T.F. Garrity,
University of Kentucky, Lexington, KY

SOCIAL NETWORK AS A MODERATOR OF GENDER DIFFERENCES IN
EMPLOYMENT AMONG DRUG COURT PARTICIPANTS

Background: Employment is an important predictor of positive drug abuse
treatment outcomes (i.e., Comerford, 1999), however men are more likely to
report working at treatment intake than women (i.e., Oggins, 2001) and drug-
using women report increased barriers to employment (i.e., Bride, 2001). A
potential factor that may differentially influence employment among male and
female substance abusing offenders is the social network. In general, social
networks are important factors for employment among women because work
provides opportunities for supportive relationships for women (Pugliesi, 1988;
Aston & Lavery, 1993). The purpose of this study is to examine the relationship
between social networks, gender, and employment among drug court
participants. Method: Study participants were 500 volunteers (327 males and
173 females) from two Kentucky drug court programs. Face-to-face interviews
were completed following treatment entry. This study incorporated bivariate
and multivariate analyses to examine the moderating effects of social support
on the relationship between gender and employment. Results: As expected,
gender differences emerged with females working fewer jobs, fewer hours per
job, fewer days paid from legitimate job sources, and less yearly income. In a
series of hierarchical models regressing employment on gender and social
network, significant interactions were observed for five separate social
network/employment relationships. In each case, patterns indicated that social
network and illegal employment were negatively associated for females when
compared to males. Implications: These findings indicate that the influence of
the social network may moderate the relationship between gender and
employment among drug users, particularly with regard to differences in legal
and illegal employment. By understanding the potential influence of negative
social networks on illegal employment, treatment providers should target
intervention services to gender-specific social relationships as a way of
promoting behavior change and enhancing employment among substance
abusers.
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C.L. Steinmiller and M.K. Greenwald, Wayne State University, Detroit, MI

GENDER DIFFERENCES IN MEDICAL AND NON-MEDICAL USE OF OPIOIDS,
SEDATIVES AND STIMULANTS AMONG HEROIN-DEPENDENT RESEARCH
VOLUNTEERS

This ongoing study is evaluating whether there are gender-related differences in
lifetime prevalence and pattern of medical and non-medical use of prescription
drugs by heroin dependent research participants (n=157; 55F, 102M). Data are
being obtained using a drug history questionnaire, Structured Clinical Interview
for DSM-IV and Addiction Severity Index administered during psychiatric
screening.  Lifetime medical use (83%F, 74%M) and non-medical use (75%F,
78%M) of opioids does not significantly differ by gender, although females
report greater lifetime chronic pain (18%F, 6%M; p < .02). Negative
consequences related to opioids are reported by 13% with medical use and 85%
with non-medical use. Prior treatment for opioid abuse was sought by 73% with
any non-medical use (including heroin and opium) compared to 3% with
medical use. Codeine (87% medical use, 67% non-medical use) and methadone
(55% medical use, 51% non-medical use) are reported as most often taken.
Lifetime medical use of neuropsychiatric drugs is greater for females (40%F,
19%M; p < .005) but may be secondary to gender differences in
psychopathology (e.g. lifetime depression: 42%F, 14%M). Non-medical
neuropsychiatric drug use is higher overall (compared to medical) but does not
vary by gender (58%F, 57%M). Negative consequences related to
neuropsychiatric drugs are reported by 5% with medical use and 6% with non-
medical use. Valium (95%) and Xanax (56%) are reported as the
neuropsychiatric drugs taken most often for non-medical purposes.  Lifetime
stimulant medical use (10%F, 5%M) and non-medical use (30%F, 24%M;
mostly past methamphetamine, 85%) does not significantly differ by gender.
Negative consequences related to stimulants are reported by 65% with any non-
medical use, but were denied in association with medical use. In the general
population, females are diagnosed with depression and chronic pain more often
than males. These diagnoses are risk factors thought to promote the non-
medical use of drugs.  In our study sample, females are diagnosed with
depression and chronic pain more frequently than males, but this is not
correlated with a higher prevalence of non-medical use of opioids,
neuropsychiatric drugs, or stimulants.
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G.W. Stevenson, S.B. McWilliams and S.S. Negus, McLean Hospital, Harvard
Medical School, Belmont, MA

INTERACTIONS BETWEEN MU AND KAPPA OPIOID AGONISTS IN ASSAYS OF
SCHEDULE-CONTROLLED RESPONDING AND THERMAL NOCICEPTION IN
RHESUS MONKEYS: A DOSE-ADDITION ANALYSIS

Agonists at delta, mu and kappa opioid receptors may produce interacting
effects in rhesus monkeys. We have previously used dose-addition analysis to
compare delta/mu and delta/kappa interactions in two procedures: a warm-
water tail-withdrawal assay of thermal nociception and an assay of schedule-
controlled responding maintained by food reinforcement. Combinations of delta
and mu agonists produced super-additive (synergistic) antinociceptive effects
and additive or sub-additive rate-decreasing effects, whereas combinations of
delta and kappa agonists produced only additive antinociceptive and rate-
decreasing effects. The purpose of the present study was to evaluate kappa/mu
interactions in these same two procedures. In the assay of schedule-controlled
responding, both the kappa agonist U69, 593 (ED50 = 0.0045 mg/kg) and the
mu agonist fentanyl (ED50 = 0.0069 mg/kg) produced a dose-dependent and
complete suppression of response rates, and fixed-ratio mixtures of U69,593
and fentanyl (0.22:1, 0.65:1, 1.96:1 U69,593/fentanyl) produced sub-additive
rate-decreasing effects. In the assay of thermal nociception, both U69,593
(ED5ºC = 0.022 mg/kg) and fentanyl (ED5ºC = 0.014 mg/kg) produced thermal
antinociception, and fixed-ratio mixtures of U69,593 and fentanyl (0.57:1,
1.7:1, 5.1:1 U69,593/fentanyl) produced additive antinociceptive effects. These
results provide evidence to suggest that kappa/mu interactions depend on the
experimental endpoint, and further suggest that opioid interactions in rhesus
monkeys depend on the receptor selectivity of the agonists.

Supported by R01-DA02519 and T32-DA07252 from NIDA
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S.M. Stine, D.Y. Tansil and C.R. Schuster, Wayne State University, Detroit, MI
INCREASED RESPONSE TO METYRAPONE AT TROUGH METHADONE LEVELS

The hypothalamic/pituitary/adrenal (HPA) axis function is known to be altered
by opioids both in acute exposure and in acute abstinence after chronic
exposure. There are also  reports of HPA axis abnormalities in patients in early
methadone (METH) maintenance revealed by challenge of the HPA axis with
metyrapone, a medication that inhibits cortisol synthesis and secondarily
increases plasma ACTH. Stable long-term METH maintained individuals have
normalized HPA axis measures after challenge but this is not the case if they
have been using alcohol or cocaine (for metyrapone challenge as reported by
others) or if they are challenged at trough METH levels as has been shown
previously by a different biochemical challenge method (cortisol response to
yohimbine) or by cold exposure. Reports of withdrawal-like symptoms after
HPA axis challenge in some stable METH patients suggest these HPA
abnormalities may have clinical importance. This is an  ongoing study designed
to measure HPA axis function in stable METH -maintained patients and age
and gender-matched non-opioid dependent healthy controls (CONT) using the
metyrapone test at trough METH condition. Subjects were admitted to an
inpatient unit for testing. Metyrapone challenge (single-blind) was conducted in
all subjects at 9 AM. METH was administered at 5 PM. Repeated cortisol and
ACTH as well as METH levels, physiological (vital signs), subjective
symptoms (opiate antagonist) , objective physical (withdrawal-like) signs as
well as psychological (VAS) ratings were obtained. Results from four METH
and 2 CONT subjects were reported at the 2004 CPDD meeting. This current
report extends the results to  6 METH and 6 matched CONT subjects.
Metyrapone increased craving, sign and symptom and scores from baseline
replicating results reported by others. METH subjects had significantly higher
metyrapone symptoms and observer ratings as well as heart rate changes
compared to CONT subjects. All subjects had the expected  decrease in cortisol
and increase in  ACTH levels at 4 hours after Metyrapone administration.
Results were similar in METH and CONT subjects for cortisol but 4 of 6
METH subjects had much higher ACTH response than their matched  CONT
subject with a trend toward statistical significance in group comparison. The
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M.L. Stitzer, J. Peirce, C. Wong and J. Roll, Johns Hopkins University School
of Medicine, Baltimore, MD and Washington State University, Pullman, WA

MOTIVATIONAL INCENTIVES IN METHADONE-MAINTAINED STIMULANT
ABUSERS: 6-MONTH FOLLOW-UP RESULTS

Purpose: To examine 6-month follow-up outcomes for cocaine abusing
methadone maintenance patients who received usual care with (N = 198) or
without (N = 190) abstinence incentives during a 3-month intervention
conducted at 6 regionally diverse methadone clinics within the National Drug
Abuse Treatment Clinical Trials Network.  Method: Self-report and urinalysis
data was collected from the intent-to-treat sample at 1 month (during
treatment), 3 months (end of treatment) and 6 months (follow-up) after study
entry, with data collection rates of 89% at 1-, 82% at 3- and 75% at 6-months.
Results: Stimulant negative urinalysis rates were significantly different (GEE
analysis followed by Chi square within time points) between incentive and
control groups at 1 month (50% versus 31%; p< .001) but not at 3 (46% versus
38%) or 6 months (38 vs. 35% negative). A more conservative definition of
abstinence that included negative urine and no self-reported stimulant use in the
past 30 days revealed significant between group differences at 3 months (32%
vs. 18% abstinent; p<.006) but not 6 months (28% vs. 21% for incentive and
control, respectively).  Irrespective of treatment group, longest duration of
stimulant abstinence during treatment predicted 6-month follow-up outcomes.
Percent abstinent at 6-months (negative urine and no self-reported use) among
those with 6-month data was 6.9% for participants with no during-treatment
abstinence (N =73), 23% for those with < 2 weeks (N =121) and 41% for those
with 2 or more weeks (N =92) of during treatment continuous abstinence.
Implications:  Although abstinence incentive effects were not sufficiently
robust to produce post-treatment group differences, these interventions can
improve long-term outcomes by increasing the prevalence and duration of
during-treatment abstinence.
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K.B. Stoller, M.S. Kidorf, V.L. King, K. Neufeld, J. Peirce and R.K. Brooner,
Johns Hopkins University School of Medicine, Baltimore, MD

INCORPORATING FAMILY AND FRIENDS TO BUILD SUPPORT NETWORKS
AMONG PATIENTS ON METHADONE

Background: The presence of positive social supports has been associated with
improved substance abuse treatment response, including reduced drug use.
Unfortunately, support networks for patients with severe substance use
disorders is often comprised of individuals who support continued drug use
activities. Effective interventions to help transform social networks into ones
that reinforce abstinence behaviors would be valuable. The Addiction
Treatment Services program, providing methadone-based treatment to
individuals with opiate dependence, instituted a novel intervention that
incorporates a drug-free family member, friend or romantic partner with the
goal of improving the availability and magnitude of drug-free social supports.
A weekly group session is attended by patients and their “significant others”
during which each dyad establishes goals for, and discusses the outcome of,
drug-free social activities accomplished together outside the program.
Examples of planned activities include family functions, religious services, and
self-help meetings. The present study provides a descriptive evaluation of this
intervention. Methods: Data from a 2-year quality assurance program review
describes participation and outcomes for 59 patients who required advancement
to an intensive outpatient level of treatment including assignment to the
Significant Other Community Support Group. Results: All patients identified a
significant other, and 93% participated in the patient’s treatment. Significant
others were most often family members (58%), half of whom were the mother.
Friends comprised 22%, followed by romantic partners (20%). Attendance to
the sessions averaged 59%. Drug-free activities performed were primarily
family-related (33%), self-help group-related (30%), and church-related (28%).
75% of patients responded well, achieving at least 4 weeks of drug-free urine
samples and attending all scheduled individual and group sessions, thus
qualifying for a return to standard outpatient care. Conclusion: In response to
this intervention, patients receiving methadone incorporated non-drug using
family and friends in treatment and engaged in activities to facilitate building
alternative social networks of drug-free supports.
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A.L. Stone, H.D. Chilcoat and N. Ialongo, Johns Hopkins University Bloomberg
School of Public Health, Baltimore, MD

ADOLESCENT DRUG OPPORTUNITIES, USE, AND USE BY PEERS: DOES
GENDER MATTER?

This study examined gender differences in adolescent drug involvement by
exploring opportunities to use drugs, drug use, and drug use by friends. The
study utilized a longitudinal sample of predominantly African American, urban
youth, assessed annually from grade 7 to 10. Participants responded to
questions regarding (a) opportunities to use tobacco, alcohol and marijuana, (b)
use of these drugs within the past 12 months, and (c) use of these drugs by
friends. The opportunity to use tobacco was consistently higher for boys than
for girls, however during the 9th grade, girls closed the gap, resulting in a
difference that did not reach statistical significance. Opportunities to use
alcohol were similar for boys and girls during grades 7, 8, and 9, however by
the 10th grade, girls were more likely than boys to have been offered alcohol
(76.9% vs. 69.5%, p= 0.050). The opportunity to use marijuana did not differ
for boys and girls in grades 7 or 8. Gender differences started to emerge in the
9th grade when boys were slightly more likely to have had the opportunity to
use marijuana (51% vs. 43%, p= 0.052). This association reached statistical
significance in the 10th grade (60.3% vs. 51.4%, p= 0.032). In the 10th grade,
after controlling for drug use by friends, girls remained less likely to be offered
tobacco or marijuana (odds ratio OR= 0.7, 95% CI= 0.5, 0.9  ; OR= 0.7, 95%
CI= 0.5, 0.96), however gender differences for alcohol opportunity diminished.
Next, when exploring the use of drugs, gender differences did not appear until
the 10th grade at which time girls were less likely than boys to have used
marijuana more than 1-2 times within the past 12 months (17% vs. 11%, p=
0.047). This association remained after controlling for use of marijuana by
friends (OR= 0.6, 95% CI= 0.3, 0.9). Finally, looking at the use of drugs by
friends, gender differences emerged during the 10th grade when girls were
more likely than boys to have friends who used alcohol (52.2% vs. 40.3%, p=
0.005). Attaining a better understanding of gender differences in drug use
opportunities, drug use, and drug use by friends, will aid future prevention
efforts aimed at youth drug involvement. Funding: NIDA F31DA016820;
R01DA11796; NIMH R01MH57005.
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W.W. Stoops, T.M. Durell, P.E.A. Glaser, J.A. Lile, and C.R. Rush, University
of Kentucky, Lexington, KY, and Eli Lilly and Company, Indianapolis, IN

DISCRIMINATIVE-STIMULUS AND SELF-REPORTED EFFECTS OF
METHYLPHENIDATE, ATOMOXETINE, D-AMPHETAMINE, AND TRIAZOLAM
IN METHYLPHENIDATE TRAINED HUMANS

Atomoxetine is advertised as a non-stimulant medication that is currently
indicated for the treatment of ADHD in both children and adults.  The results of
previous studies that used traditional abuse liability measures in humans (i.e.,
subjective-effects questionnaires) suggest that atomoxetine has minimal abuse
potential.  The aim of this experiment was to examine the discriminative-
stimulus and self-reported effects of methylphenidate, atomoxetine, d-
amphetamine, and triazolam in methylphenidate-trained humans.  We
hypothesized that methylphenidate and d-amphetamine, but neither
atomoxetine nor triazolam would increase methylphenidate-appropriate
responding and produce stimulant-like drug effects.  Four volunteers first
learned to discriminate 30 mg oral methylphenidate.   Doses of oral
methylphenidate (5-30 mg), d-amphetamine (2.5-15 mg), atomoxetine (15-90
mg), triazolam (0.0625-0.375 mg), and placebo were then tested to determine
whether they shared discriminative-stimulus and self-reported effects with 30
mg methylphenidate.  Data were analyzed using repeated measures analysis of
variance. Methylphenidate and d-amphetamine increased drug-appropriate
responding and produced prototypical stimulant-like effects (e.g., increased
ratings of Active, Alert, Energetic, and increased blood pressure). Atomoxetine
only partially substituted (i.e., 20-50% drug-appropriate responding) for
methylphenidate at all doses, but produced prototypical stimulant-like effects.
Triazolam engendered only low levels of drug-appropriate responding and
produced prototypical sedative-like effects.  These results suggest that the
behavioral effects of oral methylphenidate, d-amphetamine, and atomoxetine,
but not triazolam, overlap to some extent. Supported by DA 12665.
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C.L. Storr and V.H. Accornero, Johns Hopkins University Bloomberg School of
Public Health, Baltimore, MD and University of Miami School of Medicine,
Miami, FL

DRUG PROBLEMS AND THE CO-OCCURRENCE OF BEHAVIORAL
DISTURBANCES IN AMERICAN YOUTH

In this study, we explore the association between drug problems and
empirically derived classification of youth into different disruptive behavior
groups. The analysis is based on public-use data files for the 1994b-1996
National Household Survey on Drug Abuse (NHSDA), where 13,381
respondents aged 12-17 years old completed a comprehensive mental health
checklist, an adapted Youth Self-Report (YSR). Rather than classifying
psychopathology by predetermined scores, latent class analysis was used to
identify classes of disruptive behavior using 24 items consistent with behavioral
features of DSM-IV categories of Conduct Disorder (CD), Oppositional Defiant
Disorder (ODD), and Attention-Deficit/Hyperactivity Disorder (ADHD).
Problems with the use of tobacco, alcohol, inhalants, and marijuana were
assessed via items based on diagnostic criteria for drug dependence and a
question about having ever received treatment or counseling for alcohol or drug
use. Three classes of disruptive behavior were identified: (1) low levels of
disruptive behaviors (37%); (2) intermediate levels of behaviors common to
ADHD and ODD but low levels of behavioral features aligned with CD (46%);
and (3) high levels of ADHD and ODD like behaviors with intermediate CD
behaviors (17%). We found an interaction of age, gender, and class of
disruptive behavior. In general, drug problems increase with age and being
classified into a class with higher levels of behavioral problems. Gender
differences were greatest among youth in Class 3-those with the highest levels
of disruptive behavior. For example, compared to 12/13 year old females with
low disruptive behavior (reference), the association with drug problems among
same-aged females in Class 3 was higher than that found in their male
counterparts (females OR=28.9, 95% CI 16.2, 48.3 and males OR=11.6, 95%
CI 6.7, 20.0). A similar pattern was seen in response to receiving alcohol or
drug treatment. In conclusion, young female adolescents with high levels of
disruptive behavior were at increased risk for having a drug problem.
Acknowledgments: NIDA R01DA016323 & K01DA16720

663

A.L. Stotts, M.E. Mooney, S.L. Sayre, J.M. Schmitz and J. Grabowski,
University of Texas Medical School-Houston, Houston, TX

ILLUSORY PREDICTORS: GENERALIZABILITY OF FINDINGS IN COCAINE
TREATMENT RETENTION RESEARCH

Treatment retention is a paramount outcome measure in cocaine treatment
studies.  Cursory review of numerous retention predictor studies indicates large
inconsistency in methods and findings. Predictor variables are ones of
convenience (e.g., demographics), analyses likely capitalize on chance, and the
potential importance of specific study characteristics is unrecognized.  Goals of
this study were: (1) to systematically review the published literature to examine
methods and findings on predictors of cocaine treatment retention; and (2) to
establish the consistency with which commonly selected variables predict
retention across 3 similar 12-week cocaine clinical trials (Study 1, n = 106;
Study 2, n = 80; Study 3, n = 80) conducted by the same investigators in the
same research clinic. Predictors included treatment, demographic variables, ASI
composite scores, treatment motivation, and intake urinalysis results. We
hypothesized different predictor variables would emerge as significant in each
of the 3 studies. Results of our literature review indicated marked
methodological variability (Medians: sample size = 128; # of predictors = 7;
observation period = 12 weeks) in 23 studies. Evidence of consistent retention
predictors was lacking. Cox Proportional Hazards Survival analysis found wide
variability in predictors of days in treatment across studies (Study 1, ASI drug
composite, p = .06; Study 2, education, p = .05, cocaine craving, p = .04; Study
3, ASI psychiatric composite, p = .02, age, p = .06).  Logistic regression
analyses of treatment completion found no statistically significant predictors of
completion, other than treatment.  Careful attention to predictor selection,
reporting methods, and validation of findings are recommended.
ACKNOWLEDGEMENTS: Supported by NIDA P50 Grant 09262
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S.A. Strathdee, E.P. Ricketts, S. Huettner, L. Cornelius, D. Bishai, J.R. Havens,
P. Beilenson, C. Rapp, J.J. Lloyd and C.A. Latkin, U. of California, San Diego,
CA, Johns Hopkins U., U. of Maryland, Baltimore, MD, U. of Kentucky,
Lexington, KY, U. of Kansas, Kansas City, KC

CASE MANAGEMENT IMPROVES ENTRY INTO DRUG TREATMENT AMONG
INJECTION DRUG USERS REFERRED FROM A NEEDLE EXCHANGE PROGRAM

Background/Objective:  Only 15-20% of injection drug users (IDUs) are
enrolled in drug abuse treatment in the U.S. at any given time. Needle exchange
programs (NEPs) represent a potential venue for attracting high risk drug users
into treatment. We evaluated the efficacy of a community-based case
management intervention to increase treatment entry among IDUs referred from
the Baltimore City NEP. Methods: From 1/02-1/04, a randomized trial of a
strengths based case management (intervention) versus passive referral
(control) was conducted among NEP attenders requesting and receiving
referrals to subsidized, publicly funded opiate agonist treatment programs
offering methadone or LAAM.  Logistic regression was used to identify
predictors of treatment entry within seven days, confirmed through treatment
program records. Results:  Of 247 potential subjects, 245 (99%) participated of
whom 76% were African American, 69% were male and HIV prevalence was
19%.  The median duration of case management time received within the 7-day
period was 25 minutes. Case managers provided assistance with transportation
(26%), counseling (24%), social services, medical care, housing and
employment.  Overall, 34% entered treatment within 7 days (intervention: 40%
versus control: 26%, p=0.03). Those receiving 30 minutes of case management
--costing $11 per client-- were 36% more likely to enter treatment.  Those
living farther away without transportation were 83% less likely to enter
treatment.Conclusions:  These findings demonstrate the combined value of
NEP and a brief, low-cost case management intervention to facilitate entry into
opiate agonist treatment.  Since there are >140 NEPs operating in the US, this
intervention could have broad utility elsewhere. Since transportation barriers
persisted, these data also support the need for more accessible programs such as
mobile or office-based drug treatment programs.
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L.A. Strathdee, J.R. Beatty, D. Moore and S.J. Ondersma, Wayne State
University, Detroit, MI

A NOVEL METHODOLOGY FOR “ANONYMOUS” CLINICAL TRIALS: BETTER
DATA AND BETTER PARTICIPANT PROTECTION WITHOUT CERTIFICATES OF
CONFIDENTIALITY?

Good science and sound ethics both require protection of participants in
research regarding illicit drug use. Anonymous participation facilitates
disclosure and provides strong protection, but is only feasible with cross-
sectional designs. Certificates of Confidentiality from the Federal Government
can protect participants from mandated disclosure in cross-sectional and
longitudinal research. However, the protection provided by Certificates (both
actual and perceived) is unclear, and the implication that unnamed authorities
may seek access to responses could raise rather than ease fears. We therefore
developed and pilot tested a clinical trial methodology that provides quasi-
anonymity while also allowing longitudinal follow-up. This method essentially
creates two “bins”:  one containing identifying information, and another
containing data and a number of non-identifying personal cues such as favorite
color or month of birth. The key to this approach is that steps are taken to
prevent any possibility of linking information in one bin with that of the other
(e.g., no linking table is maintained), effectively anonymizing responses and
providing stronger protection/reassurance than with a Certificate of
Confidentiality. At the same time, identifying information is obtained in order
to allow for longitudinal follow-up. Other key features include: (a)
experimental condition is recorded in both bins to allow for valid between-
group analyses; and (b) the non-identifying personal cues enable the connection
of case-level data over time in order to conduct longitudinal within-group
analyses. In a pilot validation study (N = 39), five such non-identifying cues
accurately matched 38 of 39 participants for a total matching accuracy of
97.4%. While further development and cross-validation of non-identifying cues
is needed, this overall methodology may be a useful alternative to traditional
clinical trial or even cohort designs. It may be particularly applicable with non-
treatment seeking samples who have no other record of drug use and who may
be hesitant to disclose that use.
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S.M. Strauss, J.M. Astone-Twerell, H. Hagan and D.C. Des Jarlais, National
Development and Research Institutes, Inc., New York, and Beth Israel Medical
Center, New York, NY

THE INFLUENCE OF RECOVERING STAFF WITH HEPATITIS C VIRUS (HCV)
INFECTION ON THE PROVISION OF HCV SERVICES IN DRUG TREATMENT
PROGRAMS

Drug treatment programs are well situated to provide hepatitis C virus (HCV)
services to their patients. The adoption and implementation of these services
varies widely across treatment organizations, however, and is often the result of
internal pressures for change. For example, HCV infected staff may act as
change agents at their programs, but the extent to which this is the case remains
unknown. Using data collected in a telephone survey with clinical supervisors
in a nationwide sample (N=255) of drug treatment programs in the US, we
report supervisors’ perceptions of the influence that HCV infected staff had on
their programs’ provision of HCV services. All of these programs participated
in the NIDA-funded study, “STOP HEP C,” R01DA13409. In all, 61 programs
had recovering staff with HCV infection. When asked to indicate on a scale
from 1 to 5 the extent to which HCV infected staff influenced HCV service
provision, 28% of the supervisors responded ‘5’, a great deal of influence. They
described how these staff served as advocates, experts, and role models for
patients concerning HCV. Thirty three percent responded ‘1’, very little
influence, with these supervisors generally reporting that the programs would
have instituted HCV services with or without HCV infected staff, or that these
staff wanted to keep their infection confidential. Thus, HCV infected staff
appear to be an underutilized resource in driving organizational change to
provide HCV services to drug treatment program patients.
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C.L.W. Striley and L.B. Cottler, Washington University School of Medicine, St.
Louis, MO

CHARACTERISTICS OF COCAINE USERS WHO BUY AND SELL SEX

Clients of sex workers are studied for their personality differences and
motivation, but seldom studied for their addictions and other psychopathology.
In general they are a neglected subject for research (Weitzer, 2000). The NIDA-
funded study “St. Louis’ Efforts to Reduce the Spread of AIDS” (ERSA)
recruited out-of-treatment drug users to reduce the spread of HIV/AIDS and to
increase access to drug abuse treatment (Cottler, Compton, Price et al., 1993;
Price, Cottler, Compton et al., 1994; Cottler, Compton, Ben Abdallah et al.,
1996). In the baseline sample, 61 cocaine users bought sex (100% male), 27
users sold sex (15% male), 16 users did both (94% male), and 240 did neither
(75% male; p<.0001). The Diagnostic Interview Schedule was used to measure
lifetime mental disorders including antisocial personality disorder, depression,
social phobia, simple phobia, panic disorder, generalized anxiety disorder and
pathological gambling. The CIDI-SAM was used to measure alcohol and drug
abuse and dependence. Fisher’s Exact Test was used to compare the four
populations on psychopathology. Significantly more buyers and those who
reported both behaviors (buying and selling) met criteria for cocaine
dependence (Chi-square=8.23, Fisher’s exact p<.04), while sellers and those
who reported both behaviors met criteria less than expected. Similarly, more
buyers and more of those who both sold and bought sex met criteria for
antisocial personality disorder (Chi-square=23.75, Fisher’s exact p<.001).
Pathological gambling and alcohol dependence were higher among buyers and
those who reported both buying and selling, than sellers and those who did
neither, at the level of a trend. No other differences between the groups were
significant. Drug treatment populations are likely to contain individuals
involved in the sex trade, and buyers and those who buy and sell, who tend to
be men, may have unique treatment needs.
Research funding from NIDA (R-18 DA06163, L.B. Cottler, PI) and NIMH
training grant (T-32-MH17104, L.B.Cottler, Director).
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J.E. Strong Kinnaman, M.E. Bennett and A.S. Bellack, University of Maryland
School of Medicine, Baltimore, MD

ASSESSING SUBSTANCE USE AMONG PATIENTS WITH SCHIZOPHRENIA

Due to the high rates of substance use in schizophrenia patients and the
deleterious effects of that use, treatment for substance use disorders (SUDs) is
essential. One of the most important components of designing and evaluating
treatments for SUDs in schizophrenia involves assessment. However,
assessment of substance use has proven difficult with patients with co-morbid
severe mental illness. The current study is a naturalistic longitudinal
examination of substance use among schizophrenia patients who were
diagnosed with either Cocaine Dependence (n = 68) or Early Remission (n =
51). Patients completed a diagnostic interview, self-report assessments of
substance use (i.e., the Addiction Severity Index; McLellan et al., 1992), and
provided urine samples for drug screens at baseline, 3-, 6-, 9- and 12-month
follow-ups. Concordance rates between self-report and diagnosis at baseline as
well as self-report and urine screen results at each time point were examined.
Of the 55 patients that reported no cocaine use in the past 30 days at baseline,
12 (22%) had been diagnosed with current cocaine dependence. Only 1 patient
that self-reported no drug use at baseline had a urinalysis positive for
substances. Data from 3-month follow-up demonstrate that of the 35 patients
that reported no drug use, only 3 tested positive. A similar pattern was repeated
at all follow-up assessments: 87 to 100% accurately reported their drug use.
Several clinical and demographic correlates were identified for those patients
that did not report their substance use. Study results have implications for both
research and clinical work with this population. First, patients may report their
substance use differently depending on assessment structure. Second,
augmenting assessment with urinalysis can identify users who may not report
use on their own. Finally, results suggest that schizophrenia patients can report
their substance use as well as other populations. Understanding the limitations
of existing measures of substance use will help researchers and clinicians best
use these assessments with dually-diagnosed patients and develop more
appropriate measures in the future.
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G. Subramaniam, M. Stitzer, P. Harrell and M.J. Fishman, Johns Hopkins
University School of Medicine, Baltimore, MD and Mountain Manor Treatment
Center, Baltimore, MD

CO-OCCURRING CONDITIONS IN ADOLESCENTS WITH OPIOID USE
DISORDERS VERSUS MARIJUANA/ALCOHOL USE DISORDERS

Background: Heroin use among adolescents has increased in the last 10 years.
Little is known about the characteristics of adolescents with OUD Hypothesis:
Adolescents with OUD have greater number of substance abuse, psychiatric
disorders, and high HIV risk behaviors, than those with Marijuana/Alcohol Use
Disorders (MAUD). Method: Adolescents with OUD (index group; n=20)
entering SUD treatment were matched with those with MAUD (comparison
group; n=20) by age, gender, cocaine use in the past 30 days and level of care
(outpatient vs. residential). Both groups were assessed within 2 weeks of
treatment entry using standardized instruments. Results: Consistent with
matching strategy, preliminary results showed no significant group differences
in age (17.1 vs. 16.9 yrs.), gender (20% females in both groups), level of care
(75% in residential treatment for both groups), or cocaine use disorder (50% vs.
33%). However, those with OUD were more likely to be Caucasian (90% vs.
55%, p=.006), have greater proportion of non-Opioid SUDs (38% vs. 25%,
p=.049), higher rate of sedative use disorders (35% vs. 5%, p=.04), and earlier
onset cocaine use (15.4 vs. 17.3 yrs., p=.006). Although the MAUD group had
higher rates of marijuana use disorders (90% vs. 55%, p=.031) their rates of
alcohol use disorders were not significantly higher (60% vs. 45%). Further,
only those in the index group reported any IV use (55% vs. 0%, p=.00). There
were no significant differences between those with OUD and MAUD in the
number of psychiatric disorders (2.4 vs., 2.5 disorders), mean BDI scores (15.3
vs. 12.4), stealing (57% vs. 43%) or selling drugs in the past year (40% vs.
35%). Conclusions: Preliminary data shows that OUD compared to MAUD
have more severe substance use and HIV risk behavior comorbidity suggesting
that comprehensive and tailored treatments are needed for this group. However,
both groups show a high prevalence of co-occurring psychiatric disorders
highlighting the need for psychiatric treatment to be addressed during their
substance use treatment.
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J.J. Suh, H.M. Pettinati and K.M. Kampman, University of Pennsylvania,
Philadelphia, PA

GENDER DIFFERENCES IN COCAINE RELAPSE WITH HIGH-DOSE
NALTREXONE

OBJECTIVE: Our recent finding from a study suggested that treating cocaine
and alcohol dependent patients with 150mg/day of naltrexone (NAL)
significantly decreased the frequency of cocaine use in male patients compared
to placebo. In women, however, NAL failed to produce a similar result. This
gender difference might eventually be understood in the context of preexisting
gender differences in drug abusers. For example, women are often more likely
to report psychiatric and medical complications than men. It is also possible
that the dose prescribed for men may not be appropriate for women. The
present study examined predictors of cocaine relapse for men and women,
separately, in an outpatient addiction program. METHODS: This is a secondary
analysis of a double-blind, placebo-controlled, 12-week clinical trial of NAL
and two models of psychosocial treatments in cocaine and alcohol dependent
male (n=116) and female (n=48) patients. Two binary logistic regression
analyses, for men and women, were conducted to examine the relationship
between cocaine relapse, measured by urine analysis, and the following
predictor variables: medication treatment, medication compliance, psychosocial
treatment, severity scores on alcohol, drug, and psychiatric problems.
RESULTS: Of the 164 patients, 55 (37.7%) abstained from cocaine use during
the treatment. Sixty-four men (61.5%) and 27 women (64.3%) used cocaine
during the same period. At baseline, women, compared to men, scored
significantly higher on the severity scales of drug (p=.019) and psychiatric
(p=.028) problems. According to Wald criterion, therapy treatment (CBT) was
an independent predictor of cocaine relapse for all patients (p=.074). Within
female sample, medication treatment (NAL) and medication compliance
significantly predicted the occurrence of cocaine relapse (p=.082 and p=.039,
respectively). No predictors were found for male patients. DISCUSSION: NAL
treatment may yield different therapeutic effects on cocaine relapse for men and
women. Further research on the differences in baseline characteristics and
pharmacokinetic effects of naltrexone for men and women will be helpful.
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L. Sullivan, D. Fiellin, B. Levine, M. Chawarski and R. Schottenfeld, Yale
University School of Medicine, New Haven, CT

HIV AND DRUG USE IN KENYA: ASSESSING  HIV AND SUBSTANCE ABUSE
TREATMENT SERVICES

In Kenya, the potential impact of untreated substance abuse and injection drug
use (IDU) on the HIV pandemic in Africa is clear.  Two and 1/2 million adults
are infected with HIV and there are an estimated 18,000 untreated heroin users
in Nairobi and the coast area. The prevalence of HIV/AIDS among IDUs in
these areas is 68 to 88%. We conducted a needs assessment to evaluate
screening and treatment services available to patients with HIV and IDU in the
two most affected regions of Kenya. We visited 5 leading HIV care sites and 5
leading drug treatment programs in Nairobi and the coast area and conducted
interviews with staff, patients, and treatment authorities. Of the 5 HIV care
sites, 3 are Voluntary Counseling and Testing (VCT) sites, 2 are hospitals, and
all care for both men and women. HIV treatment sites care for 1500 to 1700
HIV patients while VCT sites register 7-10 visits per day. The HIV services and
number of sites providing these are: VCT (5/5), TB services (4/5),
antiretrovirals (3/5), prophylactic medications (3/5), T-cell counts (2/5), viral
loads (1/5), and hepatitis screening (0/5). Regarding substance abuse services in
these HIV care sites these are: limited screening (4/5), treatment referral (2/5),
and on-site treatment (0/5). Of the 5 drug treatment sites, 5/5 provide inpatient
services only to patients whose primary drugs are heroin, cocaine, cannabis,
alcohol, and khat. 4/5 sites admit only men. All sites provide limited
symptomatic medication, 3/5 approximate a therapeutic community, 1/5 offers
12-step facilitation, and 1/5 provides group counseling. Average length of stay
is 3 to 6 months with rare to no aftercare. 2/5 programs do not offer HIV
testing, 2/5 require HIV testing and offer referral for positives, and 1/5 offers
optional HIV testing. No drug treatment programs provide HIV treatment.  We
conclude that HIV and drug treatment services are inadequate for Kenya and
integrated care does not exist. Failure to address deficiencies will likely lead to
ongoing HIV spread through untreated drug use.
Supported by NIDA grants: DA09803-04A2, DA00167, 2K12DA00167-11.
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M.A. Sullivan, L.M. Curtiss, J.L. Rothenberg, K. Carpenter and E.V. Nunes,
Columbia University College of Physicians and Surgeons/New York State
Psychiatric Institute, New York, NY

A CONTROLLED TRIAL OF DEPOT NALTREXONE COMBINED WITH
BEHAVIORAL NALTREXONE THERAPY VS. COMPLIANCE ENHANCEMENT:
PRELIMINARY FINDINGS

The goal of this ongoing Stage II project is to develop a behavioral therapy to
improve the efficacy of naltrexone as a treatment for heroin abuse.  Behavioral
Naltrexone Therapy (BNT) is a 6-month therapy protocol combining elements
of several treatment approaches for opioid dependence, including Network
Therapy, the Community Reinforcement Approach, voucher-based contingency
management, cognitive-behavioral Relapse Prevention Therapy, and
Motivational Enhancement techniques.  Compliance Enhancement (CE) is a
control condition simulating the standard practice of naltrexone maintenance by
a physician in an office or clinic setting.  A Stage II controlled trial is in
progress, in which participants were randomized to one of two therapy
conditions (BNT vs. CE) and one of two depot naltrexone conditions (active vs.
placebo) upon discharge from detoxification.  To date, 85 participants began the
trial. Analyses were performed on 60 participants who completed the inpatient
detoxification.  Twenty-eight (28) participants received BNT, and 32 received
CE  There was no significant difference in mean number of weeks retained in
treatment for those in BNT (12.1 +/- 9.2) vs. the CE group (9.9 +/- 8.1)  (t(58)
=1.1, p=.3) Retention at 4 weeks was higher in CE (23/32; 71.9%) than BNT
(18/28; 64.3%); however at 12 weeks retention in BNT (14/28; 50.0%) was
higher than CE (11/32; 34.4%) as was retention at 24 weeks: BNT (9/28,
32.1%), CE (4/32, 12.5%).  Although promising, these differences were not
statistically significant and warrant further analysis to identify predictors of
retention. Multiple regression analyses for the combined sample indicate that
demographic variables (e.g., age, gender, ethnicity) and clinical features (e.g.,
baseline depression scores; severity of drug use at baseline) were not significant
predictors of retention (R2= .12, F(7,48)=1.01;, p<.44).  The effect of depot
naltrexone condition (active vs. placebo) will be considered.  The role of
additional predictor variables will be discussed.  Supported by DA10746-08
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J.E. Sumner and R.M. Craft, Washington State University, Pullman, WA

TIME COURSE OF THE MODULATORY EFFECTS OF GONADAL HORMONES
ON NOCICEPTION, MORPHINE ANTINOCICEPTION, AND REPRODUCTIVE
INDICES IN RATS

The present study tested the hypothesis that the duration of gonadal hormone
exposure needed to alter morphine’s analgesic potency is the same as the
duration of hormone exposure needed to support normal reproductive behavior
and physiology. Sprague-Dawley rats (N=8/group) were gonadectomized, and
28 days later, male rats were implanted with capsules containing testosterone
(T) or nothing (0). After 7, 14, or 28 days’ exposure to T (or 0), rats were tested
for basal nociception, morphine antinociception, and reproductive behavior.
Steroid-sensitive organ weight was significantly greater in T- than 0-treated
male rats at all time points, and organ weight increased with duration of T
exposure. Reproductive behaviors were also significantly greater in T- than 0-
treated rats at all time points, and some behaviors increased with duration of T
exposure (e.g., % rats ejaculating). T treatment did not affect basal nociception
on the hotplate or tail withdrawal tests; however, rats in the 7-day group that
were tested for reproductive behavior first had significantly longer hotplate
latencies than rats tested for nociception first. T treatment also increased
morphine’s antinociceptive potency on the tail withdrawal test; although not
consistently dependent on the duration of T exposure, this depended on whether
males were tested for reproductive behavior before nociception. Female rats
that were treated with estradiol (E2) for 21-28 days showed maximal
reproductive behavior and uterine weight, and were significantly less sensitive
to morphine antinociception on the hotplate test than 0-treated females; in
contrast, 7 days of E2 increased reproductive behavior and uterine weight but
did not alter morphine’s antinociceptive potency. These results demonstrate that
the effects of reproductively relevant gonadal hormone manipulations on basal
nociception and morphine antinociception may depend on the duration of
hormone exposure (and in males, sexual experience). The results do not support
the hypothesis that gonadal hormones modulate nociceptive and reproductive
systems in concert.
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M. Suzuki, M. Narita, M. Miyatake, T. Aoki, M. Asato, M. Narita and T.
Suzuki, Hoshi University School of Pharmacy and Pharmaceutical Sciences,
Tokyo, Japan

ROLE OF SPINAL METABOTROPIC GLUTAMATE RECEPTOR 5 IN THE
DEVELOPMENT OF TOLERANCE TO MORPHINE-INDUCED ANTINOCICEPTION
IN MICE

Chronic exposure to morphine leads to the development of tolerance to
morphine-induced antinociception.  Here we show that i.t. injection of the
selective mGluR5 antagonist, methyl-6-(phenylethynyl)-pyridine hydrochloride
(MPEP, 1 nmol/mouse), attenuated the development of tolerance to morphine
(10 mg/kg, s.c.)-induced antinociception as evaluated by the hot-plate test (n =
8, F1,15 = 16.23, p<0.01 vs. control group).  Using the receptor binding assay,
we found that the number of mGluR5 in the mouse spinal cord was
significantly increased by repeated treatment with morphine (n = 8, p<0.05 vs.
saline-treated mice).  Furthermore, immunohistochemical analysis revealed that
mice tolerated to morphine exhibited a significant increase in the
immunoreactivity for mGluR5 (p<0.01 vs. saline-treated mice), which was
exclusively co-localized with a neuron specific marker, neuronal nuclei and
microtubule associated protein 2a/b, in the dorsal horn of the spinal cord.  In
consistent with these results, the response of Ca2+ to the selective group I
mGluR agonist, 3,5-dihydroxyphenylglycine (DHPG, 10-5 M), in cultured
spinal cord neuron was potently enhanced by 3 days in vitro treatment with
morphine (10-5 M, p<0.001 vs. control cells) using a Ca2+ imaging technique
(fluo-3 AM).  These findings suggest that the increased mGluR5 following
repeated treatment with morphine leads to the enhanced neuronal excitability
and synaptic transmission in the dorsal horn of the spinal cord, and in turn
suppresses the morphine-induced antinociception in mice.
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T. Suzuki, K. Shindo, M. Miyatake and M. Narita, Hoshi University School of
Pharmacy and Pharmaceutical Sciences, Tokyo, Japan

MOLECULAR MECHANISMS OF THE METHYLPHENIDATE-INDUCED
PSYCHOSTIMULUS EFFECTS: COMPARISON TO METHAMPHETAMINE

Methylphenidate is commonly used in the treatment of narcolepsy, serious
depression and children and adolescents with attention deficit/hyperactivity
disorder in Japan.  However, methylphenidate has been known to have
psychostimulus effects similar to methamphetamine (METH).  The present
study was then undertaken to investigate the molecular mechanisms of the
methylphenidate-induced dopamine release in the nucleus accumbens,
behavioral sensitization and rewarding effect compared to METH.
Subcutaneous administration of METH at 1 mg/kg, and methylphenidate at 10
mg/kg increased the extracellular dopamine levels in the nucleus accumbens of
rats (n=5, p<0.01, p<0.001 vs. Saline).  METH also increased the extracellular
5-HT levels in the nucleus accumbens of mice.  However, methylphenidate had
no such effect (n=5, p<0.05: METH vs. methylphenidate).  Furthermore,
methylphenidate (20 mg/kg, s.c.) failed to induce sensitization to
hyperlocomotion, whereas METH (2 mg/kg, s.c.) induced behavioral
sensitization.  Moreover, METH (1 mg/kg s.c.)-induced rewarding effect was
maintained even 1week after withdrawal of METH, while methylphenidate (5
mg/kg, s.c.)-induced rewarding effect was almost reversed 1 week after
withdrawal of methylphenidate (n=8, p<0.05: methylphenidate vs. 1 week after
withdrawal of methylphenidate).  We next investigated the effect of METH and
methylphenidate to astrocytes, which have known to play important roles in
neuronal network systems.  Both METH (10-5 M) and methylphenidate (10-5
M) induced astrocytic activation in limbic neuron/glia cocultures.  It is of
interest to note that METH, but not methylphenidate, causes a long-lasting
astrocytic activation in limbic neuron/glia cocultures.  The present data suggest
that methylphenidate-induced rewarding effect and astrocytic activation was
reversible.  Furthermore, the enhancement of 5-HT release by METH may, at
least in part, contribute to the development of behavioral sensitization to METH
and irreversible changes in astrocytic function after METH treatment.  Taken
together, these findings provide direct evidence for the distinct mechanisms on
psychostimulus effects between methylphenidate and METH.
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D.S. Svikis, D. Langhorst, L. Keyser-Marcus, A. Alvanzo and K. Reid-
Quinones, Virginia Commonwealth University, Richmond, VA

WHERE THERE’S SMOKE….. THERE’S FIRE?  APPLICATIONS FOR
PRENATAL TOBACCO AND OTHER DRUG USE

The present study examined utility of prenatal tobacco use as a screening tool to
identify pregnant women at risk for other drug use.   Participants were 400
women receiving prenatal care at an urban, hospital-based, prenatal care clinic.
Recruitment occurred at first prenatal visit and all participants provided
informed consent.   Self-report data were collected via questionnaires that
included CAGE for other drug use, PAL substance use questionnaire (Svikis et
al., 2001) and a variety of other measures.  Women were categorized as prenatal
smokers (N=163) or non-smokers (N=237) based on self-report data. The two
groups were compared using chi-square and t-test analyses.  Demographically,
they did not differ on age (mean 25.6 and 25.7 yrs., respectively) or race (65%
African American) (p>.05).    Prenatal smokers, however, were more likely to
have tried marijuana (71.5% vs. 36.8%); speed/uppers (11.3% vs. 1.8%);
cocaine/crack (27.8% vs. 2.7%) and heroin/narcotics (16.7% vs. 0.9%) than
nonsmokers (all p<.001).  Women who smoked prenatally initiated marijuana
use nearly two years earlier (mean 15.56 yrs.) than non-tobacco users (mean
17.48 yrs.) (p<.001) and were nearly 3 times more likely to report prenatal
marijuana use (22.6%) than nonsmokers (8.6%) (p<.01).   All 4 Drug CAGE
items (felt need to cut down, annoyed when others criticized drug use, felt
guilty about drug use, used drugs as “eye-opener” to avoid withdrawal) were
endorsed more frequently by smokers than nonsmokers (.001 < p < .016) and
smokers had higher mean drug CAGE scores (1.38) than nonsmokers (0.57)
(p<.001).  Most importantly, women who smoked during pregnancy were
nearly 5 times more likely to self-report drug-related problems (24.1%) than
nonsmokers (5.1%) (p<.001).   Findings support clinical and economic use of
“prenatal tobacco use” as a screen for prenatal use of other drugs.
This research was supported by NIH Grants DA 11476 and AA 11802.
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D.L. Sylvestre, T.M. Nardine, E. Zubritsky and J.B. Cohen, O.A.S.I.S.,
Oakland, University of California, San Francisco, and East Bay Community
Recovery Project, San Francisco, CA

STABILIZING SYRINGE EXCHANGE-RECRUITED HEROIN USERS TOWARD
HEPATITIS C TREATMENT USING BUPRENORPHINE

Background: Although persons attending syringe exchange programs(SEPs) are
at high risk for contracting infectious diseases like hepatitis  (HCV), attempts
are rarely made to engage them due to beliefs about lack of readiness.  We
hypothesized that successful engagement could be undertaken in a integrated
setting that could address their multiple needs, testing this within the context of
a pilot program to bridge street-recruited heroin users toward hepatitis C (HCV)
treatment using buprenorphine (BPN) therapy.
Methods: We are conducting a prospective study of the use of BPN to bridge
street-recruited heroin users to HCV treatment. Eligible participants attending
at least 3 weekly education sessions initially are offered 12-24 weeks of BPN;
they then undergo combined BPN/HCV treatment followed by a 24-week BPN
taper.
Results: Of 280 heroin users screened at 2 SEPs, 180 (64%) were eligible for
study, the majority were excluded due to lack of HCV viremia.   The mean age
was 46, 199 (71%) were male, and 98 (35%) were Caucasian, 101 (36%) Black,
and 67 (24%) were Latino. 134 (49%) reported a prior mental illness, 161
(58%) were drinking alcohol, and 135 (48%) were using cocaine.  Of these, 100
(56%) initiated BPN therapy.  The 12-week retention rate was 57% (n=57);
overall, 32% of the eligible subjects remained stable after 12 weeks of therapy.
Neither gender (p=0.35), race (p>0.5), concurrent alcohol (p>0.5) or cocaine
use (p>0.5) were predictive of buprenorphine initiation; there was a trend
toward increased initiation with older age (p=0.07) an mental illness (p=0.09).
12-week retention did not correlate with gender (p>0.5), age (p=0.13),
comorbid mental illness (p=0.16), or co-occurring alcohol (p>0.5) or cocaine
use (p>0.5), but there was a trend toward improved retention in Blacks
(p=0.09).
Conclusions: These results indicate that substantial numbers of SEP-recruited
heroin users, even those with mental illness and polysubstance use, will initiate
and meaningfully stabilize on BPN when engaged in an integrated setting.
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D.K. Tachkuliyeva, O.V. Ponyatov, G.K. Ovezova and H.B. Babayev, Public
Center of Health “Victory”, Niyazov Consulting and Treatment Center of
Turkmenistan, President Air Force Hospital and Turkmen State Medical
Institute, Ashgabat, Turkmenistan

EARLY PREMALIGNANT PREDICTORS IN ESOPHAGUS OF PATIENTS USING
TOBACCO AND “NUS”

It is well known that leukoplakia is a condition in the mouth can develop into
cancer. Cigarette smoke – and tobacco smokiness – can cause this dangerous
condition. However the esophageal mucosal inflammatory conditions and
heterotopy lesions in patients with different drug abuse are not well studied yet.
The purpose of this report is to give further information about our experience
with such patients: marijuana, tobacco and nus users. Nus is the substance
which common environment or traditionally used in Turkmenistan as in the
other Central Asian countries like the sublingual ethnography detergent and
consists from tobacco, species and other ingredients. In the 12 patients aged
from 13 – 60 years old (10 males and 2 females) esophageal mucosa were
observed during fibroendoscopy and morphological examination.
Fibrogastroendoscopy examination were shown the white and red and polyposis
lesions. White lesions we confirm as a leukoplakia and the red lesions we
defined as Barrett’s esophagus with different displasia. Besides of them
Barrett’s esophagus appears like polyposis which confirmed by bite biopsy.
Highly frequency the diagnosis of leukoplakia was masked as “alien body”
syndrome. In additional leukoplakia and Barrett’s esophagus combined with
middle and big size hiatal hernia. 2 male patients 13 and 24 year old who were
not any drug users and got routine control examination. But they are the sons of
marijuana and tobacco smokers parents and were in close contact with them.
Leukoplakia was observed and confirmed in both cases. Our study as well as
other reports indicates more complicated esophageal precancerous diseases due
to drugs, which could considerate as risk factors. The validity of these markers
was documented as earlier signs of precancerous diseases or earlier lesions of
esophageal mucous than leukoplakia in the mouth. According our suggestion
these markers may be etiologically related by tobacco substance using in our
region. Future research should be based on better defining ongoing esophageal
markers.
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M.A. Taffe, S.N. Katner, C.C. Lay, S.N. Von Huben, R.D. Crean, S.A. Davis
and A.J. Kirsten, The Scripps Research Institute, La Jolla, CA

MDMA-INDUCED HYPERTHERMIA IN RHESUS MONKEYS

Human mortality from exposure to the recreationally abused drug  (±)3,4-
methylenedioxymethamphetamine (MDMA, “Ecstasy”), although apparently
rare, is typically associated with acute thermoregulatory distress including
malignant hyperthermia. It is generally assumed that a crowded dance club
environment, in which MDMA is commonly experienced, contributes to this
outcome. Interest in the thermoregulatory effects of MDMA is further
stimulated by observations that the severity of neurotoxicity, as well as
hyperthermia, associated with a given dosing regimen of MDMA in rodents can
be altered by changes in ambient or core temperature. A preliminary study
suggested, however, that temperature alterations in humans exposed to MDMA
are substantially less sensitive to ambient temperature in comparison with
rodents. Therefore the effects of MDMA on body temperature were studied in a
larger bodied laboratory species, the rhesus monkey, via subcutaneous
radiotelemetric implants. Baseline circadian patterns of temperature regulation
were established and then animals were challenged with acute doses of MDMA
ranging from the typical recreational range (1.7 mg/kg, IM) to the threshold for
observable neurotoxicity (5 mg/kg, IM). Hyperthermic responses were dose
related and sensitive to a “stacking” paradigm incorporating repetitions of the
1.7 mg/kg dose. Marked sensitization of the hyperthermic response was
observed two weeks after a 5 mg/kg dose in one animal. The results help to
outline possible conditions under which MDMA-associated hyperthermia may
become threatening in the recreational user. Supported in part by USPHS Grant
DA13390.
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T. Tanaka, M. Narita and T. Suzuki, Hoshi University School of Pharmacy and
Pharmaceutical Sciences, Tokyo, Japan

IMPLICATION OF NEURONAL WISKOTT-ALDRICH SYNDROME PROTEIN
(N-WASP) IN THE METHAMPHETAMINE-INDUCED DOPAMINE RELEASE

It is widely recognized that methamphetamine can enhance the release of
dopamine at dopaminergic neuron terminals of the mesolimbic system,
resulting in the induction of dopamine-related behaviors. Neuronal Wiskott-
Aldrich Syndrome Protein is an activator of the actin-related protein 2/3 (Arp
2/3) complex, which regulates the structure and dynamics of actin filament
networks at the leading edge of cell. In the present study, we investigated the
role of Neuronal Wiskott-Aldrich Syndrome Protein in the expression of the
methamphetamine-induced dopamine release in the nucleus accumbens using in
vivo microdialysis and dopamine-related behaviors in rodents. Both the
stimulation of dopamine release and the induction of dopamine-related
behaviors by methamphetamine (1 mg/kg, s.c.) were significantly suppressed
by pre-treatment with an intra-nucleus accumbens injection of a selective
Neuronal Wiskott-Aldrich Syndrome Protein inhibitor wiskostatin (30 nmol, 2
microl) (p<0.05 vs. vehicle treatment). Furthermore, an intracerebroventricular
(i.c.v.) injection of wiskostatin (30 nmol, 4 microl) caused a dose-dependent
suppression of methamphetamine (1 mg/kg, s.c.)-induced hyperlocomotion
(p<0.01 vs. vehicle treatment) in mice. These findings suggest that the
activation of Neuronal Wiskott-Aldrich Syndrome Protein following
methamphetamine treatment may be, at least in part, implicated in the release of
dopamine in the nucleus accumbens and the induction of dopamine-related
behaviors by methamphetamine in rodents.

681

L.C. Tang, A. Clifford, O.F. Bueno, A.A. Robertson and J.R. Mantsch,
Marquette University, Milwaukee, WI and Cincinnati Children's Hospital
Medical Center, Cincinnati, OH

CALCINEURIN A-BETA-DEFICIENT MICE DISPLAY AUGMENTED COCAINE-
INDUCED LOCOMOTOR SENSITIZATION BUT ARE LESS SENSITIVE TO THE
REWARDING EFFECTS OF COCAINE

Calcineurin (phosphatase 2B; PP-2B) is a calcium and calmodulin dependent
Ser/Thr protein phosphatase consisting of a catalytic A subunit and a regulatory
B subunit.  Two isoforms of the A subunit of PP-2B have been characterized
(alpha and beta).   Both are abundantly expressed throughout the brain,
including in the hippocampus and regions pertinent to cocaine abuse such as the
nucleus accumbens.  Recent studies have defined a role for PP-2B in
neuroplasticity related to learning and memory.  This study used transgenic
mice lacking a functional PP-2B A-beta isoform to examine the role of PP-2B
in cocaine-induced locomotor sensitization and conditioned place preference,
both behavioral behavioral models involving cocaine-induced neuroplasticity.
Acute locomotor responses to saline or cocaine (15 mg/kg, ip) did not differ
between PP-2B A-beta deficient and wild-type mice. When tested after 10 days
of withdrawal from a 5-day cocaine treatment regimen (5 x 15 mg/kg, ip), an
augmented response to a cocaine challenge (15 mg/kg, ip) was observed in both
mutant and wild-type mice.  This augmentation was significantly more
pronounced in the the PP-2B A-beta knockout mice.  Further examination
revealed that the observed differences between mutant and wild-type mice were
the consequence of a combination of enhanced classical conditioning of
cocaine’s locomotor effects and increased susceptibility to cocaine-induced
locomotor sensitization resulting from PP-2B A-beta deficiency.  When tested
for cocaine-induced conditioned place preference (0, 3.75, 7.5, 15 and, 30
mg/kg, cocaine ip) using an unbiased procedure, mutant mice show less place
preference at the lowest (i.e., 3.75 mg/kg) cocaine dose tested than did wild-
type controls.  These findings suggest that PP-2B limits neuroplasticity
responsible for cocaine-induced sensitization and locomotor conditioning but
facilitates the rewarding properties of cocaine.
Supported by NIDA Grant #R01 DA15758 to J.R.M.
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K. Tate, W. Better, R.I. Herning and J.L. Cadet, NIH/NIDA Intramural
Research Program, Baltimore, MD

EEG PROFILE OF CHRONIC MARIJUANA ABUSERS DURING MONITORED
ABSTINENCE

Imaging changes  been documented in the brains of chronic marijuana users.
To better understand the nature and duration of electrophysiological changes in
marijuana abusers, we recorded the resting eyes-closed  EEG of 47 abstinent
chronic marijuana abusers and 37 control subjects.  The marijuana abusers were
tested twice.  The first evaluation occurred within 72 hours of admission to an
inpatient research unit.  The second evaluation was after 28 to 30 days of
monitored abstinence.  A three minute period of EEG was recorded  from 16
electrodes ( Fp1, F3, C3, P3, O1, F7, T3, T5, Fp2, F4, C4, P4, O2, F8, T4, and
T6).  The artifacted EEG was converted to six frequency bands (delta, theta,
alpha1, alpha2, beta1 and beta2) using a fast Fourier transform.  Log alpha2
power was significantly higher at frontal sites for the marijuana subjects as
compared to the control subjects during early abstinence; however, alpha2
power was significantly decreased after a month of monitored abstinence. Log
power was significantly lower at posterior sites for the marijuana abusers than
the control subjects for theta, beta1 and beta2 bands during early abstinence.
The reductions in theta and beta power persisted for 28 days of monitored
abstinence.  These EEG changes might reflect, in part, neuronal changes that
contribute to cognitive changes reported in marijuana abusers.
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O.V. Tcheremissine, S.D. Lane, D.R. Cherek, L.M. Lieving and S.O. Nouvion,
University of Texas Houston Health Science Center, Houston, TX

EFFECTS OF ACUTE PROPRANOLOL ADMINISTRATION ON RISK-TAKING
BEHAVIOR IN SUBSTANCE ABUSERS IN A LABORATORY SETTING

Adult males with a history of Substance Abuse and Conduct Disorder
participated in this study after giving their informed consent. Subjects were
excluded if initial screening indicated any history of psychiatric or medical
illness, or recent drug use detected by urine drug screen analysis. Propranolol, a
β-adrenergic blocker, has been used as a probe to evaluate a role of
noradrenergic structures in human risk-taking behavior. All subjects received
three doses of Propranolol (40, 80, and 160 mg) separated by intervening
placebos. Risk taking was measured using a laboratory risk-taking task in
which subjects were presented with a choice between certain amount of money
(operationally defined as non-risky) or uncertain amount of money
(operationally defined as risky). Subjects participated in four testing
sessions/day. Preliminary data suggest that Propranolol decrease risky decision-
making in human subjects, and these changes can be measured under laboratory
conditions. Additional subjects are currently participating in order to increase
the sample size.

Supported by NIDA Grant DA R 01 15392.
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S.R. Tella, J.M. Tolliver, G.K. Feussner, B.A. Hayes, S.M. Carr and C.A.
Sannerud, Office of Diversion Control, Drug Enforcement Administration,
Washington, DC

CURRENT DRUG SCHEDULING REVIEWS REPORTED BY THE DRUG
ENFORCEMENT ADMINISTRATION

As mandated by the Controlled Substances Act (CSA), DEA collects and
reviews scientific, medical and other data for substances with abuse potential
for purposes of evaluating their placement into one of five schedules under the
CSA, a process called scheduling. Some ongoing and recently completed
reviews, as well as scheduling actions initiated by the Department of Health and
Human Services (DHHS) or completed by Congress, are summarized below.
Based on its review and the evaluation and recommendation of DHHS, DEA
recently controlled alpha-methyltryptamine, 5-methoxy-N,N-
diisopropyltryptamine, N-benzyl- piperazine and 2,5-dimethoxy-4-(n)-
propylthiophenethylamine in Schedule I of the CSA. Carisoprodol, a skeletal
muscle relaxant, is also being reviewed for scheduling. DEA reviewed a
petition requesting a change in the control status of hydrocodone combination
products from Schedule III to Schedule II of the CSA and submitted a review
document to the DHHS for its evaluation and recommendation. DEA is also
currently reviewing a petition to reschedule the methylphenidate product,
Concerta®, from Schedule II to Schedule III of the CSA. Several extended
release opioid products including Palladone™, a hydromorphone formulation,
were recently approved for marketing. DEA has taken steps in order to detect
the diversion and abuse of these products. Congress recently passed a law
controlling 36 additional steroids in schedule III of CSA and changed the
criteria needed for DEA to administratively place other anabolic steroids under
control in the CSA. DEA is currently collecting information on ketamine and
gamma-butyrolactone (GBL). Ketamine will be reviewed by World Health
Organization (WHO) for possible international scheduling.
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J.M. Terner, L.M. Lomas, A.C. Barrett, S.S. Negus and M.J. Picker, University
of North Carolina at Chapel Hill, NC and McLean Hospital, Harvard Medical
School, Belmont, MA

INFLUENCE OF ULTRA-LOW DOSES OF NALTREXONE ON THE ACUTE
ENHANCEMENT OF MORPHINE ANTINOCICEPTION AND ATTENUATION OF
TOLERANCE IN MALE AND FEMALE RATS OF FOUR STRAINS

Although opioid agonists such as morphine exert inhibitory effects at relatively
high doses, excitatory receptor-mediated effects are also apparent at lower
doses. Recent studies indicate that selectively blocking the excitatory actions of
opioids with ultra-low doses of opioid antagonists can enhance opioid
antinociception and attenuate the development of opioid tolerance. In the
present study, low doses of morphine were administered alone and in
combination with ultra-low doses (0.1ng/kg-100ng/kg) of naltrexone both
acutely and chronically in male and female rats of four strains that differ
markedly in their sensitivity to opioid antinociception (F344> Sprague
Dawley>Lewis>Long Evans) and the magnitude of sex differences
(F344>Lewis>Sprague Dawley>Long Evans) in opioid sensitivity. All testing
was conducted using a tail-flick procedure with baseline latencies adjusted in
males and females of the four strains to be 2-4 sec. In male and female Sprague
Dawley and Long Evans rats, naltrexone enhanced morphine antinociception in
a dose-dependent manner and attenuated the development of morphine
tolerance. In contrast, in male and female F344 and Lewis rats, various doses of
naltrexone failed to enhance the acute antinociceptive effects of morphine or
attenuate the development of morphine tolerance. These findings suggest that
the ability of ultra-low doses of naltrexone to enhance opioid antinociception is
strain specific and does not contribute to sex or strain differences in opioid
sensitivity (Supported by grants DA10277, DA15273, DA17404 and
DA11460).
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P. Terry and K.A. Wright, University of Birmingham, Edgbaston, Birmingham,
UK

PATTERNS AND CONSEQUENCES OF REGULAR CANNABIS USE IN RELATION
TO EMPLOYMENT, DRIVING HABITS AND INTERPERSONAL RELATIONSHIPS:
SURVEY AND INTERVIEW RESULTS FROM A UK SAMPLE

One hundred frequent users of cannabis (2-7 days/week) and 90 less-frequent
users (not exceeding 4 days per month) from across England returned
questionnaires characterizing the drug's effects on their work activities, driving
habits and sexual practices. Sixty-eight respondents were later interviewed on
related topics, including their relationships with their partners and families.
Overall, 65% of respondents showed some degree of dependence on cannabis,
and over one third of the frequent users (20% of all users) reported concerns
over their cannabis use specifically. Compared with less-frequent users,
frequent users reported significantly more guilt and more medical problems
related to their cannabis use, and more neglect of their families. A quarter of
respondents reported that they used cannabis before or at work. However, there
was no evidence that cannabis use was associated with more absenteeism,
workplace injuries, or job changes, but daily users reported being late for work
significantly more often than other users. A majority of those who used
cannabis before or at work reported some degree of work impairment. In terms
of driving habits, 74% of the drivers in the sample had driven while under the
influence of cannabis, and 70% of those believed that it had impaired their
driving. Even so, 41% of frequent user drivers considered it acceptable to drive
whilst under the influence of cannabis; one-third were willing to drive even
when "very high" on cannabis. However, there was little evidence of an
increased likelihood of road accident associated with cannabis use. Cannabis
use before/during sex was reported by practically all of the sample (87%). In
comparison with male frequent users, a significantly higher proportion of male
less-frequent users reported increased sexual desire after cannabis. Ten percent
of the sample said that cannabis use reduced the likelihood of them using a
condom, placing them at greater risk of sexually-transmitted diseases. In
conclusion, regular cannabis users often take the drug in circumstances where
they acknowledge that its effects are detrimental. The degree of indirect harm
associated with cannabis use is broadly related to frequency of use. Supported
by a grant from the ESRC (UK).
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C. Teruya, M. Hardy and Y. Hser, University of California, Los Angeles, CA

CALIFORNIA’S PROPOSITION 36:  COUNTY STAKEHOLDERS’
PERSPECTIVES ON THE NEW LAW AND RECOMMENDATIONS FOR CHANGES

California’s voter-initiated Proposition 36 (Substance Abuse and Crime
Prevention Act of 2000) offers nonviolent drug offenders court-monitored
community-based substance abuse treatment instead of incarceration or
probation without treatment.  As part of a study of the impact and outcomes of
this major drug policy shift, in-person interviews were conducted with 42
county stakeholders (local lead agency, district attorney, treatment, the court,
public defender, parole, probation, and mental health) in five diverse (e.g.,
urban vs. rural, population size, implementation strategy) counties.  In these
two-hour semi-structured interviews conducted during the second year of
implementation, stakeholders’ views on and experiences with the new law were
explored.  The interviews were audio tape recorded, transcribed verbatim, and
analyzed using ATLAS.ti qualitative data analysis software.  On average,
informants had been employed in their respective agencies for 15 years; the
majority had been involved in the Prop 36 planning and implementation from
the outset.  Among the concerns raised by interviewees were that the law:  (1)
offers no clear definitions of key terms (e.g., drug and non-drug violations); (2)
sets broad defendant inclusion criteria; (3) prohibits judges from incarcerating
immediately as a sanction for noncompliance; (4) allows defendants too many
or too few chances to comply with terms of probation; (5) requires defendants
to plead guilty to participate in Prop 36; and (6) provides insufficient funding.
Perceived positive aspects of the law included opportunities for enhanced
collaboration among stakeholder groups and counties’ ability to tailor
implementation to accommodate local needs.  Interviewees also recommended
changes to the law (e.g., exclude parolees).  As Prop 36 funding ends with the
2005-2006 fiscal year, these findings raise important and timely issues for
discussion among local oversight committees and state policy makers, and
provide useful information for other states considering similar initiatives.
Supported by NIDA Grant R01 DA 15431
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J. Tetrault, L.E. Sullivan, D. Bangalore and D.A. Fiellin, Yale University, New
Haven, CT

HIV PHYSICIANS’ PREPAREDNESS TO PRESCRIBE BUPRENORPHINE FOR
OPIOID DEPENDENCE

To assess HIV physicians’(MDs), compared to non-HIV MDs, preparedness to
prescribe buprenorphine following training we conducted a survey of MDs
completing six eight-hour DATA 2000 training courses.  We collected
information on demographics, MD type, clinical experience and preparedness
to prescribe buprenorphine and compared HIV MDs to non-HIV MDs.  Of the
174 MDs completing the survey, 69 (40%) indicated that they provided HIV
care. The HIV providers reported a mean of 9 years of HIV care to a mean of
59 patients. Fifty-two percent of their patients had intravenous drug use as their
HIV risk factor and 71% were on antiretroviral therapy. Fewer HIV MDs
compared with the non-HIV MDs were male (57% vs. 70%, P=.08), more were
black (19% vs. 9%, P=.05), and more had graduated from medical school
within 10 years (26% vs. 15%, P=.07).  While the two groups had similar
experience treating opioid dependent patients, HIV MDs cared for more of
these patients per month (40 vs. 33, P=0.7), cared for a greater percentage of
patients dependent upon prescription opioids (33% vs. 25%, P=0.02), and a
greater percentage of injecting patients (33% vs. 23%, P=0.02). Following
training, similar proportions of the HIV and non-HIV MDs groups planned to
submit the application for the DEA registration to prescribe buprenorphine
(62% vs. 66%, P=0.6). The majority of HIV and non-HIV MDs felt prepared to
prescribe buprenorphine (92% vs. 87%, P=0.4), and agreed that their comfort
level would be increased if they could telephone an expert (83% vs. 79%,
P=0.8) or were able to visit a practicing expert’s office (65% vs. 60%, P=0.5).
While the most common reason cited for not submitting or for being undecided
in both groups was lack of experience (10% and 14%, P=0.5), 28/69 (43%) of
the HIV MDs stated they had concerns about prescribing buprenorphine to their
patients with 12/28 (43%) reporting drug-drug interactions as their primary
concern. We conclude that following training, the majority of MDs planned to
obtain a DEA registration and felt prepared to treat patients with
buprenorphine. Hesitant HIV MDs were primarily concerned about experience
and drug-drug interactions.
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D.L. Thatcher and D.B. Clark, University of Pittsburgh, Pittsburgh, PA

GENDER, ADOLESCENT SUBSTANCE-USE DISORDERS, AND YOUNG-ADULT
PERSONALITY-DISORDER OUTCOMES

Adolescent substance use disorders (SUDs) are associated with an increased
risk for borderline and antisocial personality disorder (BPD and ASPD) in
adulthood; gender influences this association. This is the largest known
prospective investigation to date of adolescents with SUDs and reference
adolescents who were followed into young adulthood and assessed for
personality disorders. We hypothesized that gender and SUDs would interact to
predict BPD and ASPD symptoms. The sample included 315 adolescents with
cannabis and/or alcohol use disorders recruited from treatment sources and 180
adolescents without SUDs recruited from community sources (age 16+/-1). The
SCID-II was administered when subjects were young adults (21+/-1) to collect
BPD and ASPD symptoms. The SUD group reported significantly more
symptoms of both BPD and ASPD than the reference group. A significant
gender by SUD group interaction was found only for ASPD, but not for BPD.
To further examine the role of gender, the 16 pooled symptoms from both
disorders were examined by a latent class analysis (LCA). LCA is a type of
latent structure analysis used to detect patterns of heterogeneity in symptom
profiles. A four-class solution exhibited the best fit according to the adjusted
BIC value. The Reference class (n=180) was defined a priori as asymptomatic.
The Mixed class (n=201) was characterized by BPD impulsivity and ASPD
nonconformity. The ASPD class (n=84) was characterized by ASPD symptoms
(79% of this class was diagnosed with ASPD) and BPD impulsivity. Finally,
the BPD class (n=20) was characterized by BPD symptoms (65% diagnosed
with BPD) and ASPD nonconformity. Gender distribution of the Mixed class
resembled the Reference class, while the ASPD class contained significantly
more males and the BPD class contained significantly more females than the
Reference Class. Additional interacting influences, including physical and/or
sexual abuse and childhood mental disorders reflecting psychological
dysregulation, will be discussed.
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N.K. Thingalaya, J.J. Meissler, Jr., M.W. Adler and T.K. Eisenstein, Temple
University School of Medicine, Philadelphia, PA

IMMUNOSUPPRESSION FOLLOWING MORPHINE WITHDRAWAL IS NOT
MEDIATED BY CORTICOSTERONE

We have previously shown that abstinence from morphine results in
immunosuppression, as measured by a reduction in the capacity of mouse
spleen cells to mount an in vitro plaque-forming cell (PFC) response to sheep
red blood cells.  Others have shown that withdrawal from morphine elevates
levels of corticosterone. To test whether corticosterone mediates the
immunosuppression following withdrawal, the glucocorticoid antagonist,
RU486 was used.  Mice were made opioid dependent by chronic morphine
treatment using a 75 mg morphine slow-release pellet implanted
subcutaneously. Control mice received a placebo pellet.  Abrupt withdrawal
(AW) was induced by removal of the pellets 96 hr after implantation.
Precipitated withdrawal (PW) was induced by implanting an osmotic minipump
s.c. dispensing naloxone (1 mg/kg/day at a rate of 1 microliter/hr). Groups of
morphine-pelleted or placebo-pelleted mice were given either RU486 (25
mg/kg, s.c.) or an equal volume of vehicle, PEG-400, s.c. just before pellet
removal.  Twenty-four hours post withdrawal spleens were harvested and blood
collected.  Serum corticosterone levels were determined by ELISA and immune
responses evaluated by the plaque assay. PFC responses of mice undergoing
AW or PW were suppressed compared to placebo withdrawn mice. RU486
treatment did not reverse the immunosuppression observed in either group of
morphine withdrawn animals.  We conclude that the immunosuppression
following morphine withdrawal at 24 hrs is not mediated by elevated
corticosterone.  This work was supported by grants DA14223 and DA13429
from NIDA.
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L.L. Thompson, S. Young, S.K. Mikulich-Gilbertson and T.J. Crowley,
University of  Colorado School Medicine, Denver, and University of Colorado,
Boulder, CO

ASSESSING ADHD IN SUBSTANCE-DEPENDENT ADOLESCENTS

Comorbidity of ADHD in adolescents with substance use disorders (SUD)
and/or conduct disorder (CD) is known to be high (30-50%).  However,
because of the complicated nature of these disorders and the potential
overlap/confusion in the meaning of symptoms reported (e.g., is inattention
related to ADHD or to  intoxication?), it is not clear whether ADHD
instruments measure the same underlying constructs in adolescents with
CD/SUD compared with community controls.  METHOD: We derived 11
measures from 4 instruments to examine patterns of overlap. Participants were
102 patients recruited from residential or day treatment for SUD/CD, and 98
controls matched for age, gender, and neighborhood.  Using confirmatory factor
analyses, we compared four theoretical models that might explain the overlap in
ADHD measures: 1) a common factor model; 2) a ‘subtype’ model that extracts
two factors: attention problems and hyperactivity; 3) a ‘measurement’ model
that extracts four factors representing each instrument; and 4) a ‘rater model’
that extracts four factors representing each of the four raters (self, parent,
teacher, and examiner).  Analyses were performed separately for patients and
controls. RESULTS: In both samples, the ‘rater’ model provided the best
statistical fit, suggesting that unique aspects of ADHD behavior patterns are
seen in different contexts or by different observers.  A latent ADHD
‘superfactor’ extracted from the common variance among the four ‘rater’
factors significantly predicted our latent antisocial substance dependence
variable, defined as the overlap between CD and SUD symptoms, in both
patients and controls.  CONCLUSION: These results suggest that commonly
used ADHD assessment instruments do measure the same constructs in
substance dependent adolescents as in community-selected adolescents.
Further, it appears that, regardless of comorbidity, using multiple sources of
data regarding ADHD behaviors and symptoms is a useful strategy in capturing
the full spectrum of the disorder.   Support: NIDA DA 09842, 11015, 12845;
MH-01865.
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M. Thomsen and S.B. Caine, McLean Hospital/Harvard Medical School,
Belmont, MA and University of Copenhagen, Denmark

COCAINE SELF-ADMINISTRATION AND FOOD-MAINTAINED RESPONDING
UNDER FR AND PR SCHEDULES OF REINFORCEMENT: COMPARISON OF
C57BL/6J, 129X1/SVJ AND 129S6/SVEVTAC INBRED MICE

Rationale: Among strains commonly used for generating mutant mice, 129
substrains were reported to be less responsive in tests of cocaine self-
administration and cocaine conditioned place preference than the C57BL/6
strain. Objectives: We tested the hypothesis that the reinforcing effects of
cocaine differ among C57BL/6J (B6), 129X1/SvJ (129X1) and 129S6/SvEvTac
(129S6) strains. Methods: Acquisition and evaluation of operant behavior was
completed with liquid food as a reinforcer (0,3,10,32,100% Ensure) under both
FR and PR schedules (n>=6). Thereafter chronic i.v. catheters were implanted
and dose-effect functions for cocaine self-administration
(0,0.03,0.1,0.32,1.0,3.2 mg/kg) were determined. Finally, reinforced and non-
reinforced nose poke manipulanda were reversed to assess reinforcing effects of
cocaine (1.0 mg/kg) on the basis of response selection. Results: 129X1 mice
earned fewer reinforcers than B6 mice when most food concentrations and
cocaine doses were available under both FR and PR schedules (p<0.05). As
129X1 mice earned as many reinforcers as B6 mice when the highest reinforcer
magnitudes were available, the functions for both food and cocaine appeared
shifted to the right in the 129X1 mice. 129S6 mice met baseline criteria for both
food and cocaine maintained responding more slowly than B6 mice (p<0.05).
Thereafter, dose-effect functions for cocaine self-administration under both FR
and PR schedules were comparable between B6 and 129S6 mice. Finally,
reinforcing effects of cocaine were evident for all three strains in a reversal
procedure, as behavior was reallocated to a nose-poke hole that had never been
reinforced in any prior sessions (p<0.05). Conclusions: These results highlight
the importance of assessing performance differences that may contribute to
differences in cocaine self-administration between genotypes. 129X1 mice may
exhibit comparable operant behavior to B6 mice only when high reinforcer
magnitudes are available. 129S6 mice may exhibit comparable operant
behavior to B6 mice only with ample training. In the present study, once these
variables were accounted for, cocaine functioned as a positive reinforcer in all
three inbred strains.
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E.D. Thorner, F. Franken, B. Ladaga and E.T. Moolchan, NIH/NIDA Intramural
Research Program, Baltimore, MD

PSYCHOSOCIAL AND ENVIRONMENTAL FACTORS THAT MAY INFLUENCE
ADOLESCENT SMOKING

Several reports emphasize the influence of environment and psychosocial
variables on adolescent smoking. We explored potential environmental and
psychosocial predictors of adolescent cigarette consumption, at baseline prior to
a cessation treatment trial.  Specifically, we examined the relationship between
Total Competence and 3 Competence Scales (activities, social, school) from the
Youth Self-Report (YSR) and number of cigarettes smoked per day (CPD).
Thirty-four adolescents (average age 14.97 ± 1.22 years of age, 69.8%
Caucasian, 64.2% female, average CPD 18.39 ± 7.8) participated.  Pearson
Correlation analysis revealed an inverse relationship between Total
Competence score and CPD (r=-0.340; p=0.022).  A trend towards significance
was also found with individual scores for activities (p=0.072), school
(p=0.068), and social (p=0.102) competencies.  If confirmed in a larger sample
of teen smokers, our findings suggest that adolescents who are more competent
overall smoke fewer cigarettes per day and that individual domains of
competence may each independently provide some protective effect against
smoking.  Conversely, adolescents with lower scores on this clinical assessment
may be exposing themselves to greater cumulative health harm from smoking.
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C. Thurstone, P.D. Riggs, H.D. Orton and A.M. Libby, University of Colorado,
Denver, CO

FLUOXETINE FOR CANNABIS WITHDRAWAL IN DEPRESSED ADOLESCENTS

Cannabis use disorders (CUD) in adolescents are a serious public health
problem. However, little data exist on the use of pharmacotherapy for teen
CUD. This study hypothesizes that the antidepressant and anxiolytic properties
of fluoxetine will decrease cannabis use by alleviating the anxiety and
dysphoria of cannabis withdrawal. Preliminary data are presented with respect
to cannabis use outcomes. Cannabis withdrawal was not directly measured.
Methods- 126 teens with DSM-IV conduct disorder, major depressive disorder,
and substance use disorder (SUD) were randomized to 16 weeks of
fluoxetine/cognitive behavioral therapy (CBT) versus placebo/CBT. The
manualized CBT also lasted 16 weeks and targeted SUD. This study focused
only on the sub sample of 73 treatment completers with baseline cannabis use
and withdrawal. Cannabis withdrawal was assessed with the Composite
International Diagnostic Interview (CIDI-SAM). Pre and post past 30-day
cannabis use was assessed with the Timeline Followback Interview (TLFB).
Depressive symptoms were measured before and after treatment with the
Children’s Depression Rating Scale (CDRS). Non parametric analyses
(Wilcoxon Tests and Wilcoxon Signed-Rank Tests) were used for pre-post
comparisons within and between treatment groups. Results- There were no
between-group baseline differences in CDRS score, number of substance
dependence diagnoses, or past 30-day cannabis or other non-nicotine substance
use. Mean past 30-day cannabis use decreased 1.7 days for fluoxetine/CBT
versus 7.9 days for placebo/CBT (p<.03). In this sub sample, both groups had a
significant pre/post decrease in CDRS scores: 27.8 for fluoxetine/CBT and 21.1
for placebo/CBT (p<.0001). However, fluoxetine/CBT had a significantly
greater CDRS decrease (p<.03). Conclusion- While these data showed that
fluoxetine/CBT improved depression in this sub sample, they did not support
the hypothesis that fluoxetine would decrease teen cannabis use by alleviating
withdrawal symptoms. Directions for future research, limitations of the study,
and possible explanations for these findings are discussed.
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J. Tidey, D. Rohsenow, G. Kaplan, R. Swift and M. Parikh, Brown University
and VA Medical Center, Providence, RI

CONTINGENCY MANAGEMENT AND BUPROPION FOR SMOKING
REDUCTIONS IN OUTPATIENTS WITH SCHIZOPHRENIA

In the United States, cigarette smoking is considerably more prevalent among
patients with schizophrenia than among the general population. A significant
contributing factor to this phenomenon appears to be the low quit rates for these
patients. Spontaneous quit rates are considerably lower, and current treatments
appear to be less effective, for smokers with schizophrenia (SCZ).  We are in
the preliminary stages of testing a novel treatment for smoking in SCZ. This
study uses a 2 x 2 between-subjects placebo-controlled design in which
participants are randomized to contingency management (CM) versus non-
contingent reinforcement (NR) and bupropion (BUP) versus placebo (PLA).
After a 1-week medication lead-in, participants come to the lab approximately 3
times per week for 2 weeks. The biomarker of smoking is urinary (primary) or
salivary cotinine level, assessed using immunoassay. For the CM group, 25% or
greater reductions from the previous sample are reinforced with gift cards to
area stores. Participants in the NR group receive gift cards regardless of
cotinine level. Eleven patients have enrolled, and 8 have completed the trial to
date. These patients smoked on average 28 cigarettes per day at enrollment, and
had Fagerstrom nicotine dependence scores of 7.2, indicating a high degree of
dependence. Baseline urinary cotinine levels averaged 1592 +/- 176 ng/ml
(mean +/- SEM) and baseline salivary cotinine levels averaged 349 +/- 100
ng/ml. Preliminary results indicate that during the treatment period  70% of
urinary cotinine levels in the CM group, compared to 29% of samples in the NR
group, were reduced compared to baseline levels. The average degree of
reduction in the CM group ranged from 27% to 54%. Effect sizes in patients
receiving BUP versus PLA will be presented at the meeting. These initial
results indicate that a combination of bupropion and contingency management
appears to be feasible and effective at reducing smoking among patients with
schizophrenia.
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K.J. Tidgewell, R.A. Moyer, L.M. Bohn, W.W. Harding, C.M. Dersch, R.B.
Rothman and T.E. Prisinzano, The University of Iowa, Iowa City, IA,
NIH/NIDA Intramural Research Program, Baltimore, MD and Ohio State
University, Columbus, OH

PHARMACOLOGICAL INVESTIGATIONS OF SALVINORIN A AND
DERIVATIVES

Salvinorin A (SalvA), the major active component of the hallucinogenic sage
Salvia divinorum, has been shown to be a potent and selective kappa agonist.
Previous kappa opioid receptor ligands have been implicated in their potential
therapeutic usefulness in the treatments of drug abuse and pain. Therefore,
SalvA and its derivatives may represent a new class of drug treatments for these
conditions. The SalvA derivatives were synthesized and tested for receptor
affinity and activity using [125I]-IOXY and [35S]-GTP-gamma-S binding
assays, respectively. The ability of SalvA and its analogues to act as analgesics
was explored using rodent models of nociception. Confocal microscopy was
also used to look at agonist-mediated receptor internalization as well as
Barrestin-GFP translocation. Certain derivatives of SalvA were found to have
affinity and activity at opioid receptors. One derivative, (SalvA-D), was found
to have significant affinity and activity at mu opioid receptors (MOR). SalvA
and SalvA-D show significant attenuation of nociception in both the first and
second phases of formalin induced pain. Interestingly, SalvA-D did not induce
MOR-YFP internalization or translocation of Barrestin1- or Barrestin2-GFP to
the MOR in HEK-293 cells yet it did robustly activate the Map Kinases,
ERK1/2, in a naloxone reversible manner. In this way, the agonist behaved like
morphine, however, unlike morphine, overexpression of the G-protein-coupled
receptor kinase 2 (GRK2) did not promote SalvA-D induction of Barrestin
translocation. Therefore, this compound may represent a unique type of MOR
agonist that robustly activates ERK, yet does not induce receptor internalization
and Barrestin interactions even in the presence of GRK2.
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J.C. Titus, L.E. Flores, L. Bedoya, L. Jiménez, D.P. Esquivel and M. Blair,
Chestnut Health Systems, Bloomington, IL, SCAN, Laredo, TX, Harlem
Hospital Center, New York, and Research Foundation for Mental Hygiene,
Albany, NY

TRANSLATING THE GAIN INSTRUMENTS FOR USE IN SPANISH-SPEAKING
POPULATIONS

Illicit drug use in the Latino population is comparable to that in the total US
population, while among Latino students, it is more problematic than that
reported by African-American and European-American students.  Treatment
barriers include a lack of bilingual/bicultural providers, treatments that do not
accommodate cultural differences, and a lack of Spanish language assessments.
Only a handful of Spanish substance abuse assessments are available and very
few have been tested or normed on a general Latino population.  Although
some provide diagnostic information, they do not yield information useful for
treatment planning or placement.  The purpose of this project is to create and
field test Spanish translations of the GAIN instruments, comprehensive
treatment/research assessments for use in substance abuse screening, treatment
intake, targeted treatments, and follow-up and collateral data collection.  The
GAIN instruments are unique in their comprehensive coverage and their
provision of DSM/ICD diagnostic information, ASAM placement
recommendations, state and federal reporting requirements, treatment planning
grids, costs/benefits information, and outcome data.  The primary goal of the
translation is to create a set of culturally equivalent instruments that can be
meaningfully understood by the majority of the US Latino population.  The
translation is led by a Translation Advisory Group composed of members from
the substance abuse and mental health fields who belong to the major Spanish-
speaking subgroups in the US: Mexican-American, Puerto Rican, and Cuban-
American.  While the goal is to produce transdialectical instruments, the
inclusion of language reflecting reliable subgroup differences is incorporated
when necessary.  The translation model includes forward and back translations
with reviews by professionals in the field as well as a series of pretests.  Beta
testing and preliminary psychometric analyses are underway and supportive
materials - narrative reports, training materials, and interactive software - are in
development.  (Supported by CSAT contract 270-2003-00006)
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A.R. Tkachenko, Far East State Medical University, Khabarovsk, Russia

CHARACTERISTICS OF ALCOHOL-ADDICTED PEOPLE WHO SEEK
TREATMENT IN KHABAROVSK, RUSSIA

During whole period of Russian history alcohol  was one of the main problems
of our country. But last years we see global growing of alcoholism, especially
between young people. Now in Russia we have 2 millions only officially
registered alcohol addicted. The real number of them several times higher. Far
East take second place in Russia on this problem. In our region birth-rate two
times lower than mortality, and main reason of it is alcohol and social and
health problems produced by it. More than 10 thousands of  Far East children
are officially registered as chronic alcohol addicted. This study describes the
general characteristics of alcohol addicted people who seek treatment for their
problems in our center in Khabarovsk, Russia. The goal of this preliminary
analysis is to develop a harm reduction prevention program targeted alcohol
addicted. This research was conducted in the period from July 2004 till
December 2004 . It was absolutely voluntary and anonymous. We asked our
respondents to answer to some our questions focused on demographic
information, alcohol use behavior, health, job and economic status. From 327
respondents 32 were females and 285 were males. Age of  clients was from 17
to 56 years old (males17-56 years old, females 22-44 years old).  Most part of
all respondents are living with partner(206 males(72.3%), 29 females(90.6%)),
102 males and 19 females are have not permanent job or unemployed. 82
respondents had  problems with low. A large proportion (62respondents
(18.97%))  of the sample reported simultaneous using alcohol and marijuana
during the 30-day period. More than half of respondents are having serious
problems with their health, mainly with liver, heart and major vessels, stomach
and duodenum, nervous system and  brain problems. Most part of clients are
reported that they using alcohol several days and during  this period  they
usually  have some cases of amnesia. Also they reported that in the time when
they drunk they usually changing  two and more unknown sexual partners and
as a rule they don’t use condoms with them. This means higher risk of HIV for
them. Thus, results of our study showed a relatively high risk of different
diseases including HIV in this group of patients. This category of people having
higher level of mortality and they children have higher risk of hereditary
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A. Todorov, J. Grant, M. Lynskey, J. Scherrer and K. Bucholz, Washington
University School of Medicine, St. Louis, MO

PSYCHIATRIC COMORBIDITY AND PROGRESSION IN DRUG USE IN ADULT
MALE TWINS

Psychiatric comorbidity is common in substance use disorders (SUD), is
associated with poorer treatment outcome, and is suggestive of shared liability.
Whether drug use progression differs by comorbidity is an open question. This
topic was investigated  in a  8169 adult same-sex male twins (3372 complete
pairs) who served in the U.S. military during the Vietnam era and who
completed a telephone  structured psychiatric diagnostic interview  (DIS-3R)
which covered SUDs for 9 classes of illicit, 2 licit and several non-substance
diagnoses.  Latent class methods were applied to 16 diagnoses to identify
distinct classes marked by psychiatric comorbidity, which were used to study
progressions in drug use. A 4-class solution fit best  using the BIC criterion.
Class I(56.2% overall)  had very low rates of psychiatric disorders and SUDs;
Classes II (33.6%) and III (6.8%)  had  low rates of illicit (<.1 for cannabis,
<.05 for all other)  and high rates of licit (>.6) SUDs, but  Class III  also had
elevated rates of depression(>.7) and PTSD (>.5);  Class IV (3.40%) was
marked by high rates of licit and illicit SUDs,  (rates  >.6 for cannabis,
stimulants, >.8 for alcohol, tobacco, and >.2 for all other SUDs) and of
Depression (>.4) and PTSD (>.4).  Experimental drug use was common across
classes, but progression probabilities from regular use to dependence varied
greatly; e.g., for cannabis 1.4%, 31.1%, 38.7% and 82.6% progressed from
regular use to dependence in Classes I,II, III and IV respectively, comparable
rates for stimulants were 0,  11.9%, 2.1% and 83.5%; and for opiates 5.3%,
37.9%, 15.4% and 76.7%.   Class IV had elevated progression rates at all levels;
Class III, despite similar non-substance comorbidity as Class IV, had much
lower  rates. Further, when examined within specific SUD, the distribution of
classes varied greatly. e.g.,  across cannabis dependence, most were in the
lower progression class (49.1%) with  fewer in the high progression class
(37.3); the reverse was true for opioid dependence, where most were in the
higher (65.6%) and fewer from the lower (30.1%) progression class.  These
findings are relevant for the  design of genetic studies for SUDs.  Supported by
DA 14632, DA14363, AA 11998.
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M. Torrens, R. Martin-Santos, J.M. Ginés, S. Poudevida, M. Farré and R. de la
Torre, Drug Abuse Unit-IAPS-Hospital del Mar, Universitat Autónoma
Barcelona, and Universitat Pompeu Fabra, Barcelona, Spain

PSYCHIATRIC COMORBIDITY IN ECSTASY USERS: A THREE-YEAR FOLLOW-
UP CONTROLLED STUDY

Recent studies have described serotonergic neurotoxicity related to the use of
ecstasy. This neurotoxicity may lead to an increased risk for psychiatric
disturbances in this population (1). We present a 3-years-longitudinal study of
psychiatric disorders according to DSM-IV criteria in a cohort of recreational
MDMA users comparing with a healthy drug naïve group. Twenty-three ecstasy
users and 25 control subjects were evaluated at baseline and after 6, 12, 24 and
36 months. A 63% of subjects were female with a mean age of 23.7 (3.3).
Substance and mental disorders were assessed with the Spanish version of the
Psychiatric Research Interview for Substance and Mental Disorders (PRISM)
(2). At baseline, ecstasy users presented more lifetime psychiatric disorders
(n=14 disorders) than control group (n=2 disorders). After three years the
incidence of psychiatric disorders was higher in ecstasy group (n=7 new
diagnosis) than control group (n=1 new diagnosis).  In the ecstasy group the
diagnoses were: affective disorders (n=3), eating disorders (n=2), schizophrenia
(n=1) and borderline personality disorder (n=1). In the control group the only
new diagnoses was a major depression. The results suggest that ecstasy use is
associated with a high risk of psychiatric comorbidity.
(1) Morgan MJ. Psychopharmacology 2000; 152: 230-248.
(2) Torrens M, et al. Am J Psychiatry; 2004; 161: 1231-7.
Funding organizations: RTA Network (FIS G03/005), Fondo de Investigaciones
Sanitarias (FIS 00/0777) and Spanish National Plan on Drugs (PNSD
INT/2012/2002)

701

A. Torres-Reveron and D.L. Dow-Edwards, State University of New York
Downstate, Brooklyn, NY

EFFECTS OF PRENATAL COCAINE EXPOSURE AND SUBSEQUENT
METHYLPHENIDATE ADMINISTRATION BRAIN GLUCOSE METABOLIC RATES
IN ADOLESCENT RATS

Prenatal cocaine (PC) exposure has been associated with deficits in arousal and
attention. Since methylphenidate (MPD) is widely used to treat attention
disorders, we wanted to determine whether PC exposure affects the local
cerebral glucose metabolism (LCGU) in response to MPD in adolescent rats of
both genders. Pregnant dams received 60 mg/kg of cocaine or vehicle from
gestational days 8-22 by intragastric intubation. The vehicle-intubated group
was pair fed and watered. On a single day between postnatal days 41-45, rats
were placed in an activity monitor to record behavior and received a single
injection of 10 mg/kg i.p. of MPD or saline.  After 15 min., rats were injected
with 2-deoxyglucose through the jugular vein.  Blood samples were collected
for the next 45 min. the rat was then decapitated and the brain removed.  Brains
were cut at 20 mm and apposed to film for 12 days along with calibrated
standards.  A total of 79 structures was read and divided into 5 functional
grouping units for analysis.  Results showed that prenatal cocaine increased
LCGU by 7 to 8% regardless of postnatal treatment.  We found main effects of
prenatal treatment in the mesolimbic, limbic/hippocampal and sensory
structures.  Postnatal treatment with methylphenidate increased LCGU from 15
to 30 % over saline controls regardless of the prenatal treatment in all five
functional units of the brain.  The sensory and motor structures showed the
greatest increase with 24 and 30% increase over controls respectively while the
hypothalamic regions showed the smallest change.  An interaction of gender
with the different brain structures was found for the mesolimbic system.
Results will be discussed in light of the behavioral data collected from the same
rats.  These data suggest that prenatal cocaine exposure can produce long-term
alterations in function of the dopaminergic system than can later influence the
responses to other common psychostimulants such as MPD.  Supported by
APA_DNP to ATR and DA10990 to DDE.
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S. Tortajada, M.J. Perez, M. Castellano, L. Alapont, A. Vidal, R. Aleixandre, J.
C. Valderrama and J.C. Perez de los Cobos, Instituto de Historia de la Ciencia y
Documentación Lopez Piñero (UV-CSIC), Generalitat Valenciana, AEPA,
FEPAD, Valencia, and Hospital Sant Pau i la Santa Creu, Barcelona, Spain

DRUG ABUSE PREVENTION IN LATIN IMMIGRANT POPULATION IN THE
AUTONOMOUS REGION OF VALENCIA (SPAIN)

The purpose of this study is to describe toxic substance consumption patterns
among the Latin American immigrant population in the Autonomous Region of
Valencia and establish practical and theoretical basis for prevention in this
population. The sample included young Latin American immigrants, ranging in
age from 16 to 35. Field observation and mapping were conducted in leisure
areas in the cities of Valencia and Alicante, where the Latin American
immigrant population concentrates. A total of 610 rapid assessment interviews
were done; 4 focus groups with Latin American immigrants were conducted;
and 8 focused interviews with professionals and experts in the field of
immigration and drug abuse were also completed. A SPSS 12.0 analysis for
quantitative data and a Grounded Theory based analysis of qualitative data were
conducted. Latin American immigrants consider that the consumption of legal
and illegal drugs in Spain is higher than in their countries of origin and perceive
great tolerance for the use of substances such as tobacco and cannabis. They are
surprised by the consumption of substances in public areas and consider that
drug consumption among women is negative. The study participants agree that
they do not have enough information about drugs or preventive measures.
Increased information and police surveillance, and using the family unit as a
preventive agent are perceived as important preventive measures. They consider
that the family unit in Spain is dysfunctional [non cohesive] and consider of
great importance the improvement in the cohesion of, and communication
within, the family unit. Latin American population does not know about the
preventive work that takes place in the Autonomous Region of Valencia, and
therefore, facilitating access to preventive programs for this population is
paramount. Supported by Conselleria de Cultura, Educació i Sport, G.V. 04B
-093. Centro Superior de Investigación y Salud Pública. Conselleria de Sanitat,
G.V.
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S.Y. Tsai, T. Hayashi and T.P. Su, NIH/NIDA Intramural Research Program,
Baltimore, MD

SIGMA-1 RECEPTORS REGULATE HIPPOCAMPAL DENDRITIC SPINE
MORPHOGENESIS AND THE LOCALIZATION OF NMDA AND AMPA
RECEPTORS

The sigma-1 receptor can bind different psychoactive compounds including
cocaine and methamphetamine, and has been implicated in CNS diseases such
as schizophrenia, depression, amnesia, and drug abuse. Sigma-1 receptors have
been reported by us to promote lipid transport and lipid raft reconstitution in
NG-108 cells and in PC12 cells respectively. Lipid rafts are microdomains on
the plasma membrane that play an important role in the organization of signal
transduction molecules including receptors. Because sigma-1 receptors promote
the formation and reconstitution of lipid rafts, we investigated in primary
hippocampal neurons whether sigma-1 receptors affect the surface distribution
of rafts by using the raft marker cholera toxin B (CTx-B) subunit, which binds
the glycosphingolipid GM1. Also, because recent studies have shown that the
activation of NMDA receptors can induce synaptic recruitment of AMPA
receptors in dendritic spines and that both NMDA receptors and AMPA
receptors play an important role in synaptogenesis and dendritic spine
formation, we further investigated whether sigma-1 receptors affect the
expressions of NMDA receptors and AMPA receptors.  In addition, PSD-95
and synaptophysin, which are known to affect synaptogenesis, were examined.
Our results indicate that a knockdown on the expression of sigma-1 receptors
with small interfering RNAs (siRNA) against sigma-1 receptors causes a
depletion of GM1. Further, hippocampal neurons treated with the siRNA form
fewer dendritic spines whereas possessing more filopodia.  Notably, the
knockdown of sigma-1 receptors by siRNA not only reduces the level of all
proteins examined, but also changes the localization of NR-1 and GluR2/3. In
siRNA-transfected neurons, NR-1 and GluR2/3 clusters mainly exist at
dendritic shafts and not at spine heads where they normally localize. These
results suggest that sigma-1 receptors may affect the formation and maturation
of dendritic spines by controlling the localization of NMDA and AMPA
receptors perhaps via the regulation of ganglioside synthesis and metabolism.
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V.L. Tsibulsky and A.B. Norman, University of Cincinnati College of Medicine,
Cincinnati, OH

COMPREHENSIVE SELF-ADMINISTRATION RESEARCH-ORIENTED
REFERENCE DATABASE ONLINE

The drug self-administration paradigm is widely recognized as the best method
to study “reinforcing” effects of drugs of abuse and plays an important role in
drug discovery.  Since the first laboratory studies in 1940 on morphine and
alcohol self-administration in animals, the number of publications is now
growing exponentially and is approximating 10,000, including research papers,
reviews, and abstracts.  The Drug Self-Administration Reference Database
(DSAR-Database) was generated in order to facilitate research of drug abuse in
animals and humans and for medication development.  The DSAR-Database
contains references to publications related to the particular field of
psychopharmacology.  The references were imported from the Internet
accessible databases MEDLINE, PsycINFO, Biological Abstracts (BIOSIS) or
entered by hand from printed materials (books, journals, proceedings etc.).
During this process errors found in the original sources were corrected.  As a
result, the DSAR-Database contains more references and fewer errors than any
of those currently available databases.  The addition of a revised and
comprehensive system of keywords to the DSAR-Database has substantially
improved its utility.  For example, in January 2005 the DSAR-Database
contained 1182 references about self-administration of cocaine in animals.  A
search in MEDLINE using the keywords “cocaine” and “self-administration”
and “animals” not “review” resulted in 1113 hits out of which 884 were the
same as in the DSAR-Database.  Therefore, one in four of the needed
references were missing (298 references) and one in five references found in
MEDLINE (229 references) were not needed making the search incomplete.
All interested investigators can download the DSAR-Database at www.
psychiatry.uc.edu/tr-databases
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M. Tuten and H.E. Jones, Johns Hopkins University School of Medicine,
Baltimore, MD

ALCOHOL USE TO INTOXICATION PREDICTS POORER TREATMENT
OUTCOMES IN METHADONE-STABILIZED PREGNANT WOMEN

Introduction: The harmful effects of alcohol and drug use in pregnancy are
well-established. However, the impact of comorbid alcohol use on the treatment
outcomes for methadone stabilized pregnant women requires further study.
Methods: Methadone stabilized patients (N=163) admitted to the Center for
Addiction and Pregnancy (CAP) who were taking part in a larger behavioral
study were categorized based on self report of alcohol to intoxication in the
thirty days prior to treatment enrollment: those who reported using alcohol to
intoxication (AI: n=36) and those who reported no alcohol use to intoxication
(NAI: n=127). Groups were compared on current and lifetime drug and alcohol
use, legal involvement, days in treatment, and urinalysis results. Data were
derived from the Addiction Severity Index (ASI), patient records, and
qualitative urine results. Results: The groups were similar on age, race and
marital status. However, the AI group had less education than the NAI group.
On alcohol and drug use measures, the AI group had more months of regular
lifetime drinking (85 vs. 19 months) and were more likely to have been treated
for alcohol problems (lifetime) compared to the NAI group (p<.05). The AI
group also reported more current and lifetime cocaine use, and had more
extensive histories of cigarette smoking than the NAI group (p<.05). The two
groups also differed on legal involvement, with the AI group reporting more
lifetime criminal convictions, and more time spent incarcerated than the NAI
group. On treatment outcome measures, heroin use was similar between groups;
however, the AI group was more likely to test positive for cocaine during
treatment. The AI group also spent significantly fewer days in treatment
compared to the NAI group. Conclusion: Assessing for any alcohol use to
intoxication (past thirty days) among pregnant drug dependent women may
help providers to identify patients at risk for early treatment dropout and
cocaine relapse. Programs should routinely monitor patients for alcohol use and
reinforce abstinence from both drugs and alcohol. For women who also use
cocaine,  providers should address the patient specific pattern of alcohol and
cocaine use, as well as relapse prevention strategies.
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N.P. Vadhan, C.L. Hart and R.W. Foltin, Columbia University and New York
State Psychiatric Institute, New York, NY

ACUTE EFFECTS OF SMOKED MARIJUANA ON GAMBLING TASK
PERFORMANCE

Recent preliminary findings from this laboratory indicated that smoking a low
to moderate D9-THC concentration cigarette improved the performance of
experienced marijuana users on a modified gambling task. The current study is
a more extensive effort to characterize the effects of marijuana intoxication on
gambling task performance in experienced marijuana smokers. A within-
participant double-blind design was employed in this study. Thirty-six
marijuana users, who reported smoking approximately 20 marijuana cigarettes
per week, completed this 3-session outpatient study; sessions were separated by
at least 72 hrs. Participants completed a computerized gambling task once at
baseline, and three times after smoking a single marijuana cigarette (0%, 1.8%,
or 3.9% D9-THC). Marijuana cigarettes were administered in a double-blind
fashion and the sequence of D9-THC concentration order was balanced across
participants. Marijuana dose-dependently increased the time that participants
required to complete the task. However, decision-making on the task (i.e.,
“advantageous” vs. “disadvantageous” card selection) was significantly
improved when participants smoked the 1.8% D9-THC cigarette, relative to
placebo. These data are consistent with our prior findings that suggested that a
moderate D9-THC concentration cigarette improved the performance of regular
marijuana users on a computerized gambling task. Supported by NIDA grant
DA-03746.
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G.R. Valdez, D.M. Platt, J.K. Rowlett and R.D. Spealman, Harvard Medical
School, New England Primate Research Center, Southborough, MA

KAPPA OPIOID AGONISTS INDUCE PARTIAL REINSTATEMENT OF COCAINE-
SEEKING BEHAVIOR VIA NON-OPIOID MECHANISMS

Kappa opioid agonists have been shown to attenuate the reinstatement of
cocaine-seeking behavior induced by priming injections of cocaine, but
relatively little is known about the effects of kappa agonists alone in these
models.  The objective of the present study was to evaluate the ability of
priming injections of kappa opioid agonists to reinstate cocaine-seeking
behavior in squirrel monkeys and to compare the effects of these drugs with the
actions of mu and delta opioid agonists. Subjects were trained to self-administer
intravenous cocaine under a second-order schedule in which drug seeking was
maintained jointly by cocaine injections and a cocaine-paired visual stimulus.
In subsequent extinction sessions, saline was substituted for cocaine and the
cocaine-paired stimulus was omitted. During test sessions only saline was
available for self-administration but response-contingent presentations of the
cocaine-paired stimulus were restored.  Priming injections of cocaine induced
dose-dependent reinstatement of drug seeking, reaching levels of responding
similar to those maintained by active cocaine self-administration.  Priming
injections of the kappa opioid agonists enadoline, spiradoline and GR89,696
also partially reinstated cocaine-seeking behavior in a dose-related manner,
whereas priming injections of the mu opioid agonists heroin, morphine and
fentanyl and the delta opioid agonist SNC 80 did not reinstate drug seeking.
Pretreatment with either naltrexone (up to 0.3 mg/kg) or the kappa opioid
receptor antagonist nor-binaltorphimine did not attenuate the priming-induced
effects of these kappa agonists.  These data suggest that the ability of kappa
opioid agonists to reinstate cocaine seeking in the absence of cocaine is
mediated via opioid receptor-independent mechanisms.  In addition, our
findings suggest that the proposed use of kappa opioid agonists as
pharmacotherapies for cocaine relapse in abstinent individuals may have
limitations.  (Supported by DA11054, DA11928 and RR00168.)
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R.G. Vandrey and A.J. Budney, University of Vermont, Burlington, VT

ENZYME IMMUNOASSAY VERSUS GAS CHROMATOGROPHY-MASS
SPECTROMETRY IN THE ASSESSMENT OF QUANTITATIVE URINE
CANNABINOID LEVELS

Differentiating new cannabis use from residual urinary cannabinoids is
important for the effective delivery of abstinence-based treatment interventions
and outpatient studies of cannabis abstinence.  Because qualitative urine testing
with heavy cannabis smokers commonly produces cannabinoid-positive results
for 1-4 weeks, quantitative levels of the urinary cannabinoid metabolite (delta
-9-THC-COOH) must be used to detect drug use during the initial days
abstinence.  To date, analysis via gas chromatography-mass spectrometry (GC-
MS) is the only validated method of detecting new from residual cannabis use.
Cost and space requirements prevent most treatment clinics and research
laboratories from having onsite GC-MS testing available, and out sourcing GC-
MS testing of urine samples is insufficient due to the cost and delay in
obtaining results.  Fraser and Worth (2002) found high concordance between
florescence-polarization immunoassay and GC-MS in distinguishing new from
residual cannabis use suggesting that semi-quantitative measures of urinary
cannabinoids may be viable alternatives to GC-MS in the detection of cannabis
use early in abstinence.  The present study compared urinary cannabinoid levels
obtained via enzyme immunoassay (EIA) with GC-MS.  Urine specimens were
collected from 12 daily cannabis users during a 2-week outpatient study.  For
each participant, 3 specimens were collected during a 7-day period of cannabis
use (Phase 1) and 5 were collected during a 5-day period of cannabis abstinence
(Phase 2).  Analyses were based on 35 samples obtained during Phase 1 and 55
obtained during Phase 2.  Across conditions, the mean delta-9-THC-COOH
level obtained via EIA was 637ng/mL (range, 30-4720ng/mL) compared to
434ng/mL (range, 11-4700ng/mL) for GC-MS.  The two measures were highly
correlated (r = .93) across Phases and within Phases (Phase 1: r = .91; Phase 2: r
= .97).  100% concordance was achieved between EIA and GC-MS during
Phase 2 on assessment of recent versus residual use based on serial monitoring
specifications set forth by Heustis and Cone (1998).  If validated using
controlled inpatient experiments, EIA would provide  treatment and research
sites a more rapid and economically feasible method of  differentiating new
from residual use of cannabis.
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A.R. Vansickel, C.R. Rush, S.T. Higgins, W.W. Stoops, J.A. Lile and P.E.A.
Glaser, University of Kentucky College of Medicine, Lexington, KY and
University of Vermont College of Medicine, Burlington, VT

METHYLPHENIDATE INCREASES SPONTANEOUS SMOKING IN HUMANS

Methylphenidate (RITALIN¨), the most commonly prescribed pharmacotherapy
for behavioral problems associated with Attention Deficit Hyperactivity
Disorder (ADHD), is structurally similar to d-amphetamine (DEXEDRINE¨).
The results of previous studies suggest that d-amphetamine increases
spontaneous smoking behavior and the reinforcing effects of smoking. The
effects of methylphenidate on spontaneous smoking behavior have not been
assessed even though individuals with ADHD are at increased risk for smoking.
In this study we examined the effects of a range of doses of methylphenidate (5,
10, 20, and 40 mg) and placebo in 10 cigarette smokers that were notattempting
to quit. Each dose of methylphenidate was tested once while placebo was tested
twice. One hour after ingesting drug, participants were allowed to smoke ad
libitum for four hours. Outcome measures of spontaneous smoking included
total cigarettes smoked, total puffs, and latency to the first cigarette. In order to
determine the specificity of the effects of methylphenidate, snacks and
decaffeinated drinks were also available ad libitum and caloric intake during the
four-hour smoking session was recorded. Methylphenidate dose-dependently
increased the total number cigarettes smoked and number of puffs.
Methylphenidate dose-dependently decreased the number of food items
consumed and caloric intake, which suggests that the increases in smoking were
not due to an overall increase in consummatory behavior. The results of this
experiment suggest that methylphenidate, like other commonly abused
stimulants (e.g., d-amphetamine and cocaine), increases spontaneous smoking.
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M.L. Verduin, S.E. Back, K.T. Brady, A.L. McRae, A.E. Waldrop, A.E.
Sensenig and U. Jaanimagi, Medical University of South Carolina, Charleston,
SC

ASSESSMENT OF DRUG-TAKING SITUATIONS IN POST-TRAUMATIC STRESS
DISORDER AND CO-OCCURRING SUBSTANCE DEPENDENCE

Understanding situations in which individuals use substances is important in
targeting therapies and preventing relapse.  In light of the “self-medication”
hypothesis, individuals with comorbid psychiatric and substance use disorders
(SUDs) might be expected to use substances in different situations than
individuals without comorbidity.  In this study, baseline assessments collected
from 86 individuals participating in a stress reactivity experiment were
examined.  Participants were classified into six groups:  alcohol/posttraumatic
stress disorder (PTSD; n=17), cocaine/PTSD (n=23), alcohol (n=18), cocaine
(n=15), PTSD (n=6), and control (n=7).  They completed the Inventory of Drug
Taking Situations (IDTS), a 50 item self-report questionnaire designed to assess
situations in which substances have been used over the past year.  The IDTS
consists of three major subscales:  Negative Situations (NS), Positive Situations
(PS), and Temptation Situations (TS).  The findings revealed that, as expected,
substance users were more likely than controls to report using in NS or TS.
Interesting differences between alcohol as compared to cocaine groups and
those with comorbid PTSD were also observed.  The cocaine only group was
more likely to use in TS than the alcohol only group, and the cocaine/PTSD
group was more likely to use in NS and TS than the substance only groups.
The alcohol groups were more likely to use in PS.  To our knowledge, this is
the first study to report on differences in situational substance use patterns
among substance-using individuals with and without comorbid PTSD.  The
results suggest that the mechanisms driving substance use may differ by type of
substance used and comorbidity status.  Clinical implications and directions for
future research are discussed.  This work was supported by Grant DA006077
awarded to S.E. Back and Grant 5 K24 DA00435–04 awarded to K.T. Brady.
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L.M. Vicini, E.C. Childs and H. de Wit, University of Chicago, Chicago, IL

RESPONSES TO TRIER SOCIAL STRESS TEST IN SINGLE VS. GROUPED
SUBJECTS

Stress is known to play an important role in drug abuse, and there is a need for
sensitive laboratory models to investigate stress-drug interactions.  The Trier
Social Stress Test (TSST) is commonly used to induce psychosocial stress in
laboratory studies, but responses to this stressor vary across individuals and
across experimental conditions. The present study examined the effects of the
TSST on physiological and behavioral responses when subjects performed the
tasks either alone or in groups of 2-3. Participants (n=26) completed the task
either individually (n=14) or in groups of two or three (n=12). Dependent
measures obtained before and after the stress procedure included salivary
cortisol, heart rate and subjective ratings of anxiety (Profile of Mood States).
Peak increases in heart rate after the task were significantly correlated with
peak increases in self-reported anxiety on the POMS-anxiety scale. However,
the peak increase in heart rate was significantly higher in the subjects who
completed the task as a group, compared to those who were tested individually.
The groups did not differ in anxiety ratings.   Cortisol levels will be reported.
These results suggest that the social conditions of testing influence the
effectiveness of the TSST on a physiological outcome measure (heart rate).
However, the finding that subjective ratings of anxiety were unaffected by
social condition suggests a dissociation between physiological and subjective
responses to the stress procedure. This research was supported by DA02812.
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A. Vidal, J. Aguilar, M. Castellano, J.C. Valderrama, M.C. Hernandez and J.C.
Perez de los Cobos, FEPAD, Conselleria de Sanitat, Generalitat Valenciana,
Universidad de Valencia and Hospital de la Santa Creu i Sant Pau, Barcelona,
Spain

CULTURAL UNDERSTANDINGS OF ANABOLIC STEROIDS USE AMONG
FITNESS CENTERS USERS

This research aims to study the cultural understandings of anabolic steroids use
in depth from the perspective of fitness centers users. The data come from
ethnographic interviews collected from different gyms and fitness centers
located in the city of Valencia (Spain). The snowball sampling includes in
depth interviews from 30 young males between 21 and 34 years. The analysis
focused on describing users’ socio-demographic profile, and their cultural
understandings of steroids use. A Grounded Theory based analysis was
conducted. Results show that users state that they use other substances in their
leisure time. Anabolic steroids use is socially reinforced by the positive
perception of male stereotype about the perfection of their own body image.
Though steroids use takes place mostly in gyms, it goes beyond the sports
environment, and it approaches to use patterns related to recreational activities.
Information about steroids flows from other users or gym owners, and usually it
is biased and focused on positive effects; users do not doubt about the
credibility of these sources. The main conclusion of this study is that anabolic
steroids should be widely studied due to their low risk perception among users,
the continuous use repetition and dose increase, and the lack of information
among young users. Supported by Dirección General de Atención a la
Dependencia, Conselleria de Sanitat, Generalitat Valenciana
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G.C. Villalobos, K.L. Cropsey, M.F. Weaver and M.L. Stitzer, Virginia
Commonwealth University, Richmond, VA and Johns Hopkins University,
Baltimore, MD

A HISTORY OF JUVENILE JUSTICE INVOLVEMENT IS ASSOCIATED WITH
HIGHER LIFETIME SUBSTANCE
ABUSE AMONG FEMALE ADULT INMATES

Most adults with substance abuse problems reported starting to use substances
during adolescence and early use of substances is also associated with juvenile
criminal behavior. Female inmates have more severe drug abuse problems that
precipitate their entry into the prison system compared to male inmates.
However, little is known about the relationship between drug use, criminal
juvenile history, and later female adult incarceration. This study investigated
the relationship between substance abuse and juvenile justice history among
incarcerated female inmates. It was expected that women with a history of
juvenile justice involvement would have higher rates of drug use and earlier
ages of substance use initiation. 378 female prisoners completed questions
about their criminal history as well as the drug abuse section of the ASI. The
sample was comprised of adult (M= 34.5 yrs.), Caucasian (49.2%), never been
married (47.1%), incarcerated women with at least a high school or GED
education (71.1%). 29.6% of the women reported a juvenile criminal history.
Women with juvenile criminal histories were more likely to report regular
cocaine use (59.8% vs. 46.1%; p<.05), amphetamine use (85.6% vs. 72.9%;
p<.005), marijuana use (70.3% vs. 51.4%; p<.001), hallucinogen use (23% vs.
9.1%; p<.001), and inhalant use (9.1% vs. 2.8%; p< .005) in comparison to
women who were never charged with a crime as juveniles. These women also
reported earlier ages of drug use initiation for alcohol and all other drugs of
abuse. This research suggests that women with histories of juvenile justice
involvement also have higher rates of lifetime substance abuse and highlights
the need to intervene early with adolescents who are engaging in substance
abuse and criminal behavior to prevent adultincarceration.
This research was supported by NIDA grant K23DA15774-01.

714

C.L. Villano, A. Rosenblum, S. Magura, C. Fong and T. Betzler, National
Development and Research Institutes, Inc., New York, and Albert Einstein
College of Medicine, Bronx, NY

PREDICTORS OF CHRONIC SEVERE PAIN AMONG DUALLY DIAGNOSED
OUTPATIENTS

Hypothesis: Individuals with chronic, severe physical pain often experience
other disorders, including post-traumatic stress disorder (PTSD), substance use,
and psychiatric distress. We examined these factors and predictors of chronic
severe pain in a sample of dually diagnosed outpatients. Methods: Subjects
were 202 enrollees to an urban outpatient mental health treatment setting that
primarily serves dually diagnosed adults.  An index of “chronic severe pain”
was created with the Brief Pain Inventory (BPI); current PTSD and substance
use disorder (SUD) were assessed with the MINI International
Neuropsychiatric Interview; psychiatric distress was measured with the
Symptom Checklist ; recent substance use was self-reported in the past 30 days;
social support was measured with a six-item scale on perceptions of support for
recovery from mental illness and substance abuse (Cronbach’s alpha=.76).
Results: Prevalence rates were 32% for chronic severe pain; 62% current
PTSD; 49% SUD in the past year; 59% self-reported recent substance use.
Controlling for psychiatric distress with partial correlation, chronic severe pain
was associated with PTSD (r=.14, p<.05), social support (r= -.30, p<.01), and
self-reported alcohol use (r=.15, p<.05). Logistic regression analysis indicated
that PTSD (OR=3.56, p<.01) and social support (OR=.40, p<.01) independently
predicted chronic severe pain. Conclusions: A current diagnosis of PTSD was
predictive of chronic severe pain.  Of interest, social support for recovery was
also independently predictive of chronic severe pain; patients reporting lower
social support for recovery were more likely to report chronic severe pain.
Social support for recovery may have a buffering effect on the experience of
chronic severe pain. Treatment providers should be aware of the comorbidity of
chronic severe pain and PTSD among dually diagnosed patients, and how social
support may ameliorate chronic severe pain. [NIDA grant R01-DA015912]
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N. Vlasova, J. Schumacher, K. Dumchev and Y. Kim, STEPS Center, Vinnitsya,
Ukraine, and The University of Alabama at Birmingham, Birmingham, AL

STEPS OUTPATIENT PROGRAM DEMONSTRATES EFFICACY IN REDUCING
ALCOHOL USE IN UKRAINE

Alcohol abuse is of epidemic proportions in Ukraine, so as in Vinnitsya oblast.
Care for persons with alcohol disorders, provided in Regional Narcological
Dispensaries (RND), consists primarily of inpatient medical detoxification and
short-term psychological care.  The present study studied the efficacy of adding
Twelve Step oriented four month outpatient and aftercare (STEPS) using a
randomized controlled design.  STEPS was hypothesized to have fewer days of
alcohol use and fewer drinks per day than RND-only at two follow-up points.
Ukrainian, mostly males (N=68) were recruited from the RND. After
approximately 30 days of RND treatment, controls were released and
experimental participants entered 2 months of STEPS Day Treatment, 1 month
of Aftercare, and 1 month of Sponsors Group.  Follow up assessments were
administered to all participants at 2 and 4 months post RND release.  STEPS
Day Treatment included recreation therpy and used Project MATCH Twelve
Step Facilitation manual focusing on Steps 1-3 and Aftercare Steps 4-9.
Sponsors Group met weekly focusing on Steps 10-12.  Difference variables for
days alcohol used and drinks per day in past 30 between baseline (bl) and first
follow-up (ff) and first follow-up and second follow-up (sf) were created and
compared by groups.  Average difference of days alcohol used between bl and
ff was greater for STEPS (-13.4 days) than RND-only (-6.8) (T=2.27, df=47,
p=.013).  Difference in drinks per day was also greater for STEPS (-22.5
drinks) than for RND-only (+0.05) (T=1.71, df=46, p=.047).  Differences for
both groups were sustained at sf. STEPS outpatient treatment demonstrated
efficacy in reducing alcohol use in Ukraine.
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H.T. Vo, W.M. Aklin, M.A. Bornovalova, M.A. Gwadz and C.W. Lejuez,
University of Maryland College Park, College Park, MD and NDRI, New York,
NY

ADOLESCENT REPORTS OF CHILDHOOD TRAUMA AND CURRENT
IMPLICATIONS OF SEXUAL BEHAVIORS AND ILLICIT DRUG USE

Most available studies demonstrate a higher prevalence of childhood trauma
(predominately physical, emotional, and sexual abuse) among illicit drug users
compared to the general population (Medrano, 2002; 2003; Dube, 2003;
Heffernan, et al., 2000; Kendler, et al., 2000). As drug use and other risk
behaviors often are initiated during adolescence, it is important to study an
adolescent sample rather than examining adults retrospectively. The present
study provides an initial cross-sectional study examining self-reported drug use
and risky sexual behavior, as well as risk taking behavior on the Balloon
Analogue Risk Task as a function of trauma using the childhood trauma
questionnaire in a sample of predominately inner-city African American
adolescents (n = 96; 50% female, aged 13-17). Results indicated that physical,
emotional, and sexual abuse was correlated with a composite of risk behaviors
including alcohol, cigarette, and marijuana use (r = .24, p < .05), as well as past
year sexual activities (r = 0.38, p < .001). Additionally, performance on the
BART was associated with physical, emotional, and sexual abuse (r = .26, p
< .01). Finally, no gender and age differences were detected.
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S.K. Vosburg, C.L. Hart, M. Haney and R.W. Foltin, Columbia University, and
New York State Psychiatric Institute, New York, NY

MODAFINIL MAY BE REINFORCING IN COCAINE-DEPENDENT HUMANS

Modafinil, an FDA-approved alerting agent, has recently shown promise in
treating cocaine dependence, however, there are limited data evaluating
modafinil-related reinforcing effects. This double-blind, outpatient study was
designed to evaluate the reinforcing and subjective effects of modafinil in
cocaine-dependent humans. The study consisted of 3 blocks of 7 sessions; each
block tested a difference dose of modafinil. During the first two sessions of
each block, participants "sampled" the modafinil (200, 400, or 600 mg) and the
placebo capsule that were to be available for the subsequent 5 sessions. During
the 5 subsequent sessions, participants had an opportunity to self-administer
either the active or placebo capsule.  Subjective effects were measured at
baseline, +1 hour after, and +4 hours after doses were taken. Thus far, four
participants  (1 F, 3M) have completed the study. Two of the four participants
self-administered 400 mg modafinil for > 80% of choices, while another
participant self-administered the 600 mg dose 80%. Even though the higher
doses of modafinil produced reinforcing effects, subjective effects were not
altered as a function of dose.  These initial results suggest that modafinil may
produce significant reinforcing effects in cocaine-dependent individuals. This
study was supported by DA-12761-03.
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F.A. Wagner, S.M. Gross, P.A. Clubb and D.C. Browne, Morgan State
University, Baltimore, MD

OVERWEIGHT, DRUG INVOLVEMENT, AND OTHER PSYCHOSOCIAL
PROBLEMS AMONG GRADUATING SENIORS FROM A HISTORICALLY BLACK
COLLEGE

INTRODUCTION.  Obesity is an important problem that especially affects
African American and Hispanics (Flegal et al., 2002).  College environments
provide opportunities for interpersonal growth and contact among youth and
young adults, generating both reinforcing and challenging situations.  However,
college environments might affect youth according to their individual
characteristics (e.g., diathesis and copying resources).  While overweight
problems are associated with stress, substance use might be a mechanism to
self-medicate distress.  In this study, we probe by sex if weight problems are
associated with tobacco use, problematic alcohol use, other drug use, perceived
stress, and depression.  Finally, we analyze if associations are independent of
childhood overweight.  METHODS.  The data are from the College Wellness
and Health Study, a cross-sectional survey among 403 students graduating from
a Historically Black College.  The statistical models estimate the risk of
currently being overweight or obese, according to WHO classification,
associated with each independent variable and controlling for age at assessment
and childhood overweight.  RESULTS.  Female tobacco users were estimated
to be more likely to have weight problems, compared to tobacco non-smoker
females (OR= 3.0, 95% CI= 1.7, 5.5).  Females were also more likely to be
obese if they had more risk behaviors, such as tobacco use, alcohol disorders,
marijuana use, depression, and stress (OR= 3.3; 95% CI= 1.7, 6.3).
COMMENT.  Females with weight problems are more likely to smoke tobacco
and suffer psychosocial problems.  Eating might be an unsuccessful copying
mechanism.  Training on copying mechanisms might be beneficial.
ACKNOWLEDGMENTS: grant P60-MD002217-01 from the U.S. National
Center for Minority Health and Health Disparities, and grant 5U24-DA12390
from the National Institute on Drug Abuse.
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A.E. Waldrop, K.T. Brady, A.L. McRae, M. Saladin, L. Santa Ana, H.
Upadhyaya, A. Sensenig and U. Jaanimägi, Medical University of South
Carolina, Charleston, SC

STRESS AND CUE REACTIVITY IN COCAINE DEPENDENCE:
METHODOLOGICAL CONSIDERATIONS

Stress and sensitivity to drug cues have significant implications for treatment of
individuals with cocaine dependence. A number of research paradigms have
been developed to provoke stress and cue reactivity responses in laboratory
settings so that subjective responses to those stimuli can be measured and more
fully understood. The present study examines the responses of men and women
with cocaine dependence to a set of cocaine cues and three sets of stressors: a
physiological challenge with corticotropin releasing hormone (CRH), an
individualized stress imagery task, and the Trier Social Stress Test (Trier).
Cocaine cues included auditory, visual, and tactile stimuli, and were expected
to provoke increased craving for cocaine. Stressor stimuli were expected to
produce stress-related responses, such as increases in reported anxiety and
stress, and decreased mood. Data collection is ongoing, but preliminary
analyses with subsets of the sample are promising. Responses to each task were
collected on 10-point analog scales (0-9) that asked participants how much they
felt craving, anxious, stressed, sad, and happy. The results demonstrated
significant task effects, such that cocaine cues produced larger craving
responses than did CRH, Trier, or negative imagery. The CRH challenge
produced some affective responses, including slightly increased anxiety, stress,
and sad mood. The negative imagery task produced relatively small effects
across scales, with the exception of mood and stress level. The Trier
demonstrated robust effects on craving measures, and notably more powerful
effects on stress, anxiety, and mood scales. These results support the
hypotheses that cocaine cues and stress challenges affect different sets of
responses, namely craving vs. anxiety and mood states. At least in the present
study, the Trier has superior effects to a negative imagery task. Clinical
implications and future research directions are discussed. This work was
supported by Grant 1 P50 AR049551 to K.T. Brady & C. L. Randall.
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R. Walker, L. Shannon and T.K. Logan, University of Kentucky, Lexington, KY

DISTURBED SLEEP, MENTAL HEALTH PROBLEMS, AND SUBSTANCE ABUSE
AMONG WOMEN WITH VICTIMIZATION EXPERIENCES

Research has begun to examine associations of disturbed sleep with substance
abuse or dependence.  Sleep disorders or problems are complex with multiple
comorbidity factors which may be purported to explain effects of disturbed
sleep including mental health issues such as depression, PTSD, and anxiety.
Physical and sexual violence victimization have been associated with mental
disorders, health problems, and substance abuse among women. Disturbed
sleep among women with victimization has received only limited attention.
This study examined sleep, health and mental health problems, and substance
use among a non-clinical sample of 757 women with victimization who had
obtained a protective order. Sleep, health and mental health, substance abuse
and victimization were examined using a questionnaire adapted from validated
instruments.  Respondents were categorized into three sleep groups (low,
medium, high) based on Kripke, et al’s (2002) study of hours of sleep and
mortality risk. It was hypothesized that less reported sleep would predict greater
health, mental health, and substance abuse problems. Overall, the women
reported an average 5.7 hours of sleep per night.  Using Logistic Regression
and ANCOVA analysis controlling for age, race, and rural/urban area, there
was a linear relationship between sleep and most of the health/mental health
indices, substance use, and victimization.  The low sleep group was
significantly more likely to report lifetime and current PTSD, depression, and
current anxiety (p < .001), as well as muscle/bone complaints, GI problems, and
nervous system complaints (including migraines) Further, women with less
sleep were more likely to report using antidepressants and benzodiazepines (p
< .001), and were more likely to report stalking and sexual assault victimization
(p < .01).  This study suggests that disturbed sleep may have multiple
associations with victimization, health and mental health problems, and
substance use.  In fact, it may be a primary problem needing intervention rather
than just a symptom of other conditions.
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Q.D. Walker, S.L. Parylak, J.M. Caster and C.M. Kuhn, Duke University
Medical Center, Durham, NC

SEX AND AGE EFFECTS ON COCAINE-STIMULATED MOTOR BEHAVIOR AND
VOLUNTARY, ORAL COCAINE CONSUMPTION

Sex and age are both important determinants of drug response and addiction.
The present studies sought to determine how these factors affect both acute
behavioral response to experimenter-administered cocaine (locomotor activity)
and voluntary, oral cocaine consumption. Male and female rats of three ages
(PN 28, 42, 65) were injected with cocaine (5, 10, 25 mg/kg) i.p. at hourly
intervals. Locomotor activity was determined in a photocell device and
stereotyped behavior was recorded by an observer. Cocaine increased motor
activity and stereotyped behavior of female rats more than males. Stereotyped
behavior was lower in PN28 than PN 65 rats of both sexes following 5 and 10
mg/kg but greater than PN 65 and PN42 following the final binge dose, 25
mg/kg. Stereotypy in PN28 males was significantly greater than in PN65 males
at this dose, but this was not true for females. Sex and age significantly
interacted in determining the locomotor response to cocaine. PN65 females
locomoted more than all other groups but adult males were not different than
adolescents at any cocaine dose. Overall, cocaine-stimulated behavior decreases
in adulthood in males but increases in females. Voluntary cocaine drinking was
used to assess sex and age related influences on subjective cocaine effects.
Male and female rats (PN 28, 42, and 65) drank significant quantities of a
cocaine/saccharin solution (0.5 g/L for both) in daily 5 hr trials without water
deprivation. Rats chose to drink either saccharin or saccharin/cocaine after three
initial trials with the cocaine solution only. Cocaine consumption rapidly
increased in male rats that began drinking on PN28 to levels that were
significantly greater than those in PN65 rats. PN28 males drank more cocaine
than PN28 females and no age differences were observed in female rats.
Voluntary consumption did not mirror age-related patterns of cocaine-
stimulated motor activity in female rats, but increased voluntary consumption in
periadolescent males was similar to the enhanced cocaine-stimulated behavior
at this age.  Graciously supported by NIDA grant DA 09079.
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D.J. Walker and A.M. Syvertsen, The University of Chicago, Chicago, IL

DRUG USE AND PERSONALITY VARIABLES ASSOCIATED WITH ABUSE
LIABILITY-RELATED EFFECTS OF NITROUS OXIDE

Numerous studies have examined subjective and reinforcing effects of nitrous
oxide in healthy recreational drug-users and found variability in these putative
abuse liability-related effects across subjects. This study sought to identify
potential correlates of such variability by examining retrospectively the
relationship between drug-use patterns and subjective effects, and between
personality characteristics and subjective effects. Also of interest is the
relationship between these variables and nitrous oxide self-administration. One
hypothesis is that subjects who engage in a higher level of current and/or past
recreational drug usage are more likely than less experienced drug users to
report “pleasant” subjective effects (e.g., liking) of nitrous oxide and to self-
administer the drug. Another hypothesis is that subjects who score higher on
“sensation-seeking” scales are also more likely to report “pleasant” subjective
effects and to self-administer nitrous oxide. In all our studies, subjects complete
drug-use history and personality questionnaires during the screening process
and after study completion. The present study collated data from several
previous and ongoing studies that included administration of 30% nitrous oxide
and assessed subjective effects 15 min into drug inhalation. Preliminary t-tests
show no statistically significant differences in self-reported drug liking between
current marijuana users and nonusers, but those with a history of inhalant
exposure reported higher liking ratings (mean=72 on a 100-mm visual analog
scale) than those without a history of inhalant exposure (mean=60). Preliminary
analyses show positive correlations with a trend toward statistical significance
between the level of current alcohol usage and drug liking, and between
sensation-seeking scores and drug liking. We predict that these patterns will
become more pronounced and reach statistical significance when more subjects
are added to the database. Data on the relationship between drug-use and
personality variables and self-administration will also be presented.
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C.Walker, V. Slaymaker and L. Neudahl, Butler Center for Research at
Hazelden, Center City, MN

COMPARING METHAMPHETAMINE AND NON-METHAMPHETAMINE
SUBSTANCE ABUSERS: ONE-YEAR TREATMENT OUTCOMES

Methamphetamine/amphetamine use has risen during the last decade,
accounting for 8% of U.S. treatment admissions in 2003 alone (SAMHSA,
2004). Providers are challenged to  address  the  myriad  of  problems
associated  with  methamphetamine use including cognitive  impairments,
aggressive  and  psychotic  behaviors, and health consequences (Cretzmeyer et
al., 2003; NIDA, 2004), leading  some  to  wonder how well meth users might
respond to standard treatment.  The purpose of the present study was to
compare outcomes among individuals  with or without recent
methamphetamine  use entering a treatment  program for substance
dependence.   Participants (N=935)  in a   residential treatment program
completed the  Form 90 (Miller, 1996) and other measures at 1,6 and 12-
months  following treatment.    At admission,  14.2% met DSM-IV criteria for
recent methamphetamine abuse or dependence.  Methamphetamine users were
younger (M =32.17,  SD = 8.35) than non-meth users (M = 41.40, SD = 10.37,
t = 14.72, p <.001) and less  likely to have  completed  a  college education or
be gainfully employed (p <.001). Similar  rates of  post-treatment mutual-help
group  meeting attendance was observed in the year following treatment
among  meth  users  (M = 77.6 meetings, SD = 46.38) and non-meth users (M =
73.7, SD = 65.86, p >.05). The groups reported similar satisfaction levels  with
their  psychosocial  and  health  functioning at  one-year (p <.05). Overall,
56.6%  of  the sample maintained  continuous abstinence  from all substances
during the year following treatment,  with no differences found between
methamphetamine users (52.6%)  and   other  patients  (57.2%, p >.05).
Although preliminary, these data suggest individuals with  methamphetamine
abuse or  dependence may respond just as well to standard treatment as do
those with  dependency to other substances, despite initial concerns to the
contrary. Future study is needed to replicate these findings and examine what
specific treatment needs might exist for this population.
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C.L. Wallace, T.F. Newton, A. Elkashef, R. Kahn, J. Mojsiak, R. de  la Garza,
N. Chang and J.D. Roache, University of Texas Health Science Center, San
Antonio, TX, University of California, Los Angeles, CA and NIDA, Bethesda,
MD

A PHASE 1 CLINICAL SAFETY STUDY OF THE 3-WAY DRUG INTERACTIONS
BETWEEN DISULFIRAM, COCAINE, AND ALCOHOL IN COCAINE-DEPENDENT
RESEARCH VOLUNTEERS.

Disulfiram, has provided promising results for the treatment of cocaine
dependence.  Although its mechanism for treatment benefits is not known, it is
an inhibitor of enzyme systems involved in cocaine and alcohol metabolism.
Disulfiram increases blood levels of cocaine which potentially increases the
workload of the heart and the cardiovascular system.  Disulfiram’s inhibition of
acetaldehyde metabolism produces the characteristic Antabuse reaction which
can include a decrease in diastolic blood pressure.  Therefore, a concern about
its use in outpatient treatment for cocaine dependence revolves around possible
adverse reactions resulting from a treated patient who drinks alcohol while
cocaine intoxicated.  We are conducting a two-site Phase 1 clinical trial
assessing the safety of combining alcohol and cocaine in disulfiram treated
individuals.  After a safety dose run-up with i.v. cocaine and alcohol doses to
insure clinical tolerance, male and female non-treatment seeking, cocaine-
dependent research volunteers aged 18-50 years are enrolled in an inpatient
study and randomized to receive double-blind oral doses of placebo, 250, or
500 mg of disulfiram qA.M.  After four days of oral drug treatment, and
sequentially across the next four days, subjects receive placebo, 30 mg i.v.
cocaine, 0.4 g/kg i.v. ethanol, and finally the combination of 30 mg i.v. cocaine
plus 0.4 g/kg i.v. ethanol.  The primary outcome measures are the cardiac and
cardiovascular safety data, but we also are examining how disulfiram alters the
metabolism of cocaine, subjective euphoria from cocaine, and the enzyme
activities of aldehyde-dehydrogenase and plasma cholinesterase.  To date, six
subjects have completed the study without serious adverse event or serious
Antabuse reactions even though breath alcohol levels have achieved legal limits
of intoxication.  One subject required lorazepam injection to control agitation
and anxiety.  We expect this trial to provide important information on the risks
associated with an Antabuse reaction in disulfiram-treated cocaine users.
Supported by NIDA.
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L.S. Wallisch and R.T. Spence, University of Texas, Austin, TX

ALCOHOL, DRUG AND MENTAL HEALTH COMORBIDITY ON THE TEXAS-
MEXICO BORDER

Based on a recent survey of 1200 adults living in households on the Texas-
Mexico border, this study compares characteristics and treatment attitudes and
behaviors among those having an alcohol problem only, those with an alcohol
problem who also used illicit drugs, and those with an alcohol problem who
also had problems with gambling and/or mental health. Alcohol problems were
defined as DSM-IV abuse or dependence; gambling problems were based on
the South Oaks Gambling Screen; and mental health problems were based on a
short form of the CES-D depression index or self report of one’s mental health
as poor. The sample was randomly selected under a multistage cluster sampling
design. Data were weighted to account for probabilities of selection and to
conform the sample to the census age-sex-ethnic distribution. In the sample, 86
individuals had an alcohol problem only (ALC), 53 had an alcohol problem and
also used drugs (ALC/D), and 61 had an alcohol problem as well as a problem
with gambling or mental health (SUBS/MH) (they may or may not have used
drugs). Hypotheses were that comorbidity would be associated with being born
in the US (vs. immigrant), with having a greater number of drug or alcohol
problems, and with greater motivation for and use of substance treatment. The
hypotheses were partially confirmed. Some 84% of ALC/D and 67% of
SUBS/MH were born in the US, as compared to only 50% of ALC (p=.01). The
mean number of alcohol problems experienced by SUBS/MH was 5.7
compared to 4.8 for ALC/D and 4.5 for ALC (p=.02), and the mean number of
drug problems was 5.4 for SUBS/MH compared to 3.6 for ALC/D (p=.03).
Those with comorbid problems were more likely than alcohol only respondents
to have ever talked to someone about their drug or alcohol problem (p=.03).
The percentage who had ever received substance abuse treatment was two to
three times higher (but nsd) for those with comorbid problems, and the
percentage who had wanted but failed to get treatment was significantly higher
(19%) for SUBS/MH than for ALC/D (6%) or ALC (1%) (p=.00). The
percentage motivated for treatment at this time was also significantly higher for
SUBS/MH (42%) than for ALC/D (19%) or ALC (16%) (p=.01).
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S.L. Walsh, E.C. Donny, G.E. Bigelow and A. Umbricht, Johns Hopkins School
of Medicine, Baltimore, MD

COCAINE SELF-ADMINISTRATION IN HUMANS: RELATIONSHIP WITH ABUSE
PATTERNS AND TRAITS

Some individuals escalate their cocaine use rapidly to dependence,
while others maintain moderate-to-low use without dependence; factors
underlying differences in vulnerability or resilience are not well
understood. This study sought to evaluate the relationship between self-
reported cocaine use, laboratory self-administration and individual trait
differences in volunteers with and without diagnosed cocaine
dependence. Volunteers (n=13, to date) were enrolled after careful
screening for this 4.5 week inpatient study. After initial washout, a
comprehensive battery of behavioral tasks and questionnaires related to
impulsivity, risk-taking, and sensation seeking was completed. Cocaine
self-administration was then evaluated using a Relapse Choice
procedure and a novel  progressive ratio (PR) procedure. Choice
sessions had 7 consecutive trials (15-min ITI) during which choices
between the previous dayÕs sample dose (0, 12.5 or 25 mg, iv.) or
decreasing amounts of money ($19, 16, 13, 10, 7, 4 & $1) were made.
The PR method examined self-administration of the same doses:
subjects could work for the dose sampled 24-hr earlier for 7 trials
(minimum 15-min ITI) with an escalating work requirement (FR50,
250, 500, 1000, 1500, 2000 & 2500 button presses).  Both  choice and
PR test procedures yielded dose-dependent increases in cocaine self-
administration.  Although absolute cocaine self-administration was
higher overall in the PR procedure, cocaine intake was strongly
correlated between the two procedures (e.g., r=.784, 25 mg).  ASI
reported cocaine use predicted self-administration behavior of cocaine
(25 mg) for both the PR [r= .44] and Relapse [r= .582] procedures.
Scores for the Eysenck Impulsivity and Zuckerman Sensation Seeking
scales were positively correlated with cocaine choice in the Relapse
procedure; these relationships were even stronger for the PR procedure
( r=.48 [EPI] &  r=.60 [SS]).  Scores on the Barrett Impulsivity scale
predicted neither self-reported nor laboratory cocaine use.  All reported
values are significant; additional analyses are underway.  These
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B.J. Walton-Moss and M.E. McCaul, Johns Hopkins University, Baltimore, MD
INFLUENCE OF MENSTRUAL CYCLE PHASE ON ILLICIT DRUG USE

Ovarian hormones have been studied in animal and human studies of substance
abuse and have included a focus on menstrual cycle phase and premenstrual
symptoms. Women’s subjective responses have been observed to differ
according to menstrual cycle phase for amphetamines, cocaine, and alcohol
however; effects for opiates have not been described. The research questions
explored in this study were: 1) does the likelihood of illicit drug use change as a
function of menstrual cycle phase? 2) Is drug use related to severity of
premenstrual symptoms? Fifty four women who were in the early part of their
drug abuse treatment were asked to complete a brief survey of typical
premenstrual symptoms (PMS) experienced. Survey responses were linked to
urine toxicology results through their SAMIS numbers. Chi-square and t-tests
were conducted as appropriate. The majority of the women (81%) were on
methadone as part of their treatment program. Thirty four women (63%)
reported regular menstrual cycles. Three (9%) reported symptoms consistent
with premenstrual dysphoric disorder (PMDD), slightly more than the 5%
estimated in the general population of women. Another 37% reported
symptoms consistent with moderate PMS with the remaining 54% reporting
mild or no symptoms. Of the women with regular menstrual cycles, 15 had
positive urine toxicology results available for review. There was no relationship
between a positive toxicology screen and menstrual cycle phase with about half
(55%) with a positive screen in both the follicular and luteal phases of the
menstrual cycle. There was also no relationship between number of PMS
symptoms reported and having a positive screen. Both women with PMDD had
negative screens. Additional study with larger samples are needed to support an
increased prevalence of PMDD which if present would have implications for
treatment.
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X. Wang, M.H. Baumann, H. Xu and R.B. Rothman, NIH/NIDA Intramural
Research Program, Baltimore, MD

MDMA ADMINISTRATION DOES NOT DECREASE LEVELS OF THE
SEROTONIN TRANSPORTER PROTEIN OR ALTER ITS DISTRIBUTION
BETWEEN ENDOSOMES AND THE PLASMA MEMBRANE

Background. Our previous study (Synapse 53:240-8, 2004) showed that
MDMA administration decreased tissue 5-HT 2-weeks after drug
administration, but failed to alter expression of 5-HT transporter (SERT)
protein and glial acidic fibrillary protein (GFAP), a marker for astroglia. In
contrast, the 5-HT neurotoxin 5,7-DHT reduced tissue 5-HT, decreased SERT
protein expression and increased GFAP expression. In the present study, using
a new and more sensitive affinity purified anti-SERT antibody, we sought to
determine why MDMA reduces SERT function and binding, but not SERT
protein expression. Hypothesis. MDMA alters the distribution of SERT
between endosomes, an intracellular compartment, and the plasma membrane.
Methods. Rat brain tissue (caudate, cortex, hippocampus) was collected 2
weeks after MDMA (7.5 mg/kg i.p., q 2hr x 3 doses) or 5,7-DHT (150 µg/rat,
icv) administration. Initial homogenates and subcellular fractions were prepared
from each brain region, and identified as endosomal or plasma membrane using
the protein markers, EEA1 and Na+/K+ ATPase, respectively. Western blots
were generated using anti-SERT, anti-GFAP (astroglia marker) and anti-HSP32
(microglial marker). Results. MDMA decreased tissue 5-HT (60%), had no
effect on HSP32 and GFAP expression in any brain region, and had no effect
on SERT expression in any subcellular fraction. 5,7-DHT reduced tissue 5-HT
by 80%, decreased SERT protein expression by 30 to 39 %, and increased
GFAP (29-44%) and HSP32 (43-60%) expression. Conclusion. A dosing
regimen of MDMA that depletes brain 5-HT does not alter SERT protein
expression or the distribution of SERT between endosomes and the plasma
membrane, and does not produce detectable evidence for neurotoxicity.
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J. Wang, Y. Hwang, R. Gutala, J.Z. Ma and M.D. Li, University of Texas Health
Science Center, San Antonio, TX

REGION-SPECIFIC TRANSCRIPTIONAL RESPONSE TO CHRONIC NICOTINE
TREATMENT IN C3H MOUSE

Previous studies have demonstrated that nicotine can modulate the expression
of numerous genes in various brain regions. However, region-specific gene
expression profiles associated with nicotine treatment have been limited.  In
this study, we used the pathway-focused cDNA microarray developed in this
laboratory to investigate gene expression profiles in five brain regions
(amygdala, hippocampus, nucleus accumbens, prefrontal cortex, and ventral
tegmental area) of mouse strain C3H receiving nicotine 100 ?g/mL in 2%
saccharin for 2 weeks in drinking water. In a balanced experimental design with
at least seven animals in each group, we found that of the 638 genes printed on
the array, 24, 33, 97, 112, and 145 were significantly modulated in the
amygdala, hippocampus, nucleus accumbens, prefrontal cortex, and ventral
tegmental area, respectively.  However, only a few were modulated in multiple
brain regions, suggesting a region-specific transcriptional response to nicotine
treatment.  Cluster analysis indicated that the gene expression profiles in the
amygdala, nucleus accumbens, and ventral tegmental area were similar, as were
the patterns in the hippocampus and prefrontal cortex.  By using principal
component analysis, several gene families involved in different
physiological/pharmacological effects of nicotine in these brain regions were
identified.  In summary, by using a systematic approach to study the regional
responses to nicotine administration, we will eventually gain a better
understanding of how different brain regions respond to nicotine (supported by
NIH DA-12844 and DA-13783 to MDL).
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X. Wang, S.D. Douglas, D.S. Metzger, C.P. O’Brien, T. Zhang, L. Song and W.
Z. Ho, Children’s Hospital of Philadelphia, Philadelphia, PA and University of
Pennsylvania School of Medicine, Philadelphia, PA

NALTREXONE INHIBITS ALCOHOL-MEDIATED ENHANCEMENT OF HIV
INFECTION OF T LYMPHOCYTES

Background: Acute and chronic alcohol abuse impairs various functions of
immune system, and thus has been implicated as a cofactor in HIV disease.
Alcohol promotes HIV infection of the immune cells (Wang et al., 2002; Li et
al., 2003).  We have now examined whether naltrexone, an opioid receptor
antagonist, blocks alcohol-mediated enhancement of HIV infection of T cells.
Methods: Peripheral blood lymphocytes (PBL) and human T cell line
(CEMX174) were cultured in the presence or absence of naltrexone for 1h, and
then incubated with alcohol for 24h.  The cells were then infected with HIV
strains (UG024, NL-43, and 89.6).  Alcohol was replaced every 3 days during
the subsequent cultivation.  Culture supernatants were harvested for HIV RT
activity at day 9 post-infection. Results: Treatment with alcohol significantly
increased HIV infection of human T lymphocytes.  Naltrexone antagonized the
enhancing effect of alcohol on HIV infectivity in both primary PBL and
CEMX174 cells.  In addition, naltrexone blocked the alcohol-mediated increase
of HIV X4 envelope-pseudotyped infection of CEMX174 cells.  Investigation
of the mechanism for alcohol action showed that alcohol significantly increased
endogenous b-endorphin production in T lymphocytes.  Furthermore, alcohol
induced m-opioid mRNA receptor expression in these immune cells.
Conclusion: Alcohol, through the activation of endogenous opioid system and
induction of opioid receptor in T lymphocytes, enhances HIV infection, which
is inhibited by naltrexone, an opioid receptor antagonist.  The interactions of
alcohol with endogenous opioids may have important implications in the
immunopathogenesis of HIV disease. This work was supported by the National
Institutes of Health grants AA13547 to S.D.D. and DA 12815, DA16022 to W.
Z.H.
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Y. Wang, C.L. Storr, F.A. Wagner, D.C. Browne, Morgan State University,
Baltimore, MD

EARLY SEXUAL EXPERIENCES INCREASE THE RISK TO INITIATE ILLEGAL
DRUG USE AT A LATER AGE

Introduction: Adolescents who have started having sex at an early age (< age
13) often initiate illegal drug use at an earlier age (< age 14). However, not all
sexually active preteens initiate early illegal drug use. In this study, we explore
the subsequent risk of initiating illegal drugs among a sample of minority
college students who had not started using illegal drugs by age 14 and estimate
the time to first illegal drug use as a function of early sexual experience by age
13. Methods: African American college students from 35 HBCUs completed a
self-administered paper-and-pencil survey that assessed age of onset of sexual
experiences and age first used tobacco, alcohol, and any illegal drugs. The vast
majority of students did not use any illegal drugs before age 14 (94%, n=6696).
The main variable of interest is the age of first use of any illegal drug. Early
sexual experience was defined as the initiation of vaginal, oral, anal sex or same
gender sex at or before 13 years old. Discrete-time survival analyses also
controlled for gender, age, total family income, religion and use of either
tobacco or alcohol. Results: Among those without early illegal drug use (e.g.,
not use before age 14), 15% reported early sexual experiences. A greater
proportion of students initiated illegal drug use if they reported early sexual
experiences (40%) as compared to those who without early sexual encounters
(24%). In addition, students with early sexual experiences were more likely to
initiate illegal drug use at an earlier age than those without early sexual
experiences (OR:1.3, 95% CI:1.1-1.5).  Comments: Our findings suggest early
sexual activity is related to early onset of illegal drug use, regardless if
involvement with illegal drug use happens more or less concurrently with the
onset of sexual activity or not. Prevention efforts to decrease illegal drug use
should not ignore the possible delayed effect of other early behaviors such as
early sexual activity. Acknowledgements: NIDA 12390 and The National
Historically Black Colleges and Universities Substance Use Consortium.
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Y.C. Wang, C.Y. Chen, C.M. Lee, C.Y. Lew-Ting, C.K. Hsiao, D.R. Chen and
W.J. Chen, National Health Research Institutes, National Normal Taiwan
University, and National Taiwan University, Taipei, Taiwan

LEISURE BOREDOM AND DRUG INVOLVEMENT AMONG HIGH-SCHOOL-
ATTENDING YOUTH

Aim: Leisure boredom has been linked with an array of health-compromising
behaviors. The aim of this study is to investigate the association linking leisure
boredom with youthful drug-using behaviors. We examine whether higher
levels of leisure boredom was associated with an increased risk to of alcohol,
tobacco, betel nut, or illegal drug-using behaviors, as well as to probe whether
the association may vary across subgroups defined by age, early- or late-onset
of drug use, and consumption frequency. Methods: A total of 1,918 high
school-attending youths are identified within the high school survey conducted
in Taipei, Taiwan, 2003. The instrument consisting of sociodemographic
characteristics, leisure boredom, lifetime alcohol, tobacco, betel nut, illegal
drug experience, and other problem behaviors were assessed by either paper-
and-pencil or web-based self-administered questionnaire. Leisure boredom was
assessed via a Chinese version of Leisure Boredom Scale, originally developed
by Iso-Ahola and Weissinger (1990). Standard survey analysis procedures were
applied to estimate the association, with taking into account possible
confounders. Results: Among older school-attending youths (age 16-18), higher
levels of leisure boredom were linked with a greater likelihood of tobacco- and
alcohol-using behaviors. After statistical adjustment for sociodemographic
characteristics, an estimated odds ratio of 2 was found between boredom leisure
and youthful tobacco experience, regardless of consumption frequency. The
observed association appeared to be greater in relation to late-onset tobacco
experience (i.e., onset age>12 years old) (aOR=2.53, 95%: 1.07-6.84).
Discussion: Higher levels of leisure boredom may be associated with a higher
risk of tobacco-using behaviors in mid- or late- adolescence. In the future,
prospective research should include repeated assessments to help elucidate how
individual leisure boredom is associated with drug involvement through
adolescence, and probe its possible interplay with social environment.
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S.J. Ward and L.A. Dykstra, University of North Carolina at Chapel Hill,
Chapel Hill, NC

CB1 KNOCKOUT MICE SHOW REDUCED SENSITIVITY TO THE REINFORCING
EFFECTS OF A HIGH-CARBOHYDRATE DRINK BUT NOT TO VEGETABLE OIL
UNDER THE PROGRESSIVE-RATIO PROCEDURE

Activation of cannabinoid 1 (CB1) receptors increases intake of palatable
substances in both human marijuana users and laboratory animals. Moreover,
blockade of CB1 receptors decreases the reinforcing strength of sucrose and
several drugs of abuse It is not clear, however, whether the modulatory role
cannabinoids play in feeding pertains to particular taste modalities or specific
foods. In the present study, C57Bl/6 and CB1 knockout mice were used to
examine the role of the CB1 system in both consumption of and motivation for
several concentrations (3%, 10%, 32%, and 100%) of the high-carbohydrate
nutritional drink Ensure® and vegetable oil. Consumption of both Ensure® and
oil was measured during 3 h free-feeding sessions, and motivation was
measured using a progressive ratio (PR) schedule of reinforcement. Under free-
feeding conditions, CB1 knockouts consumed significantly less Ensure® than
controls; however, vegetable oil intake was similar in CB1 knockout and
C57Bl/6 mice. Under operant conditions, less than 50% of CB1 knockout mice
acquired Ensure®-maintained responding, while 100% of CB1 knockouts
acquired responding for vegetable oil. Under the PR schedule, responding for
Ensure® was significantly decreased in CB1 knockout mice compared to
C57Bl/6 mice at all concentrations tested; whereas, responding for vegetable oil
did not significantly differ in CB1 knockout and C57Bl/6 mice. These results
support the role of the CB1 system in both consummatory and appetitive
aspects of palatable food intake. Furthermore, results indicate that this effect on
palatability may be more specific to carbohydrate-based sweets than to fats,
consistent with recent findings showing interactions between endocannabinoids
and leptin and neuropeptide Y, feeding hormones associated preferentially with
carbohydrate intake. Supported by grants P20 MD00175 and RO1-DA02749
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D.W. Watson and W.J. Mcculler, University of California, and Friends Research
Institute, Los Angeles, CA

SUBSTANCE USE AND HIV PREVENTION FOR INCARCERATED MINORITY
ADOLESCENTS

This presentation will describe our NIDA R21 developmental/exploratory
project that creates and tests the feasibility of an adolescent substance abuse
and HIV prevention program. The Substance Use and HIV Prevention (SUHIP)
project is a school-based indicated prevention program for use with eighty (80)
minority youth (i.e., forty Hispanic and forty African American) adolescents
currently attending alternative high schools at 24-hour secure juvenile
correctional facilities located in the Los Angeles area. The target population
constitutes a high risk group for substance abuse and exposure to HIV.
Research indicates that adolescents enrolled in alternative school settings have
significant rates of substance use, juvenile delinquency, high school expulsions,
poor school attendance, and HIV risk behaviors and is disproportionately
represented by under served, minority youth. Our project combines two
evidence-based interventions (i.e. Reconnecting Youth for substance use and
Street Smart for HIV prevention), and adapts them for use with this
understudied population for delivery in a unique alternative school/classroom
setting. We will detail the upcoming trial that will assess the short-term utility
of the SUHIP project in reducing substance use, HIV risk behaviors, school
problems, and negative mood states. This presentation is supported by NIDA
R21 Award (DA018578-01).
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J.C. Weaver, C.E. Spadola and H.L. Surratt, University of Delaware, Coral
Gables, FL

CHILDHOOD TRAUMA AMONG DRUG-INVOLVED, STREET-BASED SEX
WORKERS IN MIAMI

Hypothesis: Street-based sex workers have extensive histories of childhood
maltreatment, which is associated with earlier lifetime drug use and sex work
initiation and current homelessness and violent victimization. Procedures:  804
drug-involved women who trade sex were recruited using targeted sampling
techniques in Miami, Florida as a part of a NIDA supported HIV and hepatitis
intervention.  Standardized instruments were used to collect data on
demographics, childhood trauma, drug use and sex work histories, and current
violent victimization.  Analyses: Descriptive statistics were calculated using
demographic data, sex and drug histories, and current victimization. Pearson’s
chi square and one-way ANOVA post-hoc tests were performed to examine
multivariate relationships. Results: Participants were ages 18 to 53 with a
median age of 38.  A majority were African American (63.6%), Caucasian
(18.7%), or Hispanic (15.2%), and 71.4% reported past 30-day crack use.
Childhood trauma was highly prevalent among this sample. A majority reported
moderate to severe emotional  (60.1%) and physical neglect (74.8%). Also,
many reported moderate to severe levels of emotional (48.3%), physical
(36.3%), and sexual abuse (48.0%).  There is a notable relationship between
childhood trauma levels and ages of initiation of drug/alcohol use and sex work.
Those reporting severe childhood sexual abuse began sex work at an earlier
mean age (20.7 years vs. 24.0 years, p=.000), and initiated alcohol (14.1 vs.
15.9, p=.000), marijuana (14.8 vs. 16.0, p=.005) and injection drug (21.8 vs.
23.4, p=.025) use at earlier ages than those who reported no childhood sex
abuse. Also briefly examined are current homelessness and adult violent
victimization. Women reporting childhood abuse are more likely to be
homeless (45.7% vs. 29.5%) than those who do not (p=.000). Importance of
findings: This paper recognizes that childhood maltreatment is a significant
antecedent to life trauma among drug-involved, street-based sex workers. Not
only do these women start drug use and sex work careers earlier, but they
experience more victimization as adults than women without childhood
maltreatment.
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M.F. Weaver, G.C. Villalobos, and K.L. Cropsey, Virginia Commonwealth
University, Richmond, VA

DRUG USE DIFFERENCES BY RACE IN WOMEN PRISONERS

In the general U.S. population, Caucasians are more likely than African-
Americans to use drugs, but less likely to have persistent dependence.
Information on the relationship between drug use disorders and race is complex
and sometimes conflicting.  In the U.S. prison population, African-Americans
are over-represented.  Few studies have looked at drug use by race in prison
populations.  The goal of this study was to determine differences by race in
regular drug use and age of initiation among women prisoners. 378 female
prisoners completed a demographic questionnaire as well as the drug abuse
section of the ASI. The sample was comprised of adult (M= 34.5yrs),
Caucasian (49.2%), incarcerated women with at least a high school or GED
education (71.1%). Caucasian women were more likely to report regular use of
methadone (12.5% vs. 3.7%; p<.005), opiates (48.4% vs. 16.1%; p<.001),
barbiturates (23.3% vs. 5.6%; p<.001) sedatives (46.1% vs. 11.3%; p<.001),
amphetamines (85.9% vs. 65.2%; p<.001), marijuana (64.5% vs. 47.5%;
p<.001),hallucinogens(22.8% vs. 3.1%; p<.001), and inhalants (7.7% vs. .6%;
p< .001) in comparison to African-American women.  Additionally, Caucasian
women reported earlier age of drug use initiation for opiates (M= 18.09yr.vs.
20.5yr; p<.05), cocaine (M= 19.26yr.vs 22.65yr; p<.001), marijuana (M= 14yr.
vs.15.07yr; p<.05), and inhalants (M= 16.70yr.vs.10.33yr; p<.05).  More
Caucasian women used drugs intravenously including heroin (68.3% vs. 25%;
p<.001), amphetamines (26.1% vs. .0%; p<.005), and cocaine (29.5% vs. 9.1%;
p<.001) and had overall higher rates of IV drug use (39.7 v. 8.8; p<.001) than
African-American women. Caucasian and African-Americans are nearly equal
in number in this prison population, but Caucasian women had higher rates of
drug use, especially IV, and younger age of first use than African-American
women.  Though African-Americans are over-represented in the prison
population, this is not necessarily due to drug use factors, but separate
socioeconomic factors. This research was supported by NIDA grant
K23DA15774-01.
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J.M. Webster, M. Staton Tindall, J.L. Duvall, M. Schumacher, T.F. Garrity and
C.G. Leukefeld, University of Kentucky, Lexington, KY

MEASURING EMPLOYMENT: IMPLICATIONS FOR DRUG ABUSE RESEARCH

Background: Being employed has been identified as an important pre-treatment
and post-treatment predictor of drug abuse treatment outcome (Platt, 1995;
Vaillant, 1998); however, other studies have also used job status, stability,
duration, income, and problems as measures to establish a relationship between
employment and reduced drug use. Given these multiple ways employment has
been measured, it is possible that employment may be a more complex
construct. The purpose of this study is to examine employment among a sample
of drug offenders using measures identified in the literature, identify
commonalities among employment measures, and explore the relationships
between employment, drug use, and criminal behavior. Method: As part of a
NIDA-funded randomized trial (DA 13076), baseline data was collected from
500 drug court participants during individual two-hour face to face interviews.
Information about their recent employment, drug use, and criminal history was
collected. Results: A factor analysis yielded three primary factors (employment
earnings, employment stability, and employment problems) with eigenvalues
ranging from 3.07 to 1.11 which accounted for approximately 56% of the total
variance in the set of employment variables. Significant negative correlations
between drug use and employment earnings and employment stability were
found but not employment problems. Criminal behavior was significantly
related to employment earnings (negatively) and employment problems
(positively) but not employment stability. Implications: These findings suggest
that employment can be a complex measure that should be examined more
closely. The association between employment stability and employment
earnings with drug use and criminality suggest that having a job may not be the
only indicator of pre or post treatment success as commonly cited in the
research literature.
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S. Wee and W.L. Woolverton, University of Mississippi Medical Center,
Jackson, MS

SELF-ADMINISTRATION OF MIXTURES OF SEROTONERGIC OR
NORADRENERGIC AGENTS WITH D-AMPHETAMINE OR COCAINE BY RHESUS
MONKEYS

Previous research has suggested a negative relationship between potency and
efficacy as a reinforcer and serotonergic potency, particularly relative to
dopaminergic potency.  The present experiment was designed to examine the
relationship between the serotonergic activity and efficacy as a reinforcer by
allowing rhesus monkeys (n=5) to self-administer d-amphetamine mixed with
the serotonin releaser fenfluramine.  Additionally, the involvement of CNS
norepinephrine (NE) in the reinforcing mechanism of stimulants has remained
equivocal.  Therefore, we investigated the role of CNS NE in the reinforcing
effect by allowing rhesus monkeys (n=4) to self-administer cocaine mixed with
a NET inhibitor, desipramine.  In both experiments drugs were combined in
ratios of stimulant:test drug from 1:1 to 1:10, on a mg/kg basis, and made
available for self-administration under a progressive-ratio (PR) schedule.  d-
Amphetamine (0.0056- 0.1 mg/kg/injection) functioned as a positive reinforcer
with sigmoidal or biphasic dose-response functions.  The addition of
fenfluramine to amphetamine decreased the maximum responding, at least at
the highest dose ratio combination (1:10), in all monkeys.  Similarly, cocaine
(0.01-0.1 mg/kg/injection) functioned as a reinforcer under the PR schedule, but
the addition of desipramine to cocaine did not affect cocaine self-administration
systematically in any monkey at any concentration.  These results support the
notion of a negative influence of increased serotonergic neurotransmission on
reinforcing efficacy of drugs that act via monoamine mechanisms.  However,
increased CNS NE neurotransmission did not appear to influence the
reinforcing effect of cocaine.  (Supported by NIDA grants DA-10352 and DA
-15343 to W.L.W.)
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E.M. Weerts, B.J. Kaminski, W. Yin, P.V.V.S. Sarma and J.M. Cook, Johns
Hopkins University School of Medicine, Baltimore, MD and University of
Wisconsin-Milwaukee, Milwaukee, WI

ALCOHOL DRINKING IN BABOONS: EFFECTS OF 3-PROPYLOXY-BETA-
CARBOLINE

Studies in rodents have provided evidence that the inhibitory neurotransmitter
gamma-aminobutyric acid (GABA) system may play an important role in
alcohol reinforcement.  3-Propyloxy-beta-carboline (3-PBC) binds with 10- to
20-fold selectivity at GABA-A alpha-1 receptors and functions as a mixed
benzodiazepine agonist-antagonist.  The current study evaluated the effects of
acute and then repeated daily administration of 3-PBC HCl on alcohol-seeking
and -drinking in baboons (n=5) that drank alcohol in water (4% w/v).  When
water or alcohol was available for consumption, all baboons drank more
alcohol than water indicating that this concentration of alcohol functioned as a
reliable reinforcer.  Sessions were conducted in which environmental cues
(lights and tones) were presented during three consecutive components that
were each associated with different behavioral contingencies.  In component 1
(20 min), a tone then a red light was presented and lever responses had no
consequences.  In component 2, a yellow light was presented and a chained
fixed-interval/fixed time (FI 10-min/FT 20-min) and fixed-ratio (FR10)
schedule was in effect on the left lever to progress to component 3.  In
component 3, a blue light was presented and alcohol drinks were available for
2-h and were contingent upon completion of a fixed-number of right lever
responses (FR10) and contact with the drink spout.  Responses in component 2
and 3 allowed the measurement of alcohol seeking and self-administration
behaviors, respectively.  Acute administration of 3-PBC HCl (0.3-30 mg/kg
IM) produced modest increases and decreases in volume of alcohol consumed.
When administration of 3-PBC HCl (3 mg/kg IM) was repeated over 5
consecutive daily sessions, progressive decreases in volume of alcohol
consumed were observed in 3 of the 4 baboons tested.  Decreases in alcohol-
seeking behaviors were also observed.  These preliminary findings suggest that
GABA-A alpha-1 receptors play an important role in mediating the reinforcing
effects of alcohol.
Supported by NIAAA R21 AA13111 (EMW) and NIAAA R01 12407 (JMC)
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K.M. Weierstall, T. Niyomchai, H.B.K. Wu, A. Akhavan, J. Weiner, W. Sun, A.
Nazarian, S. Jenab and V. Quinones, Hunter College and City University of
New York, New York, NY

THE ROLE OF 5-HT1A AND 5-HT1B IN COCAINE-INDUCED LOCOMOTOR
ACTIVITY IN MALE AND FEMALE RATS

In this study, we aim to determine the role of 5HT1A and 5-HT1B receptors in
the regulation of sex differences in cocaine-induced responses.   Male and
female rats were pretreated (i.p.) with WAY 100635 (a 5-HT1A antagonist; 0,
0.4, 0.8 & 1.6 mg/kg; 15 min pretreatment), GR 129735 (a 5-HT1B receptor
antagonist; 0, 5, 10, 15 mg/kg; 30 min pretreatment), or vehicle (saline; two
separate control groups were run for each antagonist).  Thereafter, rats received
ip. injections of saline or cocaine (20mg/kg) . Overall, cocaine increased
rearing, ambulatory and total locomotor activity in both males and females.
Consistent with previous reports, female rats demonstrated higher counts in all
three behaviors than male rats.   Neither WAY 100635 nor GR 129735 altered
baseline behavior in any of the behavioral measurements.  Regardless of the
dose, cocaine-induced total locomotor activity was decreased after WAY
100635 administration.   In males, 0.4 & 1.6 mg/kg of WAY 100635 decreased
ambulatory activity while in female rats all three doses tested lowered cocaine-
induced ambulatory activity.  Moreover, in male rats, all three doses of WAY
100635 decreased rearing activity, while in females rearing was only decreased
at the 0.4 mg/kg dose.   In both males and females, 10 & 15 mg/kg of
GR129735 decreased ambulatory and total locomotor activation.  However,
while in male rats 10 & 15 mg/kg of GR129735 decreased rearing activity, in
females only the 15-mg/kg dose was effective.  Taken together, we
demonstrated that in both male and female rats, the activation of both serotonin
receptor subtypes modulate cocaine-induced behavioral effects.  In addition, the
efficacy of the antagonist differs based on behavioral responses and sex.  Thus,
these findings suggest intrinsic sex differences exist in the regulation of 5HT1A
and 5-HT1B receptors on cocaine-induced responses. Finally, our results
suggest that the serotonergic system may contribute to the known sexual
dimorphic responses to cocaine.
This work was supported by 506-GM60654 and SNRP NF-39534.
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J. Weil, S. Zack, S. Nemes, J. Hoffman, K. Munly, J. Melendez and E.
Moolchan, Danya International, Inc., Silver Spring, and NIH/NIDA Intramural
Research Program,
Baltimore, MD

STARTSMART: DEVELOPMENT AND EVALUATION OF FULL-SCALE
SCHOOL-BASED TOBACCO PREVENTION PROGRAM

Each day, more than 4,000 children smoke their first cigarette. Although the
nation’s schools are providing students with some tobacco education, the recent
increases in smoking among youth yield the need for schools to improve their
current tobacco programs. In response to this need, agencies such as the CDC
have developed recommendations to assist educational settings in delivering
tobacco prevention messages to both children and adolescence. Despite these
recommendations, few schools are implementing programs that meet each of
the CDC’s criteria. To assist schools in implementing tobacco prevention
programs that meet the CDC criteria, Danya International, Inc., with funding
from the National Institute of Drug Abuse (NIDA) has designed a multifaceted,
innovative school based smoking-prevention package entitled Students Making
Advertisements to Reduce Tobacco (StartSMART). The StartSMART program
utilizes a social marketing approach to deliver tobacco prevention education.
Using a strong theoretical framework to guide knowledge and skill
development, StartSMART enables students to observe, learn, and participate
in delivering prevention messages. This program transitions children from
observing anti-tobacco messages, to learning the skills to both identify and
resist tobacco use, culminating in the development of student produced anti-
tobacco advertisements. SMART differs from other prevention packages
because of its’ unique approach to provide a single package that complies with
national guidelines.  The completed SMART package includes: 1) an eight
session facilitator’s guide, 2) a supplemental student workbook, 3) a video;  4)
five booster sessions; 5) a teacher training package complete with video and
manual; 6) parental support materials; 7) a policy implementation guide for
administrators; and 8) a support website. A description of the development of
this intervention, preliminary analyses of data collected from an evaluation, as
well as future plans for this program will be presented.
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A.H. Weinberger, K.A. Sacco, A. Termine, T.M. Allen, E. Reutenauer, J.C.
Vessicchio, P.I. Jatlow and T.P. George, Yale University School of Medicine,
New Haven, CT

ACUTE SMOKING ABSTINENCE AND REINSTATEMENT ON BIOCHEMICAL
AND PSYCHOLOGICAL INDICES OF SMOKING IN SCHIZOPHRENICS AND
CONTROLS: EFFECTS OF NICOTINIC RECEPTOR ANTAGONISM

Schizophrenics have higher rates of smoking compared to the general
population, and more difficulty with smoking cessation. However, there has
been little study of differences in smoking behaviors between schizophrenia
and control smokers with respect to biochemical, behavioral and
pharmacological outcomes. We compared schizophrenic smokers (SS; n=27)
and control smokers (CS; n=26) on indices of smoking, and response to
pretreatment with the nicotinic acetylcholine receptor (nAChR) antagonist
mecamylamine (MEC) in a controlled laboratory setting. Smoking measures
were assessed at baseline, after overnight abstinence, and after smoking
reinstatement over three consecutive test weeks. Each week, participants
received one of three doses of MEC (0.0, 5.0, or 10.0 mg/day x 3 days) in a
counterbalanced manner. Compared to CS, SS showed similar baseline levels
of craving and withdrawal, but higher plasma nicotine and cotinine levels, and a
higher cotinine/CPD ratio (an index of nicotine extraction). Both groups
showed similar changes in smoking indices during abstinence and
reinstatement. MEC did not significantly alter baseline indices of smoking, or
the pattern of results for smoking abstinence and reinstatement. These findings
suggest that: 1) SS exhibit higher baseline levels of nicotine and cotinine, and
greater extraction of nicotine from cigarettes than CS; 2) SS and CS have
similar responses during acute smoking abstinence and reinstatement on these
smoking indices; 3) The lack of effects of nAChR antagonism suggest that non-
nicotinic components of cigarettes contribute to the profile of biochemical and
behavioral effects during smoking. Accordingly, our results suggest important
similarities and differences in smoking behavior between SS and CS, and
underscore the importance of examining both pharmacological and behavioral
factors in the development of treatment interventions for smokers with
schizophrenia. Supported by NIDA and NARSAD.
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A.M. Weinstein, M. Greemland, H. Lerman, I. Herman, S. Schreiber, R. Bar-
Hamburger and E. Even-Sapir, Sourasky Medical Center, Tel Aviv, Jaffa
Treatment Center for Drug Victims, Israel and Israeli-Anti Drug Authority,
Jerusalem, Israel

STRIATAL DOPAMINE RELEASE DURING A MOTORBIKE RIDING COMPUTER
GAME IN NOVELTY SEEKERS AND RECREATIONAL ECSTASY USERS IN
SPECT

Recreational use of ecstasy is associated with long-lasting effects on
metabolism in the human brain. In particular, there is evidence of long-term
damage to the brains neurotransmitter serotonin (5-HT). It is also known that
chronic use of Methamphetamine is linked to impaired cognitive and motor
skills despite recovery of dopamine transporters (DAT). We investigated
whether chronic use of ecstasy is causing any impairment in motor skills and
function of the dopaminergic system in recreational users of ecstasy. We used a
motorbike riding computer game together with brain imaging in order to
investigate dopaminergic release in vivo in the brain. We have scanned 2
control subjects who are novelty seekers and 5 ecstasy users, at baseline and
after performing on a motorbike riding video game while imaging dopamine in
vivo with [123I] IBZM (a D2 receptor radio tracer) in Single Photon Emission
Computed Tomography (SPECT). We show 1) lower measures of D2 at
baseline (35%) in ecstasy users compared with control subjects 2) significant
displacement of [123I] IBZM by endogenous dopamine released during the
game in healthy subjects (40%) compared with ecstasy users (18%).3) A
positive association (r=0.52) between novelty seeking scores on the TPQ and
Binding Potential measures of IBZM during performance in all subjects. This is
preliminary evidence for dopaminergic deficiency in ecstasy users.
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R.D. Weiss, M. Ostacher, M.W. Otto, R.E. Bender, J.R. Calabrese, M. Fossey,
S.R. Wisniewski, C. Bowden, A.A. Nierenberg, M.H. Pollack, I. Salloum, N.M.
Simon, M.E. Thase, G.S. Sachs, Harvard/McLean Hosp., MA General Hosp.,
MA, Case U. School Medicine, U. Hosp. Cleveland, OH, U. Oklahoma, Tulsa,

RECOVERY FROM SUBSTANCE USE DISORDER IN PATIENTS WITH BIPOLAR
DISORDER: DOES IT MATTER?

Objective: To examine the potential impact of recovery from substance use
disorder on the course of bipolar disorder among patients diagnosed with both
bipolar and substance use disorders. Method: As part of the multi-center
Systematic Treatment Enhancement Program for Bipolar Disorder (STEP-BD),
we examined bipolar disorder status (i.e., whether the patient is recovering or
recovered), role functioning, and quality of life in the first 1000 patients to enter
the STEP-BD study. We compared patients with no history of SUD, current
SUD, and past SUD (i.e., lifetime SUD, but no current SUD) on these
parameters. Data were collected between November 1999 and April 2001.
Results: A current clinical status of recovering or recovered from bipolar
disorder was less likely among patients with current or past SUD compared to
patients with no SUD. Recovering/recovered status did not differ significantly
between patients with current SUD vs. past SUD. All three groups differed
significantly on measures of role functioning, with poorest role functioning
among patients with current SUD, followed by patients with past SUD. Patients
with current or past SUD reported significantly lower quality of life and more
lifetime suicide attempts than patients without an SUD; patients with past vs.
current SUD did not differ significantly on these measures. Conclusion: The
results suggest that patients with bipolar disorder who experience sustained
remission from an SUD fare better than patients with current SUD, but not as
well as subjects with no history of SUD; differences among the three groups
appear greatest in the area of role functioning.
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S.P. Welch and V.L. Haller, Virginia Commonwealth University, Richmond,
VA

COMPENSATORY CHANGES IN KIR6.2 POTASSIUM CHANNEL SUBUNIT
PROTEIN AND SUR BINDING IN THE EXPRESSION AND RE-EXPRESSION OF
TOLERANCE TO MORPHINE

ATP-gated potassium channels open and close in response to changes in
intracellular ATP/ADP ratios linking the electrical activity of a cell to its
metabolic state and are also tightly associated with opioid agonist activity.
ATP-gated potassium channels are heterotrimeric structures comprised of
tissue-selective sulfonylurea receptors (SUR1 and SUR2) and an inward
rectifier K+ channel subunit (Kir6.2).  Both subunits are necessary for proper
ion conduction.  Glyburide, a potent SUR-binding sulfonylurea, antagonizes the
antinociceptive effects of morphine. Morphine produces antinociceptive via
opening of ATP-gated potassium channels.  Modulation by morphine of SUR
binding sites may contribute at least in part to tolerance to morphine via
alterations in intracellular free calcium levels ([Ca]i) in neurons. Western
immunoassay of Kir6.2 channel protein on days 3-7 of initial morphine
tolerance development indicated a compensatory increase in the Kir6.2 subunit
protein consistent with hyperpolarization and decreased [Ca]i.  However, upon
re-induction of tolerance to morphine, levels of Kir6.2 are significantly
decreased.  Thus, a significant point of modulation is differentially affected by
the initial exposure versus second exposure to morphine consistent with the
maintenance of high [Ca]i in tolerance to morphine in synaptosomes from
brains of mice and rats. Upon spontaneous withdrawal for 72 hrs from
morphine, basal [Ca]i remains significantly elevated, and more L-type calcium
channels are observed (increased Bmax).  The Bmax for glyburide binding to
the SUR site is increased,  consistent with a compensatory increase in
potassium channels, thus enhancing potassium efflux.  Such may be a cellular
adaptation as an attempt to reduce high levels of basal [Ca]i in morphine
tolerance. Upon redevelopment of tolerance to morphine, the Kir6.2 subunits
are significantly decreased, an effect correlated with less potassium efflux.
Less efflux would mean less hyperpolarization and higher levels of [Ca]i
consistent with a higher degree of tolerance to morphine upon induction of
tolerance following a period of withdrawal.  Thus, the SUR and Kir6.2 sites
represent points of neuronal adaptations in opioid tolerance. Research was
supported by National Institute on Drug Abuse grants R01DA01647 and
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G.R. Wenger, University of Arkansas for Medical Science, Little Rock, AR

OPIOID DRUG DISCRIMINATION IN C57BL/6J, DBA/2J AND 129/SVIMJ
MICE

Young adult, male C57BL/6J, DBA/2J, and 129/SvImJ mice (8 per strain) were
trained to make a nose-poke response to interrupt a photocell beam and gain
access to evaporated milk.  During discrimination training, interruption of one
of two photocells was reinforced under a tandem VI100 FR20 schedule of
reinforcement following 30 ug/kg fentanyl; interruption of the other photocell
beam was reinforced under the same schedule following saline administration.
On test days, milk was presented upon the interruption of either photocell beam
under a tandem FI100 FR20 schedule of reinforcement.  All drugs were
administered by the sc route.  Under training conditions, the 30 ug/kg dose of
fentanyl produced better than 95% drug-appropriate PC responding in all three
strains, and a small decrease in the rate of responding in DBA mice.  Under test
conditions fentanyl (1 - 56 ug/kg) produced saline-appropriate responding at
low doses and fentanyl-appropriate responding at doses of 30 and 56 ug/kg.
Pretreatment with naloxone (1 mg/kg) blocked fentanyl-appropriate responding
at all doses and antagonized the rate decreasing effects at high doses.  When
different doses of morphine (0.3 – 10 mg/kg) were tested, morphine fully
substituted for the fentanyl-training stimulus at 5.6 and 10 mg/kg in C57BL/6J
mice.  Less than 80% fentanyl-appropriate responding was observed in the two
other strains at 3 mg/kg and only 1 mouse in each strain responded at 5.6 mg/kg
preventing testing higher doses.  Naloxone (1 mg/kg) blocked fentanyl-
appropriate responding after morphine and the rate-decreasing effects of
morphine in all three strains.  U50,488 (1 - 5.6 mg/kg) failed to fully generalize
to the fentanyl stimulus in any strain even at doses that produced significant
decreases in rates of responding.  The rate decreases were antagonized by
pretreatment with naloxone.  These results suggest either a difference in the
stimulus properties of morphine or a difference in the rate effects relative to the
stimulus properties of morphine in C57BL/6J mice compared to DBA/2J and
129 SvImJ mice.  This work was supported by NIDA grant # DA14196.
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M.P. Wentland, Q. Lu, B.I. Knapp and J.M. Bidlack, Rensselaer Polytechnic
Institute, Troy, and University of Rochester, Rochester, NY

A NOVEL 4-HYDROXY ANALOGUE OF NALTREXONE WITH EXCEPTIONAL
AFFINITY FOR THE MU RECEPTOR

A novel analogue of naltrexone has been made where its phenolic hydroxyl
group was replaced by carboxamido (CONH2) and the 4,5?-epoxy ring was
reductively cleaved to form a 4-OH substitution. This novel analogue was
designed to test our hypothesis regarding the bioactive conformation of 3-
desoxy-3-carboxamidonaltrexone (Bioorgan. Med. Chem. Lett. 2001, 11,
1717).  Very high affinity for the mu opioid receptor was observed for the novel
analogue (Ki = 0.052 nM) which was 14- and 2-fold more potent than 3-desoxy
-3-carboxamidonaltrexone and naltrexone, respectively.  This new analogue of
naltrexone was a pure antagonist at the mu receptor, as measured by its
inhibition of DAMGO-stimulated [35S]GTPgammaS binding.  To determine if
the 4-OH group contributes to high affinity binding via stabilizing a particular
conformation of ligand (as we hypothesized) or by direct interaction with
receptor, we made the corresponding ring-opened version of naltrexone (i.e.,
3,4-diOH).   Compared to naltrexone, this ring-opened variant had a  150-fold
lower affinity.  From these SAR and supporting NMR data, we conclude that
the 4-OH group, as intramolecular H-bond donor, stabilizes a conformation of
the CONH2 group in the putative bioactive conformation.  (Supported by
NIDA DA12180 and KO5-DA00360).
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S. Wenzel, E. D’Amico, M. Ellison, J. Tucker, and K. Hambarsoomian, RAND,
Santa Monica, CA

UNDERSTANDING HEALTH-RELATED NEEDS AND RISKS AMONG
IMPOVERISHED YOUNG WOMEN IN THE  TRANSITION TO ADULTHOOD:
VIOLENCE, SUBSTANCE USE, STDS, MENTAL HEALTH

The transition from adolescence to adulthood, spanning ages 18 through 25, has
been identified as a unique developmental stage. Little attention has been paid
to understanding this transition for young women who are impoverished, yet a
better understanding of health-related needs and risks could enhance prevention
and intervention development. Violence in particular may pose a serious risk.
We investigated victimization by violence and its association with substance
use, STDs, and mental health in a probability sample of 224 sheltered homeless
and low-income housed young women ages 18 through 25 in Los Angeles
County. Fifty-nine percent of respondents self-identified as African American
or Black, not Hispanic, and 66% had children in their care. More than 18% had
been homeless for more than 6 months in theirlifetime. Sixty-three percent of
women had experienced physical or sexual violence in their lifetimes. In
covariate-adjusted analyses, women who had been victimized by violence were
more likely than women who had not to report, for example, having STDs other
than HIV/AIDS and hepatitis (e.g., chlamydia, genital herpes) (27% vs. <1%)
and STD- related symptoms (e.g., unusual vaginal discharge, 20% vs. 5%), use
of alcohol and other drugs (e.g., recent alcohol use to intoxication, 39% vs.
23%), psychological distress in the past month (47% vs. 33%) , and depression
in the past 12 months (54% vs.28%). This study highlights striking rates of
violence and its association with other risks to the health of impoverished
young women during emerging adulthood, and it communicates an urgency to
develop multifaceted programs for young women to help them successfully
navigate the transition to adulthood and realize their full potential as adults.
These findings and implications will be discussed in the context of a new NIDA
sponsored project to prevent drug use, STDs, and violence among impoverished
women in the transition to adulthood.
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D.A. White and S.G. Holtzman, Emory University School of Medicine, Atlanta,
GA

PERIADOLESCENT MORPHINE EXPOSURE ALTERS SUBSEQUENT
BEHAVIORAL SENSITIVITY TO MORPHINE IN ADULT RATS

Epidemiological evidence suggests that adolescence is a critical developmental
period during which individuals are more susceptible to the deleterious and
addictive properties of certain drugs of abuse.  However, little research has been
conducted investigating the long-term impact of opioid exposure during
adolescence.  Therefore, the purpose of these experiments was to determine the
behavioral effects of morphine administered during periadolescence (versus
adulthood).  Male Sprague-Dawley rats during early adolescence (postnatal
days 30-32) or young adulthood (postnatal days 65-67) were given one of three
treatment regimens: three days of saline (S-S-S; given 2X/day), one day of
morphine (10 mg/kg split into two injections 10-14 hrs apart) followed by two
days of saline (M-S-S), or three days of morphine (M-M-M).  One month later,
basal motor activity was assessed.  After another seven days, dose-response
curves for horizontal activity were determined following saline and morphine
(1.0-10 mg/kg; 2 hr test).  Under basal conditions, M-M-M adult-treated rats
showed significantly greater horizontal activity than their S-S-S and M-S-S
treated cohorts, while there were no differences among the periadolescent
morphine-treated groups.  Following morphine administration, M-M-M-treated
rats showed greater horizontal activity than their S-S-S treated cohorts,
regardless of age of initial exposure.  Additionally, periadolescent morphine-
treated rats tended to show less morphine-induced locomotion compared to
their adult counterparts.  In a subsequent experiment, behavioral sensitivity to
morphine was “unmasked” in periadolescent M-S-S-treated rats following a
morphine “prime” (3.0 mg/kg) given one week prior to testing.  These findings
demonstrate that very limited exposure to morphine, regardless of age, can have
significant long-term behavioral effects.  They also suggest an age-dependent
differential sensitivity to subsequent opioid exposure. This research was
supported in part by N.I.H. grants DA00541 and K05 DA00008 awarded to
SGH and by a URC Award from Emory University presented to DAW.
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L. White, A.J. Rush, V. Nguyen, H. Voet, T. Carmody and B. Crowell,
University of Texas-Southwestern Medical Center, Dallas, TX and NEXUS
Recovery Center, Inc., Dallas TX

DIFFERENCES IN WOMEN METHAMPHETAMINE AND COCAINE USERS
SEEKING RESIDENTIAL TREATMENT:  CHARACTERISTICS AND PREDICTORS
OF PREMATURE DISCHARGE

The use of methamphetamine (MA) is a rising public health problem in the
southern US.  Currently, use among women now equals, and in some cases,
exceeds that among men.  Cocaine (COC) continues to be a predominant drug
of abuse among women presenting for substance abuse treatment.  Previous
studies have examined differences in  methamphetamine and cocaine users,
characteristics of the users, and consequences of use, but primarily in a male
outpatient population.  This paper looks retrospectively at a cohort of women
presenting for residential treatment at a women’s only treatment facility
September, 2002 to August, 2003 (n = 612; MA = 122; COC = 490).  In our
cohort, the methamphetamine users were actually younger, Caucasian, less
likely to have been incarcerated, had fewer prior treatments, to administer the
drug intravenously, and to have had more health consequences of use than those
women using cocaine.   Predictors of premature discharge were determined by
logistic regression.  For both methamphetamine and cocaine users, older
patients and those with CPS involvement were less likely to leave treatment
prematurely.  Hispanic and Caucasian patients were also shown to be less likely
to leave treatment prematurely.  Drug of choice, prior treatments, and legal
status were not shown to be adequate predictors of premature discharge in our
particular cohort.
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E.A. Whitmore, A.L. Wold, E.J. Gianani and S.K. Mikulich-Gilbertson,
University of Colorado School of Medicine, Denver, CO

NICOTINE PATCH THERAPY FOR ADOLESCENT SMOKERS

More than 80% of smokers begin smoking in their teens, suggesting that
treatment efforts should focus on early and effective intervention for adolescent
smokers. Although the number of adolescent smokers has decreased during the
past 5 years, 25% of all 12th graders continue to report regular smoking.
Nicotine Patch Therapy (NPT) has been proven to be an effective aid to
smoking cessation in adult smokers, but its safety, feasibility, and efficacy has
not yet been adequately investigated in adolescent smokers. HYPOTHESIS:
NPT will be a safe, feasible treatment option for adolescents. METHOD: This
double-blind, placebo-controlled pilot study assessed safety, feasibility, and
preliminary efficacy of NPT by comparing 50 adolescent clients who were in a
standard day treatment program for nicotine and substance dependence. Clients
were randomly assigned to a NPT or placebo patch group. Subjects participated
in a 10-week treatment phase and were assessed at intake, during treatment, and
at one month post-discharge. RESULTS: As expected, there were no
differences found between the two groups on any of the demographic variables.
Both the NPT and placebo groups were equally compliant with the patch
protocol as measured by number of treatment sessions attended (32.8 vs. 32.4)
and by number of times their patch was removed prematurely. Reported
adverse events were similar for both groups and were also consistent with
previous studies of NPT in adolescents. Adolescents report more symptoms
than adults, but they are at a mild intensity whereas most adults report their
symptoms to be moderate or severe. Although only two subjects in each group
achieved abstinence (self-reported abstinence for at least 7 consecutive days),
both the NPT and placebo groups significantly reduced their smoking, reporting
a reduction of 13 and 9.6 cigarettes per day respectively. CONCLUSION:
Because no serious or life threatening adverse events were reported, it appears
that the patch is safe to use with adolescents. Although NPT may be a feasible
treatment option for adolescents, further research on ways to improve the
efficacy of NPT with adolescents is needed.

752

188



CPDD 2005 Annual Meeting, Wyndham Palace, Orlando, FL

A.Wibowo, S.Wibisono, The Drug Dependence Hospital, Jakarta, Indonesia

FREQUENCY OF PSYCHOPATHOLOGY AMONG PEOPLE LIVING WITH
HIV/AIDS WITH RISK FACTORS OF INJECTING DRUG USER AND UNSAFE
SEX

Psychopathology is widely recognized as a disturbing secondary effect of
HIV/AIDS, causing further deterioration of the quality of life of the patients.
This study was aimed at identifying out the frequency of psychopathology
among People Living with HIV/AIDS (PLWHA) at Pelita Ilmu Clinic,
Working Group on AIDS Clinic, and Dharmais National Cancer Center. A
cross-sectional study was conducted with 100 PLWHA in the three sites during
September 2003-February 2004, utilizing questionnaires and MINI ICD-10
instrument. Statistical analysis was done by Chi-square, Fisher Exact,logistic
regression focused on four of the most frequently occurring disorders. About
12% of respondents have risk factors of IDUs and unsafe sex while 63% are
IDUs and 25% have risk factor of unsafe sex. The research found that opiates
were the most frequently used drugs, which was by 62.7% respondents, while
polydrug use was identified in 37.3% of the sample. As many as 64.0% of
respondents used the substance through injection (IDUs) and 36.0% used it
through multiple routes. Frequency of psychopathology among PLWHA were
as follows: Depressive Episode and Dysthymia (68%), Drug Dependence
(63%), Generalized Anxiety Disorder (41%), Alcohol Dependence (17%),
Panic Disorder (7%), Single Psychotic Episode (6%), Social Phobia (2%),
Recurrent Psychotic Episode (2%), and Post Traumatic Stress Disorder (1%).
There was a significant relationship between the stage of AIDS (p= 0.035) and
the level of knowledge about HIV (p=0.046) with Generalized Anxiety
Disorder. There was also a significant relationship between the age of
respondents (p=0.004), sex (p=0.002) and low level of education (p=0.087)
with Drug Dependence. The result of the study is in favor of the importance of
preventive educational program and public information for high-risk groups or
those already infected by HIV/AIDS.
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A.D. Williams, B. Ahluwalia, L. Kaul and W. Pei, Howard University College
of Medicine,  Washington, DC

IN VITRO AND IN VIVO EFFECTS OF COCAINE ON THE FETAL-PLACENTAL
ENDOCRINE AXIS IN HUMANS

Human and animal studies reported that long term use of cocaine during
pregnancy caused premature births, low birth weight newborn, abruptio
placenta and host of other pregnancy disorders. We postulated that cocaine
affects fetal-placental endocrine axis.The studies were conducted in vitro and in
vivo. For in vitro study, placenta was obtained from subjects who were drug
free (licit or illicit) throughout pregnancy (control). For in vivo study, fetal
membranes were isolated from the placenta and amniotic fluid was aspirated at
the time of birth in subjects who used cocaine on a regular basis throughout
pregnancy. To determine whether cocaine affects progesterone synthesis,
cytotrophoblasts cells were isolated from placenta immediately following
delivery and incubated in media containing 30?molar cocaine along with either
substrate ( 25-hydroxy cholesterol or low density lipoprotein (in vitro study).
To determine whether cocaine affects prostaglandins synthesis PGs ( E2 and
F2?) levels were measured  in fetal membranes and in amniotic fluid using
radioimmunoassay (in vivo study).The results of this study show that 1)
progesterone synthesis in cytotrophoblast cells decreased significantly (p<0.01).
in the presence of cocaine and 2), PGE2  and PGF2 ?  levels were significantly
increased in fetal membranes.and in  the amniotic fluid  in cocaine users. (p<
0.01). To determine whether cocaine effects cAMP levels in cytotrophoblast
cells , cAMP levels were measured in cytotrophoblast cells in the presence of
cocaine (in vitro study) and the data show that cAMP levels decreased
significantly (p>0.01) . We conclude that cocaine initiates a cascade of
biochemical changes leading to decrease progesterone synthesis ,an increased
prostaglandins synthesis causing  premature births and increase incidence of
abruptio placenta in cocaine users in humans.
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I.A. Williams, J.W. Lewis, J.R. Trayno and S.M. Husbands, University of Bath,
Bath, UK and University of Michigan, Ann Arbor, MI

KAPPA OPIOID RECEPTOR ANTAGONISTS IN THE 2-AMINO-1,1-DIMETHYL
-7-HYDROXYTETRALIN SERIES

We have recently shown that the 2-amino-7-hydroxytetralin scaffold can be
employed in the synthesis of potent opioid receptor antagonists in addition to
the opioid receptor agonists this series is better known for.  As well as
discovering potent, non-selective antagonists, we developed a reasonably
selective kappa opioid receptor antagonist.  However, whilst selectivity was
good in the [35S]GTPgammaS assays (45-fold over mu and 168-fold over
delta) the ligand had limited selectivity in binding assays (4-fold over mu and
20-fold over delta).  SAR from the agonist series of aminotetralins and also
from our series of non-selective aminotetralin-based antagonists suggested that
introduction of an appropriately located methoxy group to the aminotetralin
core would result in improved potency.  We have now added a methoxy
substituent to C3 of our lead compound, resulting in a ligand with substantially
improved binding characteristics.  Affinities in cloned human opioid receptors
transfected into CHO cells are: Ki (nM) 3.77 (kappa), 365 (mu) and 1970
(delta).  Preliminary data confirm it is an antagonist in the [35S]GTPgammaS
assay, with no agonist activity up to 10,000nM.  We believe this series of
aminotetralins offers a unique opportunity to develop selective, short-acting (in
vivo) antagonists for the kappa opioid receptor.  Our current work towards this
goal, along with the further characterization of the lead compounds will be
presented.
Supported by NIDA Grant DA 07315.
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K.L. Williams, Grand Valley State University, Allendale, MI

DEVELOPMENT OF NALTREXONE SUPERSENSITIVITY DURING FOOD-
REINFORCED RESPONDING ENHANCES NALTREXONE’S ABILITY TO REDUCE
ETHANOL-REINFORCED RESPONDING

The opiate antagonist naltrexone (NTX) reduces responding for food and
ethanol at similar doses. Animals become supersensitive to NTX during
repeated intermittent cumulative dosing while responding for food pellets.
Anecdotal evidence indicates that enhanced sensitivity to NTX develops after
repeated intermittent single dosing while responding for ethanol deliveries. The
purpose of this study was to determine whether the factors that produce
enhanced sensitivity to NTX during responding for food also contribute to
NTX’s abililty to reduce responding for ethanol. Twelve male Long-Evans rats
were trained to lever press for 10% w/v ethanol using the sucrose-fade
technique. NTX (30 mg/kg) or saline was given 10’ prior to a 20’ response
period wherein 0.1 ml deliveries of ethanol were available on FR5. Subjects
were assigned to one of two groups. The first group of rats received 5 within
session cumulative injections of NTX (1, 3, 10, 30, and 100 mg/kg) during a 5-
component procedure with each component including a 10’ time out period
followed by a 3’ response period with food pellets available on FR30.
Cumulative NTX dosing and saline control injections were given once per week
for 8 weeks. This paradigm produces NTX supersensitivity in rats. The second
group received saline injections twice per week. Following the development of
NTX supersensitivity, both groups of rats received 30 mg/kg NTX prior to
ethanol access as described above. Initially, the mean ethanol intake was 0.77
g/kg and 30 mg/kg NTX reduced ethanol intake. During the second
NTX/ethanol trial, NTX  reduced ethanol intake to a greater degree in the rats
that became supersensitive to NTX during food-reinforced responding. These
findings suggest that the mechanisms that produce enhanced sensitivity to NTX
during food-reinforced responding also play a role in NTX’s ability to reduce
ethanol consumption. Further exploration may lead to techniques that maximize
NTX’s effect on ethanol while minimizing it’s effect on other behaviors.
Supported by NIAAA grant AA015147-01.
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Y.D. Williams and L.P. Dwoskin, University of Kentucky, Lexington, KY

EFFECT OF ACUTE AND CHRONICALLY ADMINISTERED LOBELINE OR
METHYLPHENIDATE ON DOPAMINE TRANSPORTER FUNCTION

The primary pharmacotherapy for ADHD, methylphenidate, has abuse liability
(Jensen and Cooper, 2002; Monitoring the Future Survey, 2003).
Methylphenidate inhibits the dopamine transporter (DAT) and increases the
maximal velocity (Vmax) of DA uptake at the vesicular monoamine transporter
(VMAT2; Sandoval et al., 2002). Lobeline has also been shown to interact with
the same transporter proteins as does methylphenidate
(Dwoskin and Crooks, 2002).  Incubation of striatal synaptosomes with lobeline
results in inhibition of [3H]DA uptake at DAT and inhibits [3H]DA uptake at
VMAT2 (Teng et al., Miller et al., 2004). However, in the latter studies the
effect of lobeline was determined in vitro.  The current study used kinetic
analysis of [3H]DA uptake to determine if acute and chronic in vivo
administration of lobeline results in inhibition of DAT function. The effects of
lobeline were compared to that of methylphenidate.  Doses of methylphenidate
were selected based on the work of Sandoval et al. (2002).  After acute
administration of methylphenidate (5 mg/kg, 20 mg/kg, 40 mg/kg, SC; 60 min
post-injection), the low dose increased the Vmax of DAT compared to the
saline control (19.88 ±5.2 vs 9.06 ± 1.2  pmol/min/mg, respectively) in rats by
46%, whereas the higher doses produced no effect.  Acute administration of
lobeline (1 mg/kg, 3 mg/kg, 10 mg/kg, SC; 20 min post-injection) did not alter
DAT function. Chronic administration of lobeline (3 mg/kg, once daily for 14
Days; 20 min post-injection) decreased the Vmax for DAT by 55% compared
to the saline-control group (6.36± 1.2 vs 11.46± 0.7 pmol/min/mg,
respectively). These results suggest that the effect of lobeline may be time-
dependent when compared to methylphenidate since no change was observed in
the acute administration of lobeline. Chronic methylphenidate experiments are
ongoing. Determining the effect in an in vivo animal model is the first step
towards translational studies which will determine if lobeline has therapeutic
potential for ADHD. Supported by DA05312 and DA16176.
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T. Williams, K.S. LaForge, D. Gordon, G. Bart, S. Kellogg and M.J. Kreek,
The Rockefeller University, New York, NY

PRODYNORPHIN GENE PROMOTER REPEAT AND COCAINE AND ALCOHOL
DEPENDENCE

There is strong evidence for a genetic contribution to individual differences in
vulnerability to drug addiction. Our previous study suggested that three and
four copies of a 68 base pair repeat polymorphism in the promoter region of the
human prodynorphin gene, which in cellular assays enhance prodynorphin
transcription, may contribute to a relative protection from cocaine addiction.
Here, we report on a second cohort of 304 people ascertained and characterized
similarly, but more extensively, than our previous study by DSM-IV and
Addiction Severity Index criteria as: (a) a control group of 116 people with no
history of alcohol or drug abuse or dependence; (b) a case group of 82 with
cocaine dependence; and (c) a case group of 93 with both cocaine and alcohol
dependence. The promoter region of the prodynorphin gene containing the
repeat was amplified from genomic DNA by polymerase chain reaction and
analyzed via gel electrophoresis. For analysis, alleles were grouped as in our
earlier study into short (one or two repeats) or long (three or four repeats).
Statistical tests for association were performed on three ethnic groups: African
American, Caucasian, and Hispanic. Deviation from Hardy-Weinberg
Equilibrium in the African American control group necessitated testing for
association using genotypes rather than alleles. A point-wise significant
difference in grouped genotype frequency was found between the cocaine and
alcohol dependent group and the controls in African Americans. Of interest,
these findings are in contrast with our previous study: (1) there was evidence
for an association of combined cocaine and alcohol dependence, but not of
cocaine dependence alone (a distinction not made in our earlier study); (2) the
association was in African American subjects only, and (3) in this study, shorter
alleles were associated with controls. It should be noted that this association
was not significant experiment-wise after correction for multiple testing.
Supported by NIH grants K05-DA00049, P60-DA05130-18, R01-DA12848,
R01-DA09444, K01-HG00055, and GCRC grant M01-RR00102.
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A.B. Williamson, S. Darke, J. Ross and M. Teesson, University of New South
Wales, Kensington, Australia

THE EFFECT OF COCAINE USE ON TREATMENT OUTCOMES FOR HEROIN
DEPENDENCE: TWELVE-MONTH RESULTS FROM THE AUSTRALIAN
TREATMENT OUTCOME STUDY

Background: Cocaine use among heroin dependent individuals in NSW
increased dramatically in 2001 with unknown effects on treatment outcome.
Aims: To determine the effect of cocaine use on outcomes of treatment for
heroin dependence over 12 months and to examine the effects of differing
patterns of cocaine use. Subjects: 535 entrants to treatment for heroin
dependence in Sydney, Australia: methadone/buprenorphine maintenance
(n=201), detoxification (n=201) and residential rehabilitation (n=133) and a
comparison group of  80 heroin users not currently enrolled in treatment.
Procedures: 19 treatment agencies were randomly selected, stratified by
modality. All entrants to treatment were approached to complete a structured
interview. Participants gave their consent to be re-interviewed at 3 and 12
months. A total of 495 subjects were re-interviewed at 12 months representing
80% of the original sample. Results: 91% of the sample had a history of cocaine
use and 40% had used in the month prior to baseline. Current cocaine users
displayed greater levels of drug-related harm at baseline than did non users.
Cocaine use had decreased significantly at 12 months (19%), with those who
entered treatment at baseline less likely to report use (8% vs 39%, p<001).
Baseline cocaine use was associated with poorer 12 month outcome and was an
independent predictor of failure to maintain abstinence from heroin (8% vs
18%, p<.01), imprisonment (18% vs 11%, p<.05) and heroin overdose (16% vs
10%, p<.05) over the follow up period. While any cocaine use resulted in
poorer outcomes, persistent use further depressed outcome. Treatment stability,
heroin use, polydrug use, needle sharing, injection-related health problems and
crime were all related to persistence of cocaine use. Conclusions: Heroin users
who also use cocaine are an at risk group with poorer treatment outcomes over
12 months and enhanced vulnerability to BBV exposure and heroin overdose.
The risk associated with cocaine use increases in conjunction with persistence
of use.
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N.M. Wilson, K. Tate, W. Better, K. Bolla, R. Herning and J.L. Cadet,
NIH/NIDA Intramural Research Program and  Johns Hopkins School of
Medicine, Baltimore, MD

CORRELATION BETWEEN NEUROPSYCHOLOGICAL DEFICITS AND INDICES
OF VASCULAR RESISTANCE TO FLOW IN COCAINE ABUSERS: GENDER
DIFFERENCES

Neurobehavioral and cerebrovascular impairments are very well documented in
population of drug abusers. Nevertheless, interactions between cerebrovascular
and performance on neurocognitive tasks have not been addressed in these
patients. Thus, the purpose of this study was to investigate possible
relationships between neuropsychological deficits and blood flow abnormalities
measured by Transcranial Doppler (TCD) sonography. The study consisted of
45 outpatient controls and 109 cocaine users. Because 10 of the cocaine
subjects and 20 of the controls were females, we were able to investigate
gender influenced results. Regression analyses indicated that cocaine users
demonstrated impairments on specific neurocognitive tasks. These deficits
correlated with indices of vasoconstriction measured by TCD. Interestingly,
there were greater significant correlations between TCD and
neuropsychological performance among the women when compared to men.
These findings support previous research that suggests the existence of gender
differences in cerebral blood flow and neurocognitive performance in cocaine
abusers.
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J.D. Wines, Jr. and H. Hackman, McLean Hospital/Harvard Medical School,
Belmont, and Massachusetts Department of Public Health, Boston, MA

CHARACTERISTICS OF POISONING FATALITIES IN MASSACHUSETTS, 1990
-2001

Background:  There were 26,435 poisoning deaths in the US in 2002, a 16%
increase from the previous year.  Poisoning is the leading cause of injury death
for individuals age 35-44 in the US and the leading cause of injury death for all
ages in MA.  Our understanding of poisoning deaths is limited compared to
other areas of injury research (e.g., firearm injuries, motor-vehicle crashes).
Methods: Utilizing ICD-coded death certificate data from the Registry of Vital
Records and Statistics, MA Department of Public Health, we describe trends in
poisoning fatalities among MA residents over the past decade.  The multiple
cause of death fields were analyzed to characterize the agents associated with
these deaths.  Results:  During 1990-2001, annual poisoning fatalities among
MA residents increased 110%, from 340 to 716 deaths.  In 2001, the age-
adjusted poisoning fatality rate was 11.0 per 100,000.  Poisoning deaths of
undetermined intent rose considerably (266%) over the past decade, while
suicidal and unintentional decreased by 34% and 30%, respectively.  In 2001,
79% of poisoning deaths in MA were of undetermined intent, 13% suicidal, and
7% unintentional.  Sharp increases in opioid-related (418%) and cocaine-related
deaths (261%) were seen from 1990-2001.  In 2001, opioids were associated
with 68% of total poisoning deaths, 29% with cocaine.  Opioids were
associated 79%, 40%, and 20% of the undetermined, unintentional, and suicide
poisoning deaths respectively.  Conclusions:  Similar to national trends, the
poisoning death rate among MA residents has risen substantially over the past
decade.  This increase appears to be driven in part by opioid- and cocaine-
related fatal poisonings.  The large proportion of deaths of undetermined intent
differs from some other states and may suggest variability in the classification
of these deaths by medical examiners and coroners.  Implications for poisoning
surveillance and prevention will be discussed.  Supported in part by grant K23-
DA00455
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K.C. Winters and T. Fawkes, University of Minnesota, Minneapolis, MN

PROJECT SYNTHESIS: A REVIEW OF REVIEWS OF BEST PRACTICES OF
DRUG PREVENTION

Significant progress has been made over the past two decades regarding the
identification and dissemination of effective drug prevention strategies
(National Institute on Drug Abuse, 1997).  In the United States, the drug
prevention arena has seen an increase in implementation and evaluation of
science-based prevention programs.  This movement has been aided by over
twenty-five years of prevention research funded by the U.S. federal
government, private foundations, and numerous community agencies and
coalitions funded by state and federal organizations. Project Synthesis is based
on the premise that this body of recent literature provides a unique opportunity
to identify core elements of effective prevention. Using a review of  reviews
method, this study incorporates results from five reports:  Preventing Drug
Abuse Among Children and Adolescents (National Institute on Drug Abuse,
1997), Preventing Drug Abuse Among Children and Adolescents (National
Institute on Drug Abuse, 2003), Making the Grade: A Guide to School Drug
Prevention Programs (Drug Strategies, 1999), Exemplary Substance Abuse
Prevention Programs (Center for Substance Abuse Prevention, 2000), and
Exemplary Substance Abuse Prevention Programs (Center for Substance Abuse
Prevention, 2001). The study identified these 10 elements that are characteristic
of effective drug abuse prevention programs: Prevention curriculum and
activities are aimed at altering psychosocial risk factors believed to initiate or
maintain substance use; programs assume the validity of the gateway
hypothesis and, thus, focus on alcohol and/or tobacco prevention; multiple
influences and settings are targeted; activities and curriculum are
developmentally and socio-culturally sensitive; programs expend a meaningful
degree of resources toward engaging the target population; program curriculum
spans multiple grades and extends several developmental periods; youth
component focuses on social skills; parent component focuses on discipline and
support; program structure enlists broad-based involvement in decision making,
including ongoing opportunities by stake holders to refine and shape the
program; and several aspects of the program are infused with features that
promote its sustainability.
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J.P. Wisdom, E. Gifford, and N. Roget, Oregon Health and Science University,
Portland, OR and Center for Health Care Evaluation, VA Palo Alto Health Care
System, Palo Alto, and Stanford University School of Medicine, Stanford, CA

PROCESS IMPROVEMENT TO INCREASE ACCESS AND RETENTION: REAL-
WORLD APPLICATION IN A WOMEN-FOCUSED SUBSTANCE ABUSE
TREATMENT AGENCY

Process improvement to increase access and retention: Real-world application
in a women-focused substance abuse treatment agency. The Network for the
Improvement of Addiction Treatment (NIATx) teaches substance abuse
agencies process improvement techniques to improve client access and
retention. Women’s Alliance for Strengthening Treatment Access and
Retention (WASTAR) is a collaboration between Step 2, a women’s treatment
agency in Reno, Nevada and the University of Nevada, Reno participating in
NIATx. This presentation describes the participation of WASTAR in the
NIATx program and includes  (a) an overview of the process improvement
techniques presented by NIATx; (b) a description of the WASTAR
collaboration of women-focused clinicians and researchers; (c)  WASTAR’s
application of process improvement techniques in change cycles to improve
access and retention; (d) the process of change in the agency; (e) clinical
outcomes from the project and (f) a discussion of next steps, sustainability, and
application to other agencies that serve women. Our preliminary findings
indicate that WASTAR displayed a high level of collaborative work toward
improving the agency, and that staff turnover was a particularly difficult
challenge because of the extent to which it disrupted the change team. The
experiences of WASTAR are significant in that they provide tangible “lessons
learned” from a real-world intervention to improve client care that may benefit
other agencies, particularly those with women-focused treatment. The
presentation also presents the novel application of non-clinical techniques (i.e.,
process improvement) that may improve clinical outcomes.
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H.U. Wittchen, C. Fröhlich, P. Zimmermann, R. Lieb and A. Perkonigg,
Technical University of Dresden, Clinical Psychology and Psychotherapy,
Dresden, and Max Planck Institute of Psychiatry, Munich, Germany

INTERNALIZING DISORDERS AS RISK FACTORS FOR SUBSEQUENT
SUBSTANCE USE DISORDERS:  A PROSPECTIVE-LONGITUDINAL
COMMUNITY STUDY IN ADOLESCENTS AND YOUNG ADULTS

Aims: Externalizing disorders (ED; i.e. attention-deficit/ hyperactivity disorder,
oppositional defiant disorders, ASP) are well established as core risk factors for
the development of substance use disorders (SUD). The role of primary anxiety
and depressive disorders (as well as other internalizing disorders) as risk factors
for subsequent substance disorders is not well studied. Using prospective-
longitudinal data from a community sample of 3021 adolescents, we examine
whether primary internalizing disorders (PID) increase the probability of
becoming a user, a regular user as well dependent of nicotine, alcohol, cannabis
as well as other drugs. Method: Results are based on a subsample (N=963) of a
4-year prospective-longitudinal community study of adolescents and young
adults (baseline age range: 14-24 years old). Internalizing and externalizing
disorders (dimensional and categorical) were assessed by clinically trained
interviewers (Munich Composite International Diagnostic Interview; DSM-
IV/M-CIDI and questionnaires) of subjects as well as parents at baseline.
Substance use disorders were assessed using the CIDI-substance abuse module
at subsequent waves (2, 4, 9 years later); external disorders were specified
retrospectively by the parents. Results: As compared to subjects without any
mental disorder at baseline (9,8%), rates for any SUD at follow up were
elevated in subjects meeting criteria for any mental disorder (22.5%; OR=2.68;
CI:1.82-3.95). PID (22,0%) and PED (primary externalizing disorders, 19.43%)
were both significantly associated with increased risk for SUD; cases with
comorbid PID and PED revealed the highest risk (31.28%, OR=3.92, ci:1.65
-9.30). PID showed stronger associations with nicotine and alcohol dependence,
PED with cannabis and illicit drugs. Conclusions: The study confirms that PID
play a significant role in the onset and course of many substance use disorders
and confirms the existence of remarkably different pathways into SUD. The
significance of these findings for targeted early intervention and prevention are
discussed.
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C.J. Wong, K. Kolodner, M. Fingerhood, G.E. Bigelow and K. Silverman, Johns
Hopkins University School of Medicine, Baltimore, MD

A THERAPEUTIC WORKPLACE FOR HOMELESS ALCOHOL-DEPENDENT
INDIVIDUALS

The Therapeutic Workplace (TW) is an effective drug abuse treatment that
integrates abstinence reinforcement into a work setting, using wages that drug
abusers earn for work to reinforce abstinence.  An ongoing study seeks to
replicate the effectiveness of the TW in a population of homeless alcohol
dependent individuals.  Individuals who were homeless, unemployed and
physically dependent upon alcohol were assigned to a Work Only (WO; n=31),
Abstinence and Work (AW; n=30) or No Voucher (NV; n=27) group.  All
participants were invited to work in the TW 4 hours per day for 26 weeks.
Breath samples were collected and tested for alcohol prior to start of each
workday and on a random schedule.  Participants in the WO and AW groups
could earn up to $5 per hour in base pay and additional earnings for
performance on training programs.  WO participants could work and earn
wages independent of their daily or random breath results. AW participants
could work and earn wages only when their daily and random breath samples
demonstrated alcohol abstinence; positive samples also resulted in a temporary
reset of base pay to a low amount. NV participants could work in the workplace
independent of daily and random breath sample results, but did not receive
vouchers. Mean rates of attendance for the WO and AW groups were similar
(40% vs. 43% respectively, n.s.), but were significantly higher than for the NV
group (18%, p<.05).  Breath sample collection rates for NV participants were
significantly lower than for WO and AW participants, making comparisons
between the NV and the other two groups inappropriate.  GEE analysis showed
that AW group was significantly less likely (OR=2.36; CI: 1.19-4.97; P =
0.024) to provide an alcohol positive breath sample (BAL ≥  .03 g/100 mL) and
to report heavy drinking (≥5 drinks/day) during the 24-hour period prior to
when a random breath sample was collected (OR= 2.434; CI: 1.13-5.23; P
= .023) than WO group. These early results show the Therapeutic Workplace
contingencies can increase alcohol abstinence in homeless alcohol dependent
individuals.
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D.F. Wong, W. Ye, M. Thomas, J.R. Brasic, A. Nandi, M. Alexander, M. Maris,
J. Hilton, P. Ciccone, C. Hooper-Wood and D. Jasinski, Johns Hopkins
University, Baltimore, MD and McNeil Consumer and Specialty
Pharmaceuticals, Fort Washington, PA

DIFFERENTIAL DAT OCCUPANCY OF METHYLPHENIDATE
HYDROCHLORIDE (CONCERTA®) AND IMMEDIATE-RELEASE
(RITALIN®) COMPARED  IN SUBJECTS WITH SUBSTANCE ABUSE

DAT occupancy and abuse liability were investigated after single-dose oral
administration of extended-release CONCERTA® 90 mg (n=3) versus
immediate-release Ritalin®  40 mg (n=3). Calculations of the pharmacokinetic
profile of each were made in 6 males (age 34-46) diagnosed with substance use
disorder using DSM-IV criteria, as well as demonstrating a pattern of regularly
abusing stimulants for at least a month, having last used within 4 weeks prior to
study entry.  After a baseline PET scan with [11C]methylphenidate (MP),
subjects received the study medication followed by a second PET scan with
[11C]MP. Plasma values of methylphenidate and its metabolites d- and l-
ritalinic acid, were taken throughout the scans. The Drug Rating Questionnaire-
Subject (DRQS) was administered throughout the for ratings of how much they
like/dislike the drug effect on a scale of 1 (not at all) to 29 (an awful lot). In the
caudate (C), putamen (P), and ventral striatum (VS), DAT occupancy % mean
± SD for CONCERTA® (C: 55 ± 2.8;  P: 52 ±1.7; VS: 53 ± 2.7) was
consistently lower and significantly different (p< 0.05) than Ritalin® (C: 71 ±
3.5; P: 66 ± 3.4; VS: 67 ± 3.8) using 2 reference region methods (i.e.,
Lammertsma; Logan method shown).  While both drugs reached similar Cmax
values for methylphenidate in the plasma (CONCERTA: 15.73 +/- 5.3 ng/mL;
Ritalin: 19.37 +/- 14.3 ng/mL), CONCERTA (Tmax, 10hrs) reached its peak
plasma concentration 5 times more slowly than Ritalin (Tmax, 2hrs). Subjects
who were given Ritalin reported a peak disliking response (7 on the DRQS) at
an average time of 77-minutes when the plasma concentration of d-
methylphenidate was near the Cmax. The same relationship was not seen with
CONCERTA. For both drugs, the disliking was greater than the liking for drug
throughout the duration of the study. The lower brain DAT occupancy,
disliking for the drug, and extended-release suggests CONCERTA® may have
less potential for subjective effects and abuse when taken long term.
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G.E. Woody, University of Pennsylvania, Philadelphia, PA and Treatment
Research Institute, Philadelphia, PA

A COMPARISON OF BUPRENORPHINE/NALOXONE ADOLESCENT OPIATE
SUBJECTS AND THE DRUG EVALUATION NETWORK STUDY

Introduction & Methods: The Buprenorphine/Naloxone Adolescent
Opiate study  evaluated the efficacy of buprenorphine/naloxone in
short-term treatment of opioid dependent patients aged 14-21.  The
Drug Evaluation Network Study (DENS) evaluated opioid dependent
patients upon entry into treatment programs across nationally using the
ASI.  We intend to compare  the basic demographics, including
substance use histories for both groups, to determine if the CTN group
sample is relational to the national adolescents data collected. In this
evaluation, we compared baseline demographic data on 62 patients
from the buprenorphine/naloxone study with similar data on 170
patients aged 18-21 who used opioids >14 days in the last 30 and were
evaluated by DENS over a similar period of time.Results: Drug use for
the buprenorphine/naloxone patients in the last 30 days was: heroin
94%; methadone 10%; other opioids 34%.  Comparable data for DENS
were: heroin 56%; methadone 12%; other opioids 29%.  Use of more
than one opioid was common in both groups.  Average age of those
using specific drugs for buprenorphine/naloxone patients was: heroin
18.7; methadone 18.8; other opioids 19.  Comparable data for DENS
were: heroin 20; methadone 24; other opioids 20.2.  Gender and
primary drug use in the buprenorphine/naloxone study were: heroin,
65% male/35% female; methadone 33% male/67% female; other
opioids 71% male/29% female.  Similar data for DENS were: heroin
50% male/female; methadone 55% male/45% female; other opioids
63% male/37% female.  For ethnicity, 66-71% of patients in the
buprenorphine/naloxone study were Caucasian and none were African
American; for DENS 74-90% of patients were Caucasian and 8% or
less were African American.  Mean days of opioid use in the
buprenorphine/naloxone study were: heroin 28; illicit methadone 3.2;
other opioids 11.5.  Similar data for DENS were: heroin 26; illicit and
licit methadone 26.2; other opioids 21.4.  Mean years of opioid use for
the buprenorphine/naloxone study were: heroin 2.19; methadone 1.3;
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T.E. Wooters, N.M. Neugebauer and M.T. Bardo, University of Kentucky,
Lexington, KY

LOCOMOTOR CROSS-SENSITIZATION BETWEEN METHYLPHENIDATE AND
NICOTINE IN RATS

Individuals with attention deficit hyperactivity disorder (ADHD) self-
administer nicotine via cigarette smoking at higher rates than the general
population (Lambert & Hartshough, 1998). There is growing concern that the
stimulant drug methylphenidate, the most widely-prescribed treatment for
ADHD, may play a role in these increased smoking rates, though mechanistic
studies are lacking. The present investigation assessed whether repeated
administrations of methylphenidate or nicotine would lead to locomotor cross-
sensitization.  Male, Sprague-Dawley rats were treated for 10 consecutive days
with either methylphenidate (2.5 mg/kg, sc, n=18), nicotine (0.4 mg/kg, sc,
n=18) or saline (n=18) immediately before being placed in locomotor activity
chambers for 1-hr sessions. Upon completion of the repeated drug treatment,
rats rested in their home cages for 14 days.  Rats from each treatment group
were then challenged with methylphenidate (2.5 mg/kg, sc, n=6/treatment
group), nicotine (0.4 mg/kg, sc, n=6/treatment group) or saline (n=6/treatment
group) on 5 consecutive days, and locomotor activity was again assessed during
1-hr sessions. Results indicated that rats repeatedly treated with
methylphenidate showed greater hyperactivity to the nicotine challenge
compared to saline-treated controls. In addition, rats repeatedly treated with
nicotine showed greater hyperactivity to the methylphenidate challenge
compared to saline-treated controls. Thus, symmetrical cross-sensitization was
observed between methylphenidate- and nicotine-induced hyperactivity,
suggesting overlapping pharmacological mechanisms of action between these
drugs.  If the cross-sensitization obtained in the current investigation of
locomotor activity also occurs with the reinforcing effects of these drugs, this
would suggest that individuals treated with methylphenidate may find nicotine
more reinforcing than non-treated peers, perhaps leading to the higher rate of
smoking seen in this population.

Acknowledgements: Supported in part by NIDA grant DA05312 and DA17548.
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C. Wright IV, E.D. Kramer and M. Zalman, Purdue Pharma L.P., Stamford, CT
PROSPECTIVE INVESTIGATION OF ABUSE IN A PHASE 3 CLINICAL TRIAL

Introduction:  Purdue Pharma L.P. has been prospectively investigating and
evaluating episodes of possible abuse of study medications in analgesic trials.
Methods:  Compliance issues involving medication handling events (ambiguous
or aberrant drug behaviors) suggesting potential abuse were prospectively
investigated in pain patients enrolled in a Phase 3, double-blind, placebo-
controlled study, where patients were randomized to PalladoneTM Capsules
(extended-release hydromorphone [HHER]), Duragesic® (transdermal
fentanyl), or placebo. HHIR (immediate-release hydromorphone) was used as
rescue.  Results:  There were 16 medication handling events in the 464 patients
enrolled (3.4%). After review and investigation of the cases, 9 were judged by
the investigator as not involving abuse by the patient, and 7 as possible abuse.
Of the 9 non-abuse cases, 2 involved patients with inadequate analgesia
(placebo patients) who used more rescue medication than allowed by protocol;
1 was a case of past (and current) drug abuse not involving study medication; 1
was a patient who overdosed on concurrent medication (antidepressants); and 5
were reports of theft or loss of study medication.  The drugs involved in the
theft or loss cases were HHIR alone in 3 cases, HHIR and Duragesic in 1 case,
and HHIR, placebo and OxyContin (pre-trial medication) in 1 case.  Of the 7
cases of possible abuse, the drugs involved were HHIR alone in 4 cases, HHIR
and Duragesic in 1 case, HHIR and placebo in 1 case, and HHER in 1 case.  Of
the 7 possible abuse cases, 5 involved patients who overused opioids (beyond
usage specified in the protocol) while receiving placebo or reporting inadequate
pain control on active treatment.  Therefore, 2 of the 7 patients potentially
abusing study medication did so in the context of apparent adequate pain
control.  Conclusion:  Prospective investigation of ambiguous medication
handling events in clinical trials allows understanding of behaviors suggestive
of abuse.  Drug-seeking behaviors in patients in clinical trials, as well as in pain
practices, can be related to either pseudoaddiction (drug-seeking behavior due
to lack of adequate analgesia) or to abuse.
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Z.H. Wu, K. Eschbach, J.J. Grady and A.B. Berenson, The University of Texas
Medical Branch, Galveston, TX

CONTEXTUAL INFLUENCES ON ECSTASY USE AMONG YOUNG, LOW-
INCOME WOMEN: EFFECTS OF NEIGHBORHOOD AND PERSONAL
NETWORKS

This study assessed contextual risks for ecstasy  use in a tri-ethnic sample (non-
Hispanic White, African American, Hispanic) of 459 young, low-income
women who sought care at state-funded family planning clinics in southeast
Texas from Dec 2001 to May 2003.  Contextual risks can be classified at
personal and neighborhood levels. Personal risks included personal network
measures: number of sexual partners, number of friends contacted in a month,
and numbers of friends who smoked cigarettes, drank alcohol and took illicit
drugs. Neighborhood contextual risks included a census tract socioeconomic
disadvantage index. Other covariates were ethnicity, age, education, and
employment. The outcome was ecstasy use as primary outcome. Paired
comparisons of contextual risks for ecstasy use to no drug use were assessed by
using multivariate logistic regressions. Odds ratios (OR) and 95% confidence
intervals (CI) were reported. Of all subjects, 15.3% reported using ecstasy. In
the univariate model, compared to no drug use, neighborhood disadvantage was
associated with less ecstasy use.  In the adjusted model, neighborhood
contextual risks were eliminated controlling for the individual network risks. In
this model, a larger number of sexual partners (OR=1.38, CI=1.08, 1.77), and a
larger number of friends who used illicit drugs (OR=1.84, CI=1.54, 2.19) were
associated with ecstasy use. An additional covariate, white ethnicity (vs.
nonwhite) was more likely to use ecstasy (OR=3.08, CI=1.34, 7.11). The
finding whether neighborhood disadvantage is associated with ecstasy use
warrants further investigation. Without controlling for individual network
measures, within a low income population, those in better-off (but still poor)
neighborhoods may be more able to afford drug use. However, controlling for
individual network measures, such risk has been eliminated. Our results
indicate that research on contextual neighborhood risk needs to take individual
network characteristics into account.
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H.B.K. Wu, T. Niyomchai, K. Weierstall, A.C.E. Minerly, D. Hunter, J. Weiner,
W. Sun, L. Zhou, S. Jenab and V. Quinones-Jenab, Hunter College and City
University of New York, New York, NY

EFFECTS OF PROGESTERONE AND ESTROGEN ANTAGONISTS ON COCAINE-
INDUCED BEHAVIORAL PSYCHOMOTOR RESPONSES

A plethora of evidence suggests that sex differences in response to cocaine
administration may be regulated by endogenous gonadal hormones.  However,
the mechanisms by which gonadal hormones alter cocaine-induced behavioral
responses have yet to be determined.  In this study, we hypothesize that in both
male and female rats activation of progesterone and estrogen intracellular
receptors are part of the cascade of events necessary for the interaction between
these steroids and cocaine.  To this end, rats were pretreated for one hour with
either RU486 (progesterone antagonist; 0, 3, 25 mg/kg; dissolved in DMSO; i.
p.), tamoxifen (estrogen antagonist; 0, 1, or 3 mg/kg; dissolved in sesame oil; s.
c.) or vehicles, followed by saline or cocaine (15 mg/kg; i.p.) treatment.
Overall, cocaine increased ambulatory and rearing behaviors.  Moreover, as
previously demonstrated by our group and others, sex differences were
observed in rearing activity; cocaine-treated female rats had higher rearing
counts than cocaine-treated male rats.  Intrinsic sex differences were found in
RU 486 efficacy; in male rats 3 mg/kg of RU 486 significantly attenuated,
while in female rats increased cocaine-induced ambulatory and rearing
activities.  In female rats, no effect of tamoxifen was observed, while in male
rats the 1 mg/ kg dose of tamoxifen inhibited ambulatory responses to cocaine.
Taken together, our results suggest that in both male and female rats activation
of the progesterone receptor is needed to mediate some behavioral responses to
cocaine. Since intrinsic sex differences exist in the efficacy of RU 486, it is
possible that progesterone receptor levels and/or rate of activation may differ
between the two sexes.  Finally, estrogen receptor activation may in part
regulate behavioral activation in male rats.  It is feasible that in female rats, due
to the high levels of endogenous estrogen, higher doses of tamoxifen may be
needed to block cocaine-induced behavioral responses.  This research is
supported by 506-GM 60654 and NF39534.
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H. Wu, W. Chen, R.J. Hernandez, A.K. Meht, M.K. Ticku, C.P. France and A.
Coop, University of Maryland, Baltimore, MD and University of Texas Health
Science Center at San Antonio, San Antonio, TX

ETHERS OF HYDROXYPHENYL ACETIC ACIDS AS GHB LIGANDS

Gamma-hydroxybutyrate (GHB) is an endogenous neurotransmitter that is
marketed as a therapeutic agent for narcolepsy, but is also abused. The
pharmacology of GHB resembles that of GABA-B agonists in many assays, but
GABA-B agonism does not account for all the actions of GHB in vivo, and we
propose that the pharmacology of GHB is due to agonism of both GHB and
GABA-B receptors.  In order to study the contribution of GHB receptors to the
overall profile of GHB, selective GHB ligands are required which do not show
any GABAergic activity.  We have previously developed a tertiary alcohol
analog of GHB (UMB68) as a GHB selective agonist, but its affinity remains in
the micromolar range (Ki = 38 uM).  We considered the substitution of a
phenolic OH for the aliphatic OH in GHB, due to the fact that such a group
would prevent metabolism to an agent with GABAergic activity.  A range of
phenolic analogs and their corresponding ethers were prepared and evaluated in
binding to GHB receptors.  2-Hydroxyphenyl acetic acid was shown to possess
a lower affinity (Ki = 146 uM) than 3-hydroxyphenyl acetic acid (Ki = 12 uM),
and a similar pattern was seen for their corresponding methyl ethers (> 1 mM
and 36 uM, respectively).  Further manipulation of the 3-ether group gave rise
to 3-(phenethyloxy)phenyl acetic acid (UMB108, Ki = 8.3 uM) and 3-
(phenylpropyloxy)phenyl acetic acid (UMB109, Ki = 4.5 uM).  These two
compounds represent selective GHB ligands, which can be used to further
investigate the pharmacology of the GHB receptor.  We gratefully acknowledge
NIDA (Grant DA-13583) for financial support.
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X. Yang, G. Liu, T. Belin, Q. Zhang and S. Shoptaw, BayesSoft, Inc., and
University of California, Los Angeles, CA

MPI -- A STATISTICAL SOFTWARE PACKAGE FOR ANALYZING
LONGITUDINAL DATA WITH MISSING VALUES

Substance abuse research is plagued by problems with missing data, especially
in clinical trials and survey studies with longitudinal designs. Missed clinical
visits, premature withdrawal, and concomitant missing data points are common
in practice. Such behavior is part of the defining clinical features of the
disorder, which complicates measurement of treatment efficacy and even biases
data analysis in testing the treatment efficacy. A software package named MPI
has been recently developed by BayesSoft Inc in order to deal with missing
data, especially those seen in practice of research on drug dependence. MPI
implements many cutting-edge statistical modeling techniques. For an
incomplete data set, it provides both visual and analytical tools for exploring
the missingness patterns, assessing assumptions on the missingness mechanism,
and conducting longitudinal analysis within the framework of multiple partial
imputation. Compared to intermittent missing values, dropouts are usually
nonignorable. Therefore, within MPI, we first create multiple imputations for
the intermittent missing values with an ignorable assumption. Then, each
partially imputed data set is analyzed using advanced models such as selection
models and pattern-mixture models, which assume nonignorable dropouts.
Finally, the multiple analysis results are combined together to make an overall
inference on the parameter of interest, e.g., treatment effectiveness. Our
simulation studies support the strategy of multiple partial imputation over
standard modeling approaches (e.g., GEE and mixed models) implemented by
other software packages (e.g., SAS, Splus, and SPSS) for incomplete
longitudinal data with nonignorable dropouts. In this presentation, several
practical data sets with missing values are used to demonstrate the application
of MPI.
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J.C. Yang, C. Teruya, D. Huang and Y.I. Hser, University of California, Los
Angeles, CA

ORGANIZATIONAL CHARACTERISTICS OF TREATMENT PROGRAMS AND
CLIENT OUTCOMES

Understanding the organizational characteristics of substance abuse treatment
programs is an important link in efforts to improve client outcomes. This study
examines the relationship between client outcomes (treatment retention,
completion, and reduced severity in drug abuse and other areas) and treatment
provider staff members’ perceptions of their work environment (as measured by
the Organizational Readiness for Change Staff, ORC-S, instrument and other
program characteristics).  Programs with higher scores on resources, staff
attributes, and four organizational climate scales (mission, cohesion, autonomy,
and communication) were hypothesized to be positively associated with better
client outcomes. From February to August 2004, 366 clinical staff persons from
42 California Treatment Outcome Project (CalTOP) treatment programs
completed the self-administered staff survey. Client outcome data are available
for 3014 clients served by these programs. Initial analysis was conducted to
examine the relationship between treatment completion (defined as either
staying in treatment 90 or more days or completion of planned treatment
duration) and scales measuring perceptions of program resources, staff
attributes, and organizational climate.  Logistic regression analysis showed that
programs that had higher treatment completion rates were more likely to have
staff persons reporting adequate staffing resources and greater levels of
cohesion and autonomy.  County programs were approximately half as likely to
have clients who completed treatment compared to non-county programs
(OR: .458; p < .0001).  Further analysis (e.g., hierarchical linear models) will be
conducted to examine the relationships between Addiction Severity Index (ASI)
results and organizational characteristics of these treatment programs.  These
results will enable researchers and treatment staff to better understand the
organizational characteristics that may contribute to successful client outcomes.
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P.B. Yang, A.C. Swann and N. Dafny, University of Texas Medical School at
Houston, Houston, TX

ACUTE EFFECT OF METHYLPHENIDATE ON SENSORY-EVOKED RESPONSES
IN THE VTA, PFC, AND NAC OF FREELY BEHAVING RATS

Methylphenidate (MPD) is a psychostimulant commonly prescribed for
attention deficit/hyperactivity disorder.  The mode of action of brain circuitry
responsible for initiating the animals’ behavior in response to psychostimulants
is not understood.  There is some evidence that psychostimulants activate the
ventral tegmental area (VTA), nucleus accumbens (NAc), and prefrontal cortex
(PFC).  The present study was designed to investigate the acute dose response
of MPD (0.6, 2.5, and 10 mg/kg) on sensory evoked potentials of the VTA,
NAc, PFC in freely behaving rats previously implanted with permanent
electrodes.  Electrophysiological recordings were performed in adult, male
Wistar-Kyoto rats.  Three to five days after the rats had recovered from surgery,
each rat was placed in a sound-insulated, electrophysiological test chamber
where its sensory evoked field potentials were recorded before and after saline
and MPD injection following acoustic stimulation.  Time interval between
injections was 60 min.  The amplitude of the components of sensory evoked
field responses of VTA, PFC, and NAc exhibited acute dose-response
attenuation.  For example, the P3 component of the sensory evoked field
response of the VTA decreased about 5% from baseline after treatment of 0.6
mg/kg MPD, 20% after 2.5 mg/kg MPD, and more than 50% after 10 mg/kg
MPD.  Similar decreases were also observed in the PFC and NAc.  Differences
in the MPD-induced attenuation were also found among these brain areas.
Supported contributed by: NIDA-DA14441(P.B.Y.) and Pat Rutherford Chair
in Psychiatry; MPD was a gift from Mallinckrodt.
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R. Yi, A.R. Buchhalter, K.M. Gatchalian and W.K. Bickel, University of
Arkansas for Medical Sciences, Little Rock, AR and Pinney Associates,
Bethesda, MD

THE ITERATED PRISONER’S DILEMMA GAME AND DELAY DISCOUNTING IN
OPIATE USERS

Researchers (Ainslie, 1992; Rachlin, 2000) have speculated that impulsivity in
delay discounting is similar to defection in iterated prisoner’s dilemma games
(IPG) versus a tit-for-tat strategy; choice for the larger immediate reward results
in a smaller overall reward. Harris and Madden (2002) confirmed this
relationship, finding a significant correlation between rate of delay discounting
and cooperation rate in IPG. The purpose of the present study was to examine
this relationship in a drug-dependent population. Thirty-two intra-nasal opiate
users seeking treatment were recruited as part of a clinical trial examining the
efficacy of combined buprenorphine and behavioral treatment. Delay
discounting measures and cooperation rate in a 60-trial IPG were gathered at
intake. Significant correlations were observed with proportion of cooperation
and delay-discounting rates in both $1,000 and $10,000 hypothetical money
gains conditions. Individuals with low impulsivity tended to cooperate more in
the IPG, while those with high impulsivity cooperated less. These observations
indicate that the similarities of impulsivity in intertemporal choice and
defection in IPG are maintained in intra-nasal opiate users.

776

194



CPDD 2005 Annual Meeting, Wyndham Palace, Orlando, FL

M. Yu, A. Stiffman and L. Cottler, Washington University School of Medicine,
St. Louis, MO

RELIGION AND NEGATIVE ENVIRONMENT AS PREDICTORS OF AMERICAN
INDIAN ADOLESCENT SUBSTANCE ABUSE/DEPENDENCE SYMPTOMS

American Indian adolescents have the highest substance abuse or dependence
rates in any other ethnic group (USDHHS, 2002).  We explore multiple
predictors of substance abuse or dependence symptoms in American Indian
youth. This study is based on social ecological theory (Bronfenbrenner, 1979),
which emphasizes relationships between environment (e.g., familial and social
problems) and problem behaviors.  A stratified sample of 401 American Indian
adolescents, aged 13 to 19 years, living in Southwestern urban and reservation
areas was interviewed in 2001. We assessed substance abuse/dependence (DIS),
familial problems (family members’ addictions, family life stressful events and
child abuse experience), social problems (misbehaving peers, negative
neighborhood and school atmosphere) and American Indian cultural
environment (cultural activities and cultural pride/spirituality and religious
affiliation).  Twenty seven percent of the youth met criteria in the DSM-IV for
lifetime substance abuse/dependence. Reservation youth had significantly more
misbehaving peers and negative school environment, while urban youth had
significantly more cultural pride/spirituality. Multiple regression analysis
showed that, after controlling for age and location, addicted family members
(b= .21, p= .0007), child abuse experience (b= .28, p= .01), misbehaving peers
(b= .09, p < .0001) and religious affiliation (b= -.21, p= .04) were significant
predictors of adolescent substance symptoms (R2= .45, N=384, Model F =
60.17).  On the other hand, the cultural variables were not significant.  The
findings were consistent with social ecological theory in that the environmental
risk factors were associated with adolescent substance problems.  Therefore,
negative effects on the family and peers on adolescent substance abuse or
dependence symptoms should be assessed for and incorporated into
intervention and prevention plans.  Religious affiliation appears helpful, but it
did not mediate or moderate between the risk factors and substance symptoms.
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E. Yu, K. Williams, V. Dhopesh, K. Lynch and C.P. O’Brien, University of
Pennsylvania and Philadelphia VA Medical Center, Philadelphia, PA

AN IN-PATIENT, DOUBLE-BLIND, PLACEBO-CONTROLLED, EVALUATION OF
THE ABUSE LIABILITY OF VALIUM, XANAX IR AND XANAX XR

This is a pilot study to compare the abuse liability of Xanax IR (alprazolam,
immediate release) 2 mg, Xanax XR (alprazolam, extended release) 2 mg,
Valium (diazepam) 20 mg and placebo. There is controversy as to the abuse
potential of especially Xanax XR and this pilot study is to compare the relative
abuse potential of these medications as compared to placebo.  The duration of
this study was approximately 13 days in a locked in-patient unit at the
Philadelphia Veterans Affairs Medical Center. A total of 10 subjects were
recruited for this pilot study from male and female veterans and non-veterans
with a history of benzodiazepine dependence or abuse presenting for treatment
to the Philadelphia VAMC.  These subjects were detoxified and medically
stable prior to study entry. All test medications were prepared in identically
appearing capsules by the Research Pharmacy.  Each subject  received each
treatment in a random order, latin square, double-blind fashion with at least 48
hours between treatments.  The test intervals for the drug effects testing on the
day of treatment were at 0 minutes (pre-test), 30 min., 60 min., 120 min. and
240 min. post administration of test medications.  During the drug effects
testing the subjects were assessed for: The Profile of Mood States (POMS),
Addiction Research Center Inventory (ARCI) Scales, Likert Scale to access
pleasurable drug effects (Euphoria)  (0 to 100 mm), Estimated Street Value in
Dollars (the subject is will to pay), and Vital Signs (sitting).  The initial
preliminary analysis shows that there is some suggestion that the Xanax XR has
a smaller increase in the ARCI score than Xanax IR, Valuim or placebo at 30
min. and at 60 mins. post study medication administration.
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V. Yuferov, D.A. Nielsen, S. Hu, P.K. Peterson and M.J. Kreek, The
Rockefeller University, New York, NY and University of Minnesota Medical
School, Minneapolis, MN

REGULATION OF GENE EXPRESSION IN MICROGLIA BY COCAINE VERSUS
INTERFERON TREATMENT

Microglia, the resident macrophages of the CNS, regulate immune and
inflammatory processes. Cocaine treatment promotes HIV-1 expression in
microglia, the only brain cells that support HIV-1 infection. However,
microglial response to cocaine, and cocaine’s effects on HIV-1 infection,
remain poorly understood. This study examined alterations in gene expression
in primary human microglia following treatment with cocaine (10-6 and 10-8
M) for 1, 8 and 24 h, and IFN-gamma (200 U/ml) (a cytokine known to
potently activate macrophages) for 8 h, using Affymetrix Human Genome
U133A arrays (21,000 genes) in duplicate. The data generated by MAS 5.0 was
analyzed using GeneSpring 7. Genes with more or less than 1.4-fold regulation
(up or down) and significant at the p<0.05 level (ANOVA T-test) were
considered regulated by cocaine or IFN. Cocaine at 10-6 M up-regulated up to
62 genes and down-regulated up to 65 genes depending on the time point
examined. A lower dose of 10-8 M cocaine led to an increased number of up-
regulated genes at all time points. At 24 h, 156 genes were up-regulated by 10-8
M cocaine. These include the Toll-like receptor 4 (TLR4), its ligand, heat shock
protein 70kDa (HSPA8), its downstream signaling protein, TANK-binding
kinase 1 (TBK1), as well as the retinoic acid receptor responder (tazarotene
induced) 1, RARRES1, and the glutamate transporter, SLCA3. Intriguingly,
repeated cocaine in rats produced an increased number of down-regulated genes
compared to acute cocaine treatment (Yuferov et al., 2003). In contrast, the
number of down-regulated genes in microglia decreased with time of cocaine
treatment. As anticipated, a more robust response to IFN than to cocaine
treatment was observed. IFN treatment resulted in a more than 1.4-fold increase
in expression of 501 genes and a decrease in expression of 782 genes. Twenty-
five genes were inversely regulated by INF as compared to cocaine treatment.
Hence, cocaine effects gene expression in microglia which could alter their
functional properties. Support: NIH-NIDA DA-P60-05130, DA-00049, and
12848 to M.J.K., and DA09924 to P.K.P.
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S.L. Zack, S. Nemes, J. Hoffman, J. Weil, L. Hess, E. Moolchan, Danya
International, Inc., Silver Spring, MD and NIH/NIDA Intramural Research
Program, Baltimore, MD

ADOLESCENT SMOKING CESSATION ESCAPING NICOTINE AND TOBACCO
(ASCENT): EVALUATION OF A SCHOOL-BASED TEEN TOBACCO-
CESSATION PROGRAM

Although smoking prevalence has decreased among adolescents, more than 28
% of high school students continue to smoke. Many teens have tried quitting
smoking at least once during their high school years but have been unsuccessful
in their attempts. Therefore, the goal of this study was to develop and evaluate
an innovative and promising tobacco cessation program for youth. With
feedback from consultants and a teen tobacco ask force, DANYA International,
Inc created the ASCENT program, a developmentally-appropriate, multifaceted
smoking cessation intervention based on cognitive theory for teens ages 14-18
years.  The complete intervention package includes a Facilitator’s guide, Teen
workbook, Facilitator’s video, pocket diary, youth video titled The Last Drag,
support guide for parents, and Teenquit, a support Website. The intervention
and its’ support materials have been published by Hazelden Publishing and
Educational Services. The research team hypothesized that, compared to the
control group, teens in the experimental group would smoke less, have a higher
quit rate, report greater progression through the Stages of Change, demonstrate
broader knowledge about smoking, and report firmer intentions to quit
smoking. A sample of 125 students enrolled in the school-based evaluation. Of
the total baseline sample, 84 percent (105) completed the 12-month follow-up.
Of these, 61 subjects participated in the ASCENT program (treatment), and 44
subjects did not receive any treatment (comparison). The treatment consisted of
a six-session curriculum, with accompanying video and workbook materials.
Key differences between groups at the 12-month follow-up included greater
reduction in daily smoking (67% vs. 42%, p<.05) and fewer feelings of anxiety
and nervousness (17% vs. 41%, p<.001). The ASCENT program appears to be
effective in helping youth quit smoking; reduce daily smoking, and the number
of cigarettes smoked per day.
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J.P. Zacny, University of Chicago, Chicago, IL

PROFILING THE SUBJECTIVE, PSYCHOMOTOR, AND PHYSIOLOGICAL
EFFECTS OF TRAMADOL IN RECREATIONAL
DRUG USERS

Tramadol is a mu opioid agonist that also inhibits the reuptake of noradrenaline
and serotonin. Because non-medical use of prescription opioids, including
tramadol, has increased in the U.S. over the last several years, we sought to
profile its subjective, psychomotor, and physiological effects in recreational
drug users. Twenty-two subjects received placebo, 50 or 100 mg tramadol,
morphine, or 2 mg lorazepam in a randomized, crossover, double-blind design.
The last 12 subjects in the study received 25 mg morphine, a dose that is
putatively equianalgesic to 100 mg tramadol. In these subjects, morphine
induced miosis and several other mu agonist subjective effects; 100 mg
tramadol increased “feel drug effect” and drug liking ratings, and decreased
pupil size, but the miotic effect was not statistically significant. When the
placebo, tramadol, and lorazepam data from all 22 subjects were analyzed, 100
mg tramadol induced miosis, and several subjective effects were increased
significantly, including ratings of drug liking and “want to take again.”
Lorazepam, but not tramadol, impaired psychomotor performance. The present
results indicating that a clinically-prescribed dose of tramadol has abuse
liability-related effects in recreational drug users suggest the need for further
abuse liability testing of this compound in opioid abusers.
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M. Zalman, E.D. Kramer and C. Wright IV, Purdue Pharma L.P.,  Stamford, CT

METHODS FOR RETROSPECTIVE ANALYSIS OF ABUSE OF STUDY
MEDICATION IN CLINICAL TRIALS

Introduction: One goal of risk assessment of products in clinical development is
to estimate the relative desirability for abuse of the product.  A method of
retrospective analysis was developed appropriate for completed or partially
completed development programs.  Methods: Records of pain patients enrolled
in PalladoneTM (extended-release hydromorphone [HHER]) Capsules clinical
studies were retrospectively assessed for incidents of potential abuse of study
medications.  Sources of data included drug accountability records, protocol
deviations and violations, information on study discontinuation and adverse
events.  Results: The majority of medication compliance events were one-time
issues involving failure to return small amounts of unused medication and a few
episodes of lost medications.  A smaller number of compliance cases involved
failure to account for significant amounts of study medication or involved
multiple occurrences of noncompliance for a given individual.  These were
considered ambiguous medication handling events and were further
investigated.  In 2 placebo-controlled studies, 8 of the 381 patients enrolled had
ambiguous medication handling events (2.1%), 3 of which were determined to
be possible abuse (3/381, 0.79%).  In 2 active-controlled studies, 2 cases in the
344 patients enrolled were determined to be possible abuse (0.58%).  The drugs
involved in the possible cases of abuse across the studies were HHIR
(immediate-release hydromorphone) and placebo in 1 case, HHIR alone in 1
case, both HHIR and HHER in 1 case, and HHER alone in 2 cases.
Conclusion: Retrospective analysis of relative vulnerability to abuse using
ambiguous medication handling events determined from multiple data sources
in completed trials is possible.  The observed potential abuse rate for
medications of known desirability (<1%) is comparable to that seen with
prospective investigations and from retrospective analysis of abuse in other
clinical trials.  The observed frequencies suggest that estimations of relative
rates of abuse should only be undertaken for large trials or integrated datasets
involving multiple trials.
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M.J. Zarza, Behavioral Assessment Inc. Santa Monica, CA, and  El Centro-
Catholic Charities, Trenton, NJ

SUBSTANCE USE AND OTHER RISK FACTORS RELATED TO INTERPERSONAL
VIOLENCE TOWARDS LATINA IMMIGRANTS: RECOMMENDATIONS TO
IMPROVE TREATMENT PROGRAMS FOR PERPETRATORS

Recent studies on Male Towards Female Intimate Partner Violence (MFIPV)
among Latinos reveal that alcohol, child abuse, impulsivity and poverty are
significant factors to explain MFIPV. Intervention programs for Latino
perpetrators in New Jersey are scarce and based on healing trauma and anger
management components that are originally designed for other groups.
Methods:74 Latina immigrants victims of MFIPV participated in this cross-
sectional study. Variables and measurements were structured in: 1)
Demographic factors, 2) Substance use, 3) Type and severity of MFIPV, 4)
Perpetrator’s lack of control; and 5) History of abuse in childhood. Procedure:
The NJ Department of Community Affairs facilitated contact with Hispanic
CBOs and victims organizations. Participants completed the questionnaires
individually. Victims under imminent risk or living in shelters were excluded
from the study. Descriptive, frequency, and bivariate correlation analysis were
conducted. In addition, a linear regression analysis was performed for three
dependent variables (emotional, physical and sexual abuse) and the independent
variables of alcohol use, child abuse and lack of control in perpetrators. Results
are consistent with other studies. Most perpetrators (73%) use alcohol weekly
and 32% use other drugs.  Frequent use of alcohol is positively related to the
use of marihuana and cocaine. Most perpetrators (93%) have a history of
violence in their childhood and 72.2% loose control often. These variables
show significant positive associations to MFIPV. Results on the regression
analysis show how the use of alcohol and the lack of control are the most
important variables to explain MFIPV. Perpetrator’s experienced abuse in
childhood, although related to their violent behavior, seems to be less powerful
to predict physical and sexual abuse. Conclusions stress the importance of
considering substance use, impulsivity and history of violence when designing
MFIPV intervention programs with Latinos. Education on intergenerational
transmission of violence is also an important element when working with
Latino perpetrators of MFIPV.
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K.J. Zavela, V. Battistich and K.S. Green, University of Northern Colorado,
Greeley, CO, University of Missouri-St. Louis, St. Louis, MO  and St. Vrain
School District, Boulder, CO

THE COLORADO YOUTH LEADERSHIP PROJECT: A RURAL ADOLESCENT
DRUG PREVENTION PROGRAM

The Colorado Youth Leadership Project (CYLP) was a four-year federally-
funded, U.S.D.H.H.S. Center for Substance Abuse Prevention grant that
involved 299 rural, 7th grade high-risk students (54% Hispanic, 45% White,
58.1% males) with 414 in-school and 364 external-school comparison students.
The program included a daily, semester-long prevention class with the
nationally validated life skills curriculum Project ALERT, academic tutoring,
youth leadership training, adventure challenge, service learning activities and
portfolios. Positive peer role modeling was achieved by including some
students from low-risk environments in the project.
At the conclusion of the program, CYLP students were higher in total
protective factors, especially generalized contentment, social bonding, and
personal competence, than external comparison students. CYLP students
reported lower use of alcohol and marijuana in the last 30 days and how often
they had gotten drunk or used marijuana in the past 12 months. CYLP students
were significantly lower than comparison students in prevalence of cigarette
use (F=3.98, p< .05), and among those who smoked, treatment students smoked
significantly fewer cigarettes than comparison students (F=4.37, p< .05). With
respect to peer influences, CYLP students reported that fewer of their friends
used drugs (F=7.90, p<.01),  fewer of their friends had asked them to use drugs
(F=4.05, p<.05), their friends would try harder to stop them from using drugs
(F=9.69, p<.01), and that they would try harder to stop their friends from using
drugs than comparison students (F =3.68, p<.06). These results indicate that a
multifaceted, interactive drug prevention program that emphasizes personal
competence, team building and academic skills can result in reduced drug use
and improved personal competence.

784

196



CPDD 2005 Annual Meeting, Wyndham Palace, Orlando, FL

L. Zawertailo, L. Cardenas, H. Mayberg and U. Busto, University of Toronto,
Canada

RESPONSE TO ACUTE AMPHETAMINE ADMINISTRATION IN COMORBID
NICOTINE DEPENDENCE AND MAJOR DEPRESSION: SUBJECTIVE REPORTS
AND EFFECTS OF POSITRON EMISSION TOMOGRAPHY

The prevalence of smoking in major depressive disorder (MDD) is up to three
times greater than in the general population. Why this is remains unclear, but is
thought to involve the mesolimbic dopamine system. We hypothesized that
there would be significant differences in striatal dopaminergic function between
smokers and nonsmokers with and without a current diagnosis of MDD
(currently not on antidepressant medication). We measured [11C]-raclopride
(RAC) binding to dopamine D2 receptors using PET, both prior to, and 2-hours
following oral administration of 30 mg d-amphetamine (AMPH), in four
different subject groups: nonsmokers (NS) (n=11); smokers (SM) (n=10); MDD
nonsmokers (MDD-NS) (n=11) and MDD smokers (MDD-SM) (n=9).
Subjective effects of AMPH were measured during the PET scan using visual
analog scales (VAS). Preliminary data analysis (n=6 in each group) shows that
the MDD-SM group has significantly less baseline RAC binding compared to
the NS group (2.70 ± 0.2 vs. 2.90 ± 0.2, p<0.05), indicating a decrease in
striatal D2 receptor population in depressed smokers. AMPH-induced RAC
displacement (% change from baseline) is lower in SM (-10.7±6%) versus NS
(-15.9±4%) (p<0.003), and in MDD-SM (-6.1±5%) versus MDD-NS (-14.8
±5%) (p<0.01), showing that smoker subjects release less dopamine in response
to amphetamine. Concurrent MDD exacerbates this effect. In addition,
subjective effects of AMPH show that VAS drug liking is lower in MDD-SM
(9.8±9.9) versus MDD-NS (31±6.3) (p<0.05), indicating a blunted subjective
response to AMPH that is in keeping with the low striatal dopamine release
seen in this subject group.  These results suggest that co-morbid MDD and
nicotine dependence may adversely affect the dopaminergic system in a way
that either disorder presenting alone does not. Further in-depth analysis of the
complete dataset will be presented to confirm these findings.
Supported by NIH grant DA-13630 (UB) and CIHR Post-Doctoral Fellowship
(LZ).

785

G. Zernig, J.A. Crespo, G. Wakonigg, K. Sturm and A. Saria, Innsbruck
Medical University, Innsbruck, Austria

INJECTION SPEED DOES NOT AFFECT THE REINFORCING EFFECT OF I.V.
MORPHINE IN THE RAT RUNWAY

In a recent survey among intravenous drug users (Zernig et al. 2003,
Pharmacology 68, 49-56), the majority reported that injection speed was not
important when injecting cocaine (57%), heroin (72%), or morphine (73%)
under conditions that guarantee a maximum effect, suggesting that the rate of
rise in the brain concentration of a drug of abuse is less important for its
reinforcing effect and, thus, for its abuse liability, than previously assumed, at
least within the time frame of an intravenous drug injection.  We tested this
hypothesis in an operant runway procedure (Wakonigg et al. 2003,
Psychopharmacology 169, 52-59): Male Sprague Dawley rats were given the
opportunity to run for an i.v. injection of 0.032 – 1 mg/kg morphine (operant
level, saline) administered over 6 s or 150 s.  At both injection speeds,
morphine caused a dose-dependent increase in running speed.  There were,
however, no differences in running speed between the fast and slow injection
condition at any of the tested morphine concentrations, indicating that injection
speed did not affect the reinforcing effect of morphine in this procedure.
Supported by the Austrian Federal Ministry of Science Grant GZ 70.071/2-
Pr/4/2000.
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X. Zhang, W.C. Wetesel, C. Davidson, E.H. Ellinwood and T.H. Lee, Duke
University Medical Center, Durham, NC

REVERSAL OF BEHAVIORAL SENSITIZATION TO COCAINE IS ASSOCIATED
WITH REVERSAL OF ALTERED AMPA GLUR1 SUBUNIT TRAFFICKING

The present study investigated a reversal of established cocaine sensitization
and its possible mechanism in rats by combined treatment with pergolide and
ketanserin. Sprague Dawley rats were injected 7.5 mg/kg s.c. on day 1 for
baseline challenge and split the cocaine rats into the three treatment groups,
then injected with 4 daily cocaine injections (40 mg/kg, s.c.) followed by a 9-
day withdrawal to establish behavioral sensitization. Subsequently, pergolide
(0.1 mg/kg, s.c., or saline) was injected once a day for 5 days; each pergolide
injection was followed 3.5 hours later by either ketanserin (1 mg/kg, s.c.) or
saline (1 ml/kg, s.c.). Animals were tested for cocaine sensitization 9 days after
the last pergolide injection, and sacrificed on the next day for biochemical
subcellular fractionation and Western blot measurements of the GluR1 and its
site-specific phosphorylation (Ser845) levels. Pergolide/ketanserin reversed
established behavioral sensitization. Sensitization was associated with a
decreased total GluR1 level and an increased phosphorylated GluR1 Ser845
level in "LP1" fraction (synaptosomal membrane enriched) and an increased
total GluR1 level in "LP2 (vesicles enriched) in the prefrontal cortex and
accumbens shell. No phosphorylation of GluR1 Ser845 was observed in the
"LP2". Both of the shell and PFC changes were reversed by the combined
pergolide/ketanserin treatment but not by pergolide or ketanserin alone. The
results suggest that pergolide in combination with ketanserin given 3.5 hours
afterwards might reverse both behavioral cocaine sensitization and altered
trafficking of GluR1subunit through reversing the phosphorylation of GluR1
Ser845 in accumbens shell and prefrontal cortex. To the extent that
sensitization plays a role in chronic cocaine abuse, these clinically-available
drugs may be useful in treatment of this disorder.
Supported by NIDA (DA12768).
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X.Y. Zhang, C.N. Haile, T.R. Kosten and T.A. Kosten, Yale University School
of Medicine, West Haven, CT

DISULFIRAM REDUCES COCAINE SELF-ADMINISTRATION AND COCAINE-
INDUCED REINSTATEMENT OF DRUG-SEEKING BEHAVIOR IN RATS

Disulfiram (DS) has shown treatment efficacy for alcohol dependence for many
years.  Several recent clinical trials demonstrate that DS has treatment efficacy
for cocaine addiction unrelated to alcohol ingestion.  Yet, few studies have
examined the effects of DS in animal models of cocaine addiction.  We showed
that DS enhances the development and expression of locomotor sensitization to
cocaine in rats (Haile et al 2003).  These results appear counterintuitive for an
agent that has treatment efficacy for addiction.  Thus, the purpose of the present
study is to test the effects of DS in other animal models of addiction.  We
examined cocaine self-administration under a progressive ratio (PR) schedule
of reinforcement and on drug-induced reinstatement of extinguished cocaine
self-administration behavior.  DS (50-100 mg/kg) dose-dependently decreased
responding for cocaine (0.5 mg/kg/infusion) under the PR schedule (P<0.05).
Examination of the effect of DS (100 mg/kg) on the cocaine dose response
curve (0.125-0.5 mg/kg) revealed significant decreases in responding at the all
doses. After completion of the self-administration experiments responding was
extinguished. Priming injections of cocaine (5-20 mg/kg; IP) alone or combined
with DS (100 mg/kg) were tested for their ability to reinstate extinguished
cocaine-seeking behavior. Cocaine priming induced a dose-dependent
reinstatement of drug seeking. When combined with cocaine, DS produced a
rightward and downward shift in the cocaine dose-response function.  These
findings indicate that DS decreases the reinforcing effects of cocaine and drug-
induced relapse.  In conjunction with our prior study, these results suggest that
an agent that has treatment efficacy in clinical studies may enhance
sensitization but reduces maintenance and reinstatement of cocaine self-
administration in rats.  Support:  VA MIRECC.
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Y. Zhang, S.D. Schlussman, A. Ho, Y. Ishikawa and M.J. Kreek, The
Rockefeller University, New York, NY, and Yokohama City University School
of Medicine, Yokohama, Japan

EFFECT OF TYPE 5 ADENYLYL CYCLASE KNOCKOUT IN COCAINE-INDUCED
CONDITIONED PLACE PREFERENCE AND LOCOMOTOR ACTIVITY IN MICE

The psychomotor effect of cocaine is associated with increases in dopamine
levels in the striatum.  Dopamine activates D1- and D2-like receptors, resulting
in either activation or inhibition of adenylyl cyclase. Type 5 adenylyl cyclase
(AC5) is the dominant isoform expressed in the striatum.  The purpose of this
study was to determine whether AC5 plays an important role in the rewarding
and locomotor stimulating effect of cocaine in a conditioned place preference
paradigm. Cocaine was administered to both AC5 -/- and wild type controls (20
mg/kg, i.p.).  Conditioning sessions were conducted for 30 min immediately
after each injection.  There were 8 sessions, 4 cocaine and 4 saline trials.  Both
AC5 -/- and wild type mice developed conditioned place preference to cocaine.
When mice were retested one month later, time spent in the preferred side
(drug-paired compartment) was not reduced in either AC5 -/- or wild type mice.
Also, both AC5 -/- and wild type mice showed greater locomotor activity in the
conditioning chamber during the 4 cocaine sessions.  However, on the first
conditioning day, AC5 -/- mice showed a lower locomotor response to cocaine
than the wild type controls, p < 0.000001.  Interestingly, on the last
conditioning day, the locomotor response to cocaine of the AC5-/- mice was
equivalent to wild type mice.  Also, AC5 -/- mice showed sensitization to the
locomotor simulating effect of cocaine (p < 0.005).  In contract, wild type
controls did not.  These results suggest that AC5 did not play an important role
in the reinforcing effect of cocaine, but may be involved in the locomotor
response to cocaine. We acknowledge Dr. C. Homcy for facilitating access to
the AC5-/- mice and support of NIH-NIDA P60 DA05130 and KO5 DA00049
(MJK).
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Z. Zhang, D. Gerstein and P. Friedmann, NORC at the University of Chicago,
Washington Office, Washington, DC and Brown Medical School and Rhode
Island Hospital, Providence, RI

PERCEIVED TREATMENT HELPFULNESS AT DISCHARGE AND OVERALL AND
PRIMARY LONG-TERM DRUG USE IMPROVEMENTS AT FOLLOW-UP

One can at relatively modest cost obtain information about how patients in care
or at discharge perceive the magnitude of benefits they have received from an
episode of substance abuse treatment.  How well does such “customer
satisfaction” information capture tangible variations in the quality or quantity of
the clinical services provided--in contrast, for example, to reflecting the degree
of inherent intractability of the patient’s presenting conditions, or general
tendencies to be intransigent versus compliant toward care providers? How well
can such low-cost information predict response to treatment in the longer term
and therefore potentially substitute for collecting post-treatment outcome data
that are intrinsically less prompt and appreciably more difficult and costly to
obtain?  We investigated the relationship between  patients’ self-rated
satisfaction with treatment services during and shortly after treatment with their
drug use outcomes at one year follow-up, using data from the National
Treatment Improvement Evaluation Study, a national panel survey of patients
in 62 methadone, outpatient, short-term residential, and long-term residential
programs.  We found that a favorable evaluation of treatment near the time of
discharge does have a significant positive relationship with drug use outcomes,
independent of the separately measured effects of treatment duration,
counseling intensity, patient adherence to treatment protocols, pre-treatment
drug use patterns, and other characteristics of patients and treatment programs.
However, the predictive utility of this indicator is quite modest. More refined
measures of patient perceptions of treatment helpfulness are certainly to be
desired, but until such better measures are developed and well validated,
evaluators and clinical researchers must continue to carefully measure, collect,
and analyze data on baseline characteristics, treatment process, and post-
treatment outcomes if they are to provide evidence-based rationales for policies
in support of treatment and improvements in clinical practices.
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T. Zhang, C.J. Guo, S.D. Douglas, D.S. Metzger, Y. Li, Y.J. Wang, X. Wang, C.
P. O’Brien and W.Z. Ho, The Children’s Hospital of Philadelphia, and
University of Pennsylvania School of Medicine, Philadelphia, PA

ALCOHOL INHIBITS PRODUCTION OF BETA-CHEMOKINES BY NATURAL
KILLER CELLS

Background:  Natural killer (NK) cells are critical components of host innate
immune response to viral infections including HIV.  We investigated whether
alcohol treatment adversely affects NK cell-mediated noncytotoxic anti-HIV
activity. Methods:  NK cells were incubated in the presence or absence of
alcohol (0.01-0.5%) for 3 h.  The culture supernatants were then harvested and
used to condition the culture media for human peripheral blood monocyte-
derived macrophages (MDM). Beta-chemokine production by NK cells treated
in the presence or absence of alcohol was analyzed using enzyme-linked
immunosorbent assay.  Calcium flux and Western blot assays were used to
analyze the mechanism(s) involved in alcohol action.  HIV Bal strain was used
to infect MDM.  In addition, ADA (macrophage-tropic strain) and murine
leukemia virus (MLV) envelope-pseudotyped HIV infection was carried out in
MDM. Results: Alcohol treatment suppressed NK cells to produce beta-
chemokines (MIP-1alpha and -beta) at both mRNA and protein levels.
Interleukin-2 (IL-2)-induced NF-kappaB activation and calcium flux in the NK
cells treated with alcohol was also inhibited.  In addition, alcohol treatment
reduced the ability of NK cells to response to MIP-1alpha-mediated
chemotoxis.  The supernatants derived from NK cell cultures inhibited HIV
infection of macrophages, while supernatants derived from NK cell cultures
treated with alcohol had diminished anti-HIV activity. Conclusion:  Alcohol,
through the inhibition of IL-2-induced NF-kappaB activation and calcium flux,
suppressed NK cells to produce beta-chemokines. This suppression of beta-
chemokine production was associated with diminished anti-HIV activity of NK
cells.  These data indicate that alcohol may impair the innate immune responses
to HIV mediated by NK cells.
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O.L. Zharikova, S.V. Deshmukh, T.N. Nanovskaya, I.A. Nekhayeva, G.D.V.
Hankins and M.S. Ahmed, University of Texas Medical Branch, Galveston, TX

THE EFFECT OF METHADONE, BUPRENORPHINE AND LEVO-A-
ACETYLMETHADOL ON HUMAN PLACENTAL AROMATASE

Aromatase (CYP19) is a key enzyme in the synthesis of estrogens in human
placenta. Recent data from our laboratory identified aromatase as the major
enzyme responsible for the metabolism of methadone, BUP and LAAM to
EDDP, norBUP and norLAAM, respectively. In addition, placental tissue
retains the three opiates thus forming a concentration gradient with the maternal
circulation.  Methadone and BUP are used in treatment of the pregnant opiate
addict thus raising a question on their effects on aromatase activity in the
conversion of testosterone and 16a-hydroxytestosterone to 17b-estradiol and
estriol, respectively. Microsomal fractions from term placentas were utilized
and HPLC/UV was used to determine the products formed.
Opiates Estradiol formation Ki (µM) Estriol formation Ki
(µM)
Methadone 393±144 53±28
EDDP >2000 161±36
BUP 36±9 6±1
NorBUP             131±39 56±13
LAAM 381±17 12±8
NorLAAM 408±80 167±59
DinorLAAM 178±33 72±12
Data analysis revealed that the opiates and their metabolites are competitive
inhibitors of both substrates with the Ki values cited in the table. It appears that
the parent opiates are more potent inhibitors than their metabolites and all
compounds decreased the formation of estriol more than that of estradiol. These
data is in agreement with clinical reports on the lower levels of estriol in
pregnant women enrolled in methadone treatment programs.  Supported by a
grant from NIDA to M.S.A.
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W. Zhou, F. Zhang, S. Tang, M. Lai and H. Zhu, Ningbo Addiction Research
and Treatment Center, Ningbo, China

OPPOSITE EFFECTS OF ACETYLCHOLINE ENHANCEMENT IN VTA AND
NAC ON DRUG SEEKING ELICITED BY CUES AFTER ABSTINENCE IN A
MODEL OF RELAPSE TO HEROIN IN RATS

The role of ACh in reinforcement and addiction of heroin was not well
understood. The present study was to utilized a heroin relapse model to study
the role of acetylcholine in mediating the heroin seeking after withdrawal in
rats. Nose-poke responding by male Sprague-Dawley rats was reinforced with
intravenous heroin (0.05 mg/kg per infusion, 4 h session daily) under a
variation of progressive ratio schedule of reinforcement. Each trial began with
illumination of a green light in active nose-poke that served as discriminative
cues. Each earned heroin injection was also paired with a 5 s red light and a
house light, the compound light and sound of infusion pump served as the
discrete conditioned cues(CSs). Acute treatment of neostigmine (Neo), an
inhibitor of acetylcholinesterase at large dose altered the primary reinforcement
effects of heroin in self-administration tests. Neo was directly infused i.p. prior
to heroin self-administration for 10 days, the acquisition of self-administration
was not different, but the drug seeking responding decreased after withdrawal.
Infusion of Neo just prior to the test produced a dose-dependent disruption of
heroin-seeking behavior maintained by heroin-paired discriminative or discrete
CSs. Micro-infusion of Neo into the VTA produced the high responding
elicited by  contingent presentation of conditioned cues. In contrast, micro-
infusion of Neo into the NAc prior to the reinstatement test inhibited the
conditioned-cued reinstatement of heroin-seeking behavior. These results
indicate a crucial role for cholinergic innervation in the VTA-NAcc pathway
during the expression of stimulus-reward associations that mediate cue-induced
heroin-seeking behavior(supported by National Basic Research Program of
China (2003CB515404) and National Nature Science Foundation of China
(30100051).
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Y. Zhou, J. Huynh, J. Choi, S.D. Schlussman, J. Adomako-Mensah, A. Ho and
M.J. Kreek, The Rockefeller University, New York, NY

PERSISTENT INCREASES IN RAT HYPOTHALAMIC NEUROPEPTIDE GENE
EXPRESSION WITH HPA HYPOSENSITIVITY TO NALOXONE DURING
WITHDRAWAL FROM CHRONIC ESCALATING-DOSE COCAINE

Central arginine vasopressin (AVP) and proopiomelanocortin (POMC) gene
products (e.g., beta-endorphin) play important roles in regulation of
hypothalamic-pituitary-adrenal (HPA) axis, and thus stress-related anxiogenic
and depressive behaviors.  In the present study, we have examined AVP and
POMC gene expression in hypothalamus and amygdala, and HPA hormonal
levels of male rats, during withdrawal from two different 14-day "binge"
pattern cocaine administration regimens (3 injections at 1-h intervals, i.p.):
steady-dose (45 mg/kg/day) and escalating-dose (90 mg/kg on the last day).
There was no ACTH elevation after 14-day steady-dose cocaine.  In contrast,
there was a 7-fold ACTH increase on day 14 with the escalating-dose regimen.
After 1-day withdrawal from either treatment, there was a modest but
significant increase in HPA hormones, which was still seen after 14-day
withdrawal from escalating-, but not steady-dose regimen.  In hypothalamus, a
persistent increase in AVP and POMC mRNA levels was seen at 1- and 14- day
withdrawal from the escalating-dose regimen.  To study the role of the opioid
systems in cocaine withdrawal effects, we administered a single naloxone
injection (1 mg/kg) that caused an elevated ACTH levels observed 3 h later in
cocaine naïve rats, but it failed to elicit an ACTH response after 14-day
cocaine.  In hypothalamus, naloxone increased AVP and POMC mRNA 24 h
later in cocaine naïve rats, but it did not lead to further increases in cocaine-
withdrawn rats.  Our results suggest that during withdrawal from chronic
escalating-dose cocaine (1) there was a persistent increase in hypothalamic
AVP and POMC gene expression; and (2) hyposensitivity of the HPA axis and
AVP or POMC gene expression to naloxone indicates altered opioidergic tone
at or above the hypothalamic level.  NIDA Center Grant DA-P60-05130 & DA
-00049 (MJK).
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H. Zhou and S.L. Chang, Seton Hall University, South Orange, NJ

MORPHINE’S BIPHASIC EFFECTS ON THE INFLAMMATORY RESPONSE IN
THE BRAIN OF RATS DURING ENDOTOXIN TOLERANCE

One of the immunological responses to a systemic challenge with the
endotoxin, lipopolysaccharide (LPS), is an increase in pro-inflammatory
cytokines in the brain.  Repeated exposure to an endotoxin such as LPS leads to
endotoxin tolerance.  Using both  short- and long-course LPS pretreatment
regimens to induce endotoxin tolerance in rats, we previously reported that
TNF-α, IL-1β, and IL-6 expression still occurs in the brain in response to a
subsequent challenge with LPS (32 mg/kg, i.p.) even when these cytokines are
no longer induced in the periphery, and that this differential cytokine
expression may be mediated by corticosterone, a stress hormone and an anti-
inflammatory agent produced via the hypothalamic-pituitary-adrenal axis.  In
this study, we explored the effects of morphine (20 mg/kg, s.c.) on the
expression of genes encoding certain inflammatory-related cytokines and
interleukins and their receptors in the hypothalamus of animals treated with
either a short- or long-course treatment regimen of LPS.  Using Oligo
GEArray® rat inflammatory cytokine and receptor microarrays, we found that
morphine treatment decreased the mRNA levels of fibroblast growth factor
(FGF)-2, FGF-8, FGF-10, FGFR3, interleukin (IL)-10Ra, IL-6, transforming
growth factor (TGF)-β3, TGFβR2, and TGFβR3 in the hypothalamus of
animals treated with the short-course LPS regimen, but increased the mRNA
levels of these growth factors and cytokines in the hypothalamus of animals
treated with the long-course LPS regimen.  Our studies suggest that morphine
may elicit a biphasic inflammatory response to endotoxin in the brain even in
the endotoxin tolerant state depending on the length and dosage of LPS
exposure.  [This study was partially supported by NIH/NIDA DA 007058
(SLC) and DA016149 (SLC)].
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J. Zhu, M.E. Cain, M.T. Bardo and L.P. Dwoskin, University of Kentucky,
Lexington, KY and Kansas State University, Manhattan, KS

INDIVIDUAL DIFFERENCES IN NICOTINE MODULATION OF THE DOPAMINE
TRANSPORTER IN PREFRONTAL CORTEX AND IN THE LOCOMOTOR
STIMULANT EFFECTS OF NICOTINE

Rats categorized as high responders (HR) based on their activity in an
inescapable novel environment show greater amphetamine-induced locomotor
activity and amphetamine self-administration than low responders (LR; Piazza
et al., 1989; Cain et al., 2004).  Amphetamine releases dopamine (DA) by
reversal of the DA transporter (DAT; Sulzer et al., 1995).   Nicotine also
modulates DAT function via a nicotinic receptor mechanism
(Middleton et al., 2004).  The present study assessed HR and LR rats for
differences in basal DAT function, nicotine modulation of DAT function, and
locomotor response to nicotine. Maximal velocity (Vmax) of [3H]DA uptake in
prefrontal cortex (PFC) was lower in HR than in LR saline-control rats (1.15 ±
0.25 and 2.07 ± 0.29 pmol/min/mg, respectively), with no difference in affinity
(Km; 18.9 ± 5.12 and 17.9 ± 2.25 nM, respectively). Thus, under basal
conditions, DAT function was decreased in HR compared to LR rats.  In HR
rats, acute nicotine (0.8 mg/kg, free base, sc; 30 min post-injection) increased
the Vmax of [3H]DA uptake in PFC compared to saline  (2.29 ± 0.54 and 1.15
± 0.25 pmol/min/mg, respectively), with no change in Km (22.7 ± 3.78 and
18.9 ± 5.12 nM, respectively); however, nicotine did not alter the Vmax in PFC
from LR rats.  No differences in [3H]WIN 35,428 binding in PFC were found,
suggesting that differences in Vmax for DA uptake were not due to differences
in total DAT protein.   In the behavioral experiment, following acute nicotine
(0.8 mg/kg, sc), HR rats showed greater locomotor activity compared to LR
rats.  Thus, HR rats are more sensitive than LR rats to the nicotinic modulation
of DAT in PFC, as well as to the locomotor stimulant effects of nicotine.
Supported by DA05312.
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D. Ziedonis, L. Amass, M. Steinberg, G. Woody, J. Krejci and W. Ling, Robert
Wood Johnson Medical School, Piscataway, NJ, University of Pennsylvania,
Philadelphia, PA, Friends Research Institute, and University of California, Los
Angeles, CA

PREDICTORS OF OUTCOME IN THE NIDA CLINICAL TRIALS NETWORK
RANDOMIZED, MULTICENTER TRIAL OF BUPRENORPHINE-NALOXONE
VERSUS CLONIDINE FOR SHORT-TERM MEDICALLY SUPERVISED
WITHDRAWAL

The need for opioid medical withdrawal treatment is common, and yet there
have been few studies in community settings evaluating pharmacotherapies for
this issue and little is known regarding predictors of outcome. This paper
reports on predictors, mediators and moderators of treatment completion,
attendance and opioid abstinence among 344 opioid dependent men and women
who were prospectively randomized to receive either buprenorphine/naloxone
or clonidine as part of a NIDA Clinical Trials Network open-label 13-day study
of medically-supervised withdrawal in community inpatient or outpatient
settings. These data support a mediational model whereby medication type has
its effect on treatment response, at least partly, through its effects on opioid
withdrawal. Buprenorphine-naloxone’s ability to relieve early withdrawal
symptoms was an important predictor of greater attendance, (B=.094, SE B
= .038, β = -.120, p = .016), greater treatment completion, (OR = .893, 95%
CI: .827 - .964, p = .004), and greater perfect attendance (OR = .896, 95%
CI .830 - .967, p = .005), contributing to the improved outcomes seen in
patients receiving buprenorphine-naloxone relative to clonidine. Inpatient
subjects with lower withdrawal scores at baseline did better than those with
higher withdrawal scores when receiving clonidine. Inpatient subjects with
higher withdrawal scores at baseline did better than those with lower
withdrawal scores when receiving buprenorphine, F(3,309) = 17.03, p<.001).
Withdrawal score severity was not a predictor in the outpatient setting.  No
relationship was detected between treatment success and age, education, history
of imprisonment, being on probation, gender, duration of drug use, education,
employment, or marital status. This study suggests that early withdrawal
severity mediated the relationship between medication type and performance
during inpatient but not outpatient treatment. Other predictive factors will be
presented.
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P. Zimmermann, H.U. Wittche and R. Lieb, Technical University of Dresden,
Dresden, and Max Planck Institute of Psychiatry, Munich, Germany

CONSEQUENCES OF CANNABIS USE: EFFECTS ON PSYCHOSOCIAL
INTEGRATION, MENTAL AND PHYSICAL HEALTH AMONG YOUNG
GERMANS IN A  PROSPECTIVE-LONGITUDINAL INVESTIGATION

Background: To examine in a representative sample of adolescents and young
adults whether cannabis use and cannabis use disorders influence psychosocial
development as well as mental and physical health. Methods: Baseline and
four-year follow-up data from the Early Developmental Stages of
Psychopathology Study (EDSP), a prospective-longitudinal community study
of 2446 adolescents and young adults aged 14-24 years at baseline are used.
Patterns of cannabis use, cannabis use disorders and mental disorders were
assessed with the DSM-IV/M-CIDI (Munich-Composite International
Diagnostic Interview). Life events, stress, and physical health were assessed by
questionnaires (e.g. Münchner Ereignisliste (MEL)). Multiple logistic
regressions controlled for age, gender, sociodemographic factors, antisocial
behavior, alcohol, nicotine, illicit drug use other than cannabis, and baseline
sequelae were performed. Results: Prior cannabis use and cannabis use
disorders were associated with subsequent cumbering housing conditions, a
poor financial situation, and decreased physical effectiveness. Moreover, we
found associations between baseline cannabis use/disorders and increased
negative life events in a range of domains like e.g. “parents/family”, “social
contacts”, and “profession” during follow-up. Cannabis use/disorders at
baseline predicted the onset of mental disorders (MDD, GAD), the onset of
physical pain symptoms (e.g. chest, joints, headache), and were associated with
physical disorders (e.g. bronchitis) during follow-up. Conclusions: Overall,
results suggest that cannabis use disorders may be possibly involved in the
development of numerous impaired psychosocial, mental and physical health
conditions in a population of adolescents and young adults in Germany.
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D. Zolkowska, M.H. Baumann, R.D. Clark and R.B. Rothman, NIH/NIDA
Intramural Research Program, Baltimore, MD

EFFECTS OF ECSTASY (MDMA) ON PLASMA SEROTONIN IN RATS: IN
VIVO AND IN VITRO EVALUATION

Background. Altered regulation of serotonin (5-HT) levels in blood has been
implicated in cardiac and pulmonary disease states. Under physiological
conditions, plasma 5-HT levels are kept low by transporter-mediated 5-HT
uptake into platelets and endothelium, and by 5-HT metabolism to 5-HIAA.
Many abused drugs (e.g. amphetamines) and therapeutic drugs (e.g. fluoxetine)
target 5-HT transporters. Hypothesis. We predicted that abused stimulants, such
as amphetamine and 3,4-methylenedioxymethamphetamine  (MDMA), would
elevate plasma 5-HT levels through a transporter-mediated mechanism.
Methods. Male rats were implanted with indwelling jugular catheters to allow
repeated blood sampling. For in vivo studies, rats received i.v. injection of
saline or test drug, and serial blood samples were withdrawn into chilled tubes.
For in vitro studies, blood from untreated donor rats was withdrawn into tubes
kept at room temperature, and saline or  test drug was added to the blood. In all
cases, microdialysis probes were placed into blood samples and the dialysate
efflux was assayed for 5-HT and 5-HIAA using HPLC-ECD. Results.
Amphetamine and MDMA elicited dose-related elevations in dialysate 5-HT
levels, as determined in vivo (0.3–1 mg/kg) and in vitro (0.3-33 uM). MDMA
was more potent than amphetamine, in agreement with the higher potency of
MDMA at 5-HT transporter sites. The 5-HT reuptake blocker, fluoxetine,
produced increases in dialysate 5-HT that were similar to effects of MDMA.
Conclusions.  Our data suggest that MDMA increases plasma 5-HT by a
transporter-mediated process, but the precise role of uptake blockade versus
substrate-induced release awaits further study. Humans who use MDMA may
be at risk for elevations in plasma 5-HT.
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A. Zuckoff, E. Frank, D. Daley, J. Cornelius, K. Seligman, R. Silowash and K.
Shear, University of Pittsburgh School of Medicine, Pittsburgh, PA

COMPLICATED GRIEF TREATMENT FOR PERSONS WITH SUBSTANCE USE
DISORDERS: A PILOT STUDY

Empirically supported treatments for co-occurring complicated grief and
substance use disorders are lacking. We conducted an open prospective pilot
study of an outpatient, 24-session individual Complicated Grief and Substance
Use Treatment. This manual-guided psychotherapy integrates motivational
interviewing, emotion management, and communication skills into our
treatment for complicated grief. We hypothesized that at post-treatment,
participants would display significant reductions in grief, substance use, and
depression symptoms as compared with their pretreatment condition. 9 women
and 7 men who were bereaved ≥6 months, scored ≥30 on the Inventory of
Complicated Grief (ICG), and met DSM-IV criteria for a substance use disorder
(previous 6 months) were assessed and attended at least 1 therapy session.
Participants were 42.3 years old (SD=9.8, range=25-57), 50% Black / 44%
White. 7 were grieving violent and 9 were grieving nonviolent deaths. Mean
time since the death was 9.8 years (SD=9.7, range=0.7-31.7 years). A higher
proportion of women than men (67% vs. 29%) and those grieving violent vs.
nonviolent deaths (71% vs. 33%) did not complete the treatment. At post-
treatment, mean ICG reductions were 30.9 (SD=15.4, p=0.008) for completers
and 15.3 (SD=19.7, p=0.011) in the intent-to-treat analysis (IT), with effect
sizes (Cohen’s d) of 2.01 and 0.78. Mean BDI reductions were 15.5 (SD=5.5,
p=0.008) for completers and 7.9 (SD=10.0, p=0.009) in IT, with effect sizes of
2.82 and 0.79. Timeline Followback Percent Days Abstinent increased 26.5 in
completers              (SD=29.8, p=0.039) and 20.4 in IT (SD=43.4, p=0.044),
with effect sizes of 0.89 and 0.47. Grief and depression outcomes were
comparable to those obtained in a pilot study with patients without substance
use disorders (Shear et al, 2001). Complicated Grief and Substance Use
Treatment is a promising intervention that merits testing in a controlled trial.
Supported by NIMH grants R01 MH60783-01A1 and 5P30 MH030915-28, and
NIDA supplement MH60783-02.
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MAGNETIC RESONANCE STUDIES OF UNANESTHETIZED SQUIRREL
MONKEYS AT 3T

Squirrel monkeys, commonly used in behavioral pharmacology research, have
been sparingly used in magnetic resonance (MR) research. Typically, animal
MR imaging (MRI) and spectroscopy (MRS) studies are carried out under
anesthesia to eliminate motion artifacts. However, anesthesia precludes studies
of behaving animals and introduces drug interaction confounds into
pharmacological experiments. Thus, this study was conducted to evaluate
feasibility of acquiring MRI/S data in awake squirrel monkeys. An MRI-
compatible chair was designed with a customized neck yoke and adjustable
restraining plates to seat monkeys comfortably yet limit head movement. Next,
3 squirrel monkeys were trained to sit in the chair quietly in a darkened
chamber during 1-2 hr daily sessions. During training, monkeys were exposed
to visual and audible stimuli that occur during imaging. Imaging sessions began
when monkeys were acclimated to the chair and stimuli, as indicated by
behavioral and cardiovascular endpoints. MRI/S was conducted on a 3 Tesla
Siemens Trio scanner using the body coil for transmission and a custom-made
3-inch surface coil that encircled the head for reception. Excellent MR images
and proton spectra from cerebellum (0.5cc voxels) were acquired. N-
acetylaspartate/creatine (NAA/Cr) and choline/creatine (Cho/Cr) metabolite
ratios were 1.40+/-0.05 and 0.54+/-0.06, respectively. Though squirrel monkey
MRS data have not been reported previously, our NAA/Cr ratio is comparable
to that in humans whereas our Cho/Cr ratio is somewhat lower.
Glutamate/glutamine (Glx) was clearly detectable at a temporal resolution of 3
min per data point. High spatial resolution T2 maps were acquired taking ~5
minutes per set. These data suggest that it is feasible to acquire high-quality
MRI/S data from awake, seated monkeys with reasonable temporal and spatial
resolution. This capability may be very useful for addiction research using both
imaging and behavioral endpoints.

Supported by grants DA09448, DA014674, DA07252, DA03774, DA14013, &
DA017324
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