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traditional territories of the Musqueam, Squamish and Tsleil-
Waututh peoples.
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Mitigating Potential Bias

« The Guidelines International Network’s Principals for
Disclosure of Interests and Management of Conflicts were
used to ensure the guidelines met international standards for
transparency, high quality and methodological rigour

 Intoday’s talk, it should be appreciated that | was co-chair of
the guideline that itself represents a conflict though the
presentation today is based on my own views









Learning Objectives

e Demonstrate increased awareness of evidence-based
interventions for the clinical management of AUD

« Understand the difference between evidence-based
and common non-evidence-based interventions

« Will be focussing on an EBM and a “what | would
want to know” perspective rather than other

perspectives






Naltrexone Acamprosate
(reduction of heavy

drinking)

“What about all the other medications
commonly prescribed?”

(Abstinence)
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ORIGINAL ARTICLES

Remission of Psychiatric Symptoms Among Drug Misusers
After Drug Dependence Treatment

Michael Gossop, PhD, John Marsden, PhD, and Duncan Stewart, PhD

Abstract: The study investigates changes in psychiatric symptoms
after drug dependence freatment, and relationships between pretreat-
ment problems, illicit drug use, treatment retention, and changes in
psychiatric symptoms. The sample comprised 662 drug-dependent
adults recruited at admission to treatment i residential rehabilitation
programs (15 agencies) or outpatient methadone treatment (16 metha-
done maintenance programs and 15 methadone reduction programs).
Using a longitudinal, prospective cohort design, data were collected
by structured mterviews at intake to treatment and at |-month and

delivery (Dixon et al., 1997; Havassy et al., 2004; Kessler et al.,
1999; Schuckit and Hesselbrock, 1994).

A number of studies have reported worse substance use
outcomes among patients with comorbid psychiatric disor-
ders (Brown et al., 1998; Compton et al., 2003; Kosten et al.,
1986; Rounsaville et al., 1982, 1987). What is less well
understood is the precise manner in which substance misuse
problems covary with psychiatric disorders. The etiology and
relancmshlp of psychiatric disorders with drug dependence
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Remission of Psychiatric Symptoms with
Addictions Treatment

Source: Gossop et al., J Nervous Mental Disease 2006
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Several common justifications that contribute to
polypharmacy (i.e. what | previously taught)

o Effective pharmacotherapies for concurrent disorders are
critical to improve AUD treatment outcomes

e This may be particularly true among poly-substance use
users (e.g. nicotine, cannabis, cocaine)

e Medications should be prescribed for a several months as a
therapeutic trial given low risk if found to be ineffective

e Combining pharmacotherapy with psychosocial treatments
(e.g. relapse prevention training, CBT, etc) is most effective



A Couple of Problems with this with
SSRI and Antipsychotics in AUD

SSRI and antipsychotics are not particularly effective for
treating most mental health symptoms such as
depression and anxiety in those with AUD.



Meta-analysis #1



Meta-analysis #2



Meta-analysis #3



Meta-analysis #4*




Meta-analysis #4*
























What about dopamine antagonists?



|:] META-ANALYSIS

Antipsychotics for Primary Alcohol Dependence:
A Systematic Review and Meta-Analysis

of Placebo-Controlled Trials

Taro Kishi, MD, PhD; Serge Sevy, MD, MBA; Raja Chekuri, MD, MPH; and Christoph U. Correll, MD

ABSTRACT

Objective: We sought to meta-analytically assess the utility of
antipsychotics in patients with primary alcohol dependence.

Data Sources: We searched PubMed, Cochrane Library, and

PsycINFO without language restrictions from database inception until
December 2012, using the following keywords: (randomized, random,
OR randomly) AND (placebo) AND (alcohol dependence) AND (neuroleptic
OR antipsychotic OR antidopaminergic OR the names of 34 individual
antipsychotics).

Study Selection: Included in this study were randomized, placebo-
controlled trials of antipsychotics lasting = 2 weeks in patients with
primary alcohol dependence and without schizophrenia or bipolar
disorder.

Data Extraction: Two independent evaluators extracted data.
Standardized mean difference (SMD), risk ratio (RR), and numbers
needed to harm (NNH) +95% confidence intervals (Cls) were calculated.

Results: Across 13 double-blind studies, 1,593 patients were randomly
assigned to one of the following: amisulpride (1 study, n=37), aripiprazole
(2 studies, n=163), flupenthixol decanoate (1 study, n=142), olanzapine
(2 studies, n=62), quetiapine (4 studies, n=174), tiapride (3 studies,
n=212), or placebo (13 studies, n=803). Neither pooled nor individual
antipsychotics outperformed placebo regarding relapse prevention
(nooled RR=1.05 [95% CI. 0.95 to 1.16]. P= 38. 9 studies. n=1.405)

Alcohol is the most common cause of substance
abuse and dependence worldwide."? Alcohol
dependence is a chronic disorder with high risk of
relapses, progressive worsening, co-occurring psy-
chiatric and neurologic disorders, and medical
complications, such as liver cirrhosis, cardiovascular
diseases, and cancer.'~® Alcohol dependence is respon-
sible for 4% of global deaths.>~ In the United States,
excessive alcohol consumption is associated with
approximately 75,000 deaths per year and accounts
for approximately 40% of all deaths related to traffic
accidents.>> Excessive alcohol consumption is also
associated with major cost to society due to violence,
lost productivity, and health care expenditure. Alcohol
dependence contributes to a wide range of social
problems, including family disruption and loss of
work productivity.®’

The treatment for alcohol dependence includes
pharmacotherapy, psychotherapy, and self-help groups
such as Alcoholics Anonymous, which are frequently
administered in combination. Disulfiram, naltrexone,
and acamprosate, but not antipsychotics, have US
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A Couple of Problems with this with
SSRI and Antipsychotics

SSRI and antipsychotics are not effective for treating
mental health symptoms in those with AUD.

While often unseen elsewhere in medicine, the research
supporting routine SSRI use is questioned in EBM circles






















A Couple of Problems with this with
SSRI and Antipsychotics

SSRI and antipsychotics are not effective for treating
mental health symptoms in those with AUD

While often unseen elsewhere in medicine, the research
supporting routine SSRI use is questioned in EBM circles

SSRI and antipsychotics have an under-appreciated
adverse event profile in persons seeking help for AUD*
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Ninety-three cases of alcohol dependence
following SSRI treatment

Louise Brookwell?, Carys Hogan?, David Healy®* and Derelie Mangin®

aNorth Wales Department of Psychological Medicine, Bangor, Wales, UK
®David Braley & Nancy Gordon Chair of Family Medicine, Department of Family Medicine, McMaster
University, ON, Canada

Received 12 February 2014
Accepted 9 March 2014

Abstract.

BACKGROUND: There have been recent reports linking serotonin reuptake inhibitor use with increased alcohol consumption.
A syndrome of alcoholism precipitated by a common treatment has clear implications for both research and treatment if it is a
common phenomenon.

OBJECTIVE: To explore the profile of people affected, and drugs that might trigger the syndrome.

METHODS: We have selected reports to RxISK.org reporting the problem and cases linked to a blog posting outlining the
syndrome and mined these for data on age, gender, drug of use, pattern of outcome on treatment, and impact of the problem.
RESULTS: The data make it clear that all treatments with significant effects on the serotonin reuptake system are likely to cause
this problem. Both sexes, and all ages are affected and reports have come from a range of countries. While stopping treatment
can lead to the problem clearing, a failure to stop can result in death.

CONCLUSIONS: SSRI induced alcoholism is likely to be a relatively common problem. Recognizing the problem can lead to
a gratifying cure. A failure to recognize it can be fatal.
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June 1996

A Placebo-Controlled, Double-Blind Study of Fluoxetine
in Severe Alcohol Dependence: Adjunctive
Pharmacotherapy During and After Inpatient
Treatment

David |. Kabel and Frederick Petty

Twenty-eight male patients with severe alcohol dependence (mean
pretreatment consumption of 18.6 standard drinks per day) com-
pleted a placebo-controlled, double-blind clinical trial of fluoxetine
(60 mg/day). They were assigned to medication group in the second
of 4 weeks on a voluntary inpatient chemical dependency ward and
continued medication during a 12-week follow-up phase. Fluoxetine
did notreduce clinically significant relapse rates: only 8 of 15 (53%) of
fluoxetine subjects remained sober at 12 weeks, compared with 9 of
13 (69%) of the placebo group (Fisher's exact test, p = 0.46). Subjects
with comorbid cocaine dependence relapsed more than twice as
often (3 of 4, 75%) as those with alcohol dependence alone (8 of 24,
33%), aithough this trend did not reach statistical significance be-
cause of the small number of dually dependent subjects (Mann Whit-
ney U test = 68, p = 0.13). Supportive living arrangements after hos-
pital discharge did reduce relapse rates: 8 of 9 subjects (89%)
discharged to a Veterans Affairs domiciliary were sober at 12 weeks,
compared with 9 of 19 (47%) subjects discharged back to the com-
munity (Mann-Whitney U test = 125, p = 0.02). Fluoxetine-treated
subjects who remained sober at 12 weeks reported a significant
decrease in mean subjective alcohol craving scores from 2.9 to 0.7
on a 10-point scale (t = 2.828, p = 0.02). In summary, fluoxetine did
not reduce clinical relapse rates in this sample of male severe alco-
holics without other axis | disorders who completed 4 weeks of in-
patient alcoholism treatment.

Key Words: Alcoholism, Fluoxetine, Selective Serotonin Reuptake
Inhibitors.

lopram, the 5-HT,, agonist buspirone, the S5-HT;
antagonist ondansetron, and the 5-HT,/5-HT, antagonist
ritanserin.>®

Serotonergic agents such as SSRI can also reduce alcohol
consumption in humans. Three SSRI not available com-
mercially in the United States (zimelidine, citalopram, and
viqualine) have been shown to reduce alcohol intake sig-
nificantly in nondepressed, outpatient alcohol abusers.” '
Ritanserin and ondansetron in small trials have also shown
the ability to decrease alcohol intake in alcoholics.'!'
Naranjo et al.'* reported that fluoxetine (60 mg/day) pro-
duced a significant 17% decrease from baseline total and
mean daily alcoholic drinks in outpatient alcohol abusers.

Gorelick and Paredes'® treated alcohol-dependent inpa-
tients with fluoxetine (up to 80 mg/day) in a fixed-interval
drinking decision procedure. The fluoxetine group had a
significant but transient 14% decrease in mean daily alco-
hol consumption and an associatcd decrease in alcohol
craving in the first of four treatment weeks only. Fluox-
etine-treated subjects returned an unfinished drink signifi-
cantly more often than controls, suggesting that SSRI may
nraduce a taste aversion to aleahol in humans. as thev do in
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Fig. 1. Proportion of subjects sober-(not clinically relapsed) over follow-up
phase, by drug group. O - -~ O, Placebo (n = 13); ®——@, drug (n = 15).
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Fluoxetine Treatment Seems to Reduce the Beneficial
Effects of Cognitive-Behavioral Therapy in Type B
Alcoholics

Henry R. Kranzler, Joseph A. Burleson, Joseph Brown, and Thomas F. Babor

Objective: The aim of this study was to test the hypothesls that
because of abnormalities in serotonergic.n 2

may underlie craving and impulsive b havlor, ﬂuoxetlne treatment
differentially affects drinking among typpe B alcoholics, who are char-
acterized by high levels of both premorpid vulnerability and alcohol-
related problems. Methods: Using a k-fneans clustering procedure,
alcohol-dependent subjects from a plagebo-controlled trial of fluox-
etine were grouped into low-risk/severty (type A: n = 60) and high-
risk/severity (type B: n = 35) groups. Mliltivariate analysis of covari-
ance (with pretreatment measures a} covariates) evaluated the
effects of Alcoholic Subtype, Medicatioh Group, Treatment Comple-
tion, and their interactions on measure$ of drinking, both during the
12-week treatment period and a 6-mongth follow-up period. Results:
Although there were no main effects of Alcoholic Subtype or Medi-
cation Group, subjects who completed the treatment trial showed
significantly better drinking-related outcomes. There was also an
interaction of Alcoholic Subtype by Melication Group during treat-
ment. Among type B subjects, fluoxptine treatment resuited in

and natural hlstory, an lmphclt assumptlon of typologlcal

the 1dent1flcatxon of dlfferentlally effectlve therapeutlc ap-
proaches. In the present study, it was expected that an
empirically derived typology based on the traditional defin-
ing characteristics of alcoholism offered the best prospects
of identifying matching effects, especially in relation to
treatment interventions assumed to operate on the biolog-
ical substrate of different forms of alcoholism.

Several investigators have examined biological aspects of
alcoholic subtypes. Buydens-Branchey et al.®> found that,
among alcoholics who had onset of their disorder before
age 20, a measure of central serotonergic activity varied
inversely with measures of depression and aggressivity.*
Renkelfat et al.% found that administration of m-chloroohe-










A Double-Blind, Randomized Trial of Sertraline for
Alcohol Dependence

Moderation by Age of Onset and 5-Hydroxytryptamine Transporter-Linked
Promoter Region Genotype

Henry R. Kranzler, MD, *1 Stephen Armeli, PhD,} Howard Tennen, PhD,§ Jonathan Covault, MD, PhD,*
Richard Feinn, PhD,* Albert J. Arias, MD,* Helen Pettinati, PhD,/| and Cheryl Oncken, MDY

Abstract: Late-onset/low-vulnerability alcoholics (LOAs) appear to
drink less when treated with a selective serotonin reuptake inhibitor than
placebo, whereas early-onset/high-vulnerability alcoholics (EOAs) show
the opposite effect. We conducted a 12-week, parallel-group, placebo-
controlled trial of the efficacy of sertraline in alcohol dependence (AD).
We compared the effects in LOAs versus EOAs and examined the
moderating effects of a functional polymorphism in the serotonin
transporter gene. Patients (N = 134, 80.6% male, 34.3% EOAs) with
Diagnostic and Statistical Manual of Mental Disorders-IV AD received
up to 200 mg of sertraline (n = 63) or placebo (n = 71) daily. We used

(J Clin Psychopharmacol 2011;31: 22-30)

Ithough increasing serotonin (5-hydroxytryptamine [S-HT])

consistently reduces drinking in preclinical models," sero-
tonergic agonists have yielded limited and inconsistent effects
on drinking in humans.?~> Efforts to subtype alcoholics may help
reduce this inconsistency. For example, in patients with an ear-
lier onset of alcoholism and high levels of both premorbid and
alcohol-related problems (i.e., type B alcoholics®), fluoxetine
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What about Trazodone?






Advocacy for Trazodone?









“Nefazodone is a analogue of trazodone of which m-CPP is a psychoactive
metabolite”













What about polysubstance users?*












Fluoxetine, Smoking, and History of Major Depression:
A Randomized Controlled Trial

Bonnie Spring Neal Doran
University of Illinois at Chicago, Edward Hines Jr. Veterans University of Illinois at Chicago
Affairs Hospital, and Northwestern University

Sherry Pagoto and Dennis McChargue Jessica Werth Cook and Katherine Bailey
University of Illinois at Chicago and Edward Hines Jr. Veterans University of Illinois at Chicago
Affairs Hospital

John Crayton Donald Hedeker
Edward Hines Jr. Veterans Affairs Hospital University of Illinois at Chicago

The study was a randomized placebo-controlled trial testing whether fluoxetine selectively enhances
cessation for smokers with a history of depression. Euthymic smokers with (H+, n = 109) or without
(H—, n = 138) a history of major depression received 60 mg fluoxetine or placebo plus group behavioral
quit-smoking treatment for 12 weeks. Fluoxetine initially enhanced cessation for H+ smokers (p = .02)
but subsequently impaired cessation regardless of depressive history. Six months after quit date,

fluoxetine-treated participants were 3.3 times more likely to be smoking (p = .02). Further research is
warranied (o determine why DIgn-dose TlUoXeline produces continuing ellects that oppose tobacco

abstinence.

Keywords: tobacco, smoking cessation, depression, fluoxetine, randomized controlled trial












Fluoxetine treatment of cocaine-dependent patients with major
depressive disorder

Joy M. Schmitz *, Patricia Averill, Angela L. Stotts, F. Gerard Moeller,
Howard M. Rhoades, John Grabowski

Department of Psychiatry and Behavioral Sciences, Substance Abuse Research Center, University of Texas Medical School Houston, Houston,
TX 77030, USA

Received 3 May 2000; received in revised form 31 August 2000; accepted 21 September 2000

Abstract

Sixty-eight male and female individuals with both DSM-IV diagnoses of cocaine dependence and major depressive disorder
were randomly assigned to one of two medication conditions (placebo vs. 40 mg per day) as part of a double-blind,
placebo-controlled clinical efficacy trial of fluoxetine for the treatment of this dual diagnosis. During the 12-week outpatient
treatment phase all participants also received individual cognitive-behavioral psychotherapy targeting both cocaine use and
depression. Depressive symptoms remitted as a function of time in treatment, with no significant medication effects found. Fewer
cocaine positive urines were found during the first 6 weeks of treatment in the placebo group compared with the 40-mg group.
Cocalne use and depressive symptoms during treatment were significantly correlated. Lhe findings fail to support the role of
fluoxetine for treatment of cocaine use and depression in dually-diagnosed patients. © 2001 Elsevier Science Ireland Ltd. All rights
reserved.




Review conclusions regarding SSRI

SSRI treated patients more likely to have
adverse events vs placebo

SSRI treated patients more likely to drop
out of treatment vs placebo (including in
trials where psychotherapy was offered)
Finding held in studies in Opioid Use
Disorder trials









treatment effects in BD. Eggers regression test indicated
significant publication bias (P = 0.02).







NIH RePORT ) RePORTER

Search Results > Project Details

< Back to Search Results Predicting Alcoholics' Treatment Responses to an SSRI
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Search Results > Project Details

< Back to Search Results Predicting Alcoholics' Treatment Responses to an SSRI

* The 5S-HTTLPR did not broadly predict which AD
individuals would respond to a trial of citalopram to promote
reductions in drinking

= These results differ to some extent from the findings of
Kranzler et al.! and Pettinati et al.’ by demonstrating that a

patient’s drinking goal, and not alcoholism typology per se,
may influence treatment response to SSRIs

= Participants whose goal it was to abstain from drinking
tended to have fewer days abstinent on citalopram compared
with placebo

Poster presented at the 33 Annual RSA Scientific Meeting, San Antonio, Texas, June 2010.



What about antipsychotics?












Modulating tobacco smoking rates by dopaminergic
stimulation and blockade

Nicholas H. Caskey, Murray E. Jarvik, William C. Wirshing,
Damian C. Madsen, Paula N. Iwamoto-Schaap, Naomi 1. Eisenberger,

Lorena Huerta, Scott M. Terrace, Richard E. Olmstead

[Received 20 April 2000; accepted 20 June 2001]

This study was designed to demonstrate that dopaminergic stimulation would result in decreased smoking
behavior and nicotine intake, whereas dopaminergic blockade would result in increased smoking behavior and
nicotine intake, in the same subjects. In prior human studies, a dopaminergic antagonist, haloperidol, increased



Aripiprazole maintenance increases smoked cocaine self-
administration in humans

Margaret Haney, Eric Rubin, and Richard W. Foltin

Department of Psychiatry, College of Physicians and Surgeons of Columbia University and the
Division on Substance Abuse, New York State Psychiatric Institute, 1051 Riverside Dr., Unit 120,
New York, NY 10032, USA

Margaret Haney: mh235@columbia.edu

Abstract

Rationale—Partial dopamine receptor agonists have been proposed as candidate
pharmacotherapies for cocaine dependence.

Objective—This 42-day, within-subject, human laboratory study assessed how maintenance on
aripiprazole, a partial D, receptor agonist, influenced smoked cocaine self-administration,
cardiovascular measures, subjective effects, and cocaine craving in nontreatment-seeking, cocaine-
dependent volunteers.

Methods—In order to achieve steady-state concentrations, participants (#=8 men) were
administered placebo and aripiprazole (15 mg/day) capsules in counter-balanced order for 21 days.
A smoked cocaine dose-response curve (0, 12, 25, 50 mg) was determined twice under placebo
and aripiprazole maintenance. Sessions comprised a “sample” trial, when participants smoked the
cocaine dose available that session, and five choice trials, when they responded on a progressive-
ratio schedule of reinforcement to receive the cocaine dose or receive $5.00.



Aripiprazole maihtenance increases smoked cocaine self-
administration in humans

Margaret Haney, Eric R@ibin, and Richard W. Foltin

Department of Psychiatry} College of Physicians and Surgeons of Columbia University and the
Division on Substance Aljuse, New York State Psychiatric Institute, 1051 Riverside Dr., Unit 120,
New York, NY 10032, U

Margaret Haney: mh235@colurhbia.edu

Abstract

Rationale—Partial dopamine receptor agonists have been proposed as candidate
pharmacotherapies for §ocaine dependence.

Objective—This 42-dhy, within-subject, human laboratory study assessed how maintenance on
aripiprazole, a partial Op receptor agonist, influenced smoked cocaine self-administration,
cardiovascular measurep, subjective effects, and cocaine craving in nontreatment-seeking, cocaine-
dependent volunteers.

Methods—In order toJachieve steady-state concentrations, participants (#=8 men) were
administered placebo afd aripiprazole (15 mg/day) capsules in counter-balanced order for 21 days.

A smoked cocaine dosg-response curve (0, 12, 25, 50 mg) was determined twice-tmderpraccoo
and aripiprazole maintghance. Sessions comprised a “sample” trial, when participants smoked the
cocaine dose available fhat session, and five choice trials, when they responded on a progressive-
ratio schedule of reinfofcement to receive the cocaine dose or receive $5.00.




FLUPENTHIXOL DECANOATE AND RELAPSE PREVENTION IN ALCOHOLICS:
RESULTS FROM A PLACEBO-CONTROLLED STUDY

GERHARD A. WIESBECK*, HEINZ-GERD WEIJERS, OTTO M. LESCH!, THOMAS GLASER?,
PETER-JOACHIM TOENNES? and JOBST BOENING

Addiction Research Group, Department of Psychiatry, University of Wuerzburg, 'Department of Psychiatry, University of Vienna, Austria
and “Bayer Vital, Leverkusen, Germany

(Received 277 March 2000; in revised form 9 January 2001; accepted 6 February 2001)

Abstract — Flupenthixol, with its broad receptor profile, interacts with a variety of dopamine and serotonin binding sites which are
important in the neurobiology of alcohol dependence. Its pharmacology, together with encouraging results from both animal studies
and clinical trials with cocaine users, led us to postulate that flupenthixol would significantly prevent relapse in detoxified alcohol-
dependent individuals. We conducted a prospective, randomized, double-blind, placebo-controlled, multi-centre trial with two parallel
groups and appropriate statistical evaluation. Subjects met criteria for moderate to severe alcohol dependence (DSM-III-R), without
any concomitant psychiatric disorder. After complete detoxification, 281 women and men received either 10 mg of flupenthixol decanoate
or placebo as i.m. injection every second week for 6 months on an out-patient basis, followed by 6 months of follow-up. Efficacy was
based on absolute abstinence, with relapse being defined as consumption of any alcohol after inclusion in the study. In contrast to the
hypothesis, flupenthixol did not reduce, but was associated with more, relapses. Though well tolerated, relapse rates after 6 months of
treatment were 85.2% (flupenthixol) versus 65.5% (placebo), a highly significant dilference rom the medication. Flupenthixol was also
inferior to placebo with regard to other secondary criteria of ellicacy (cumulative abstinence duration, relapse rate after 12 months).
These results indicate that a 10 mg dose of flupenthixol decanoate does not have a beneficial effect on abstinence maintenance in
alcohol-dependent individuals.




Benzodiazepines as a mainstay in
alcohol withdrawal?



Benzo study from YUMI






Low-dose diazepam primes motivation for alcohol and
alcohol-related semantic networks in problem drinkers

C. X. Poulos®® and M. Zack®®

Considerable research with animals indicates that the
GABA-benzodiazepine (BZ) system plays a key role in
alcohol reinforcement. However, only limited research
appears to have assessed this issue directly in humans.
The present study investigated whether low-dose
diazepam would cross-prime motivation for alcohol in
problem drinkers. Twelve male problem drinkers (Alcohol
Dependence Scale; ADS score > 9) received oral
diazepam (5 mg) and placebo, in a counterbalanced
manner on separate sessions. There were three measures
of primed motivation for alcohol: self-reported desire for
alcohol, consumption of placebo beer in an ostensible
taste test procedure, and automatically executed vocal
reading responses to Alcohol versus Neutral words on a
computer-based task. Diazepam significantly increased
beer consumption, and produced a marginally significant
increase in reported desire for alcohol. On the reading task,
diazepam significantly decreased response latency to
Alcohol words relative to Neutral words. Latency to Alcohol
words correlated significantly with beer consumption under

the drug. Moreover, response latency to Alcohol words
under the drug also predicted ADS scores. Thus, severity of
dependence was directly linked with vulnerability to a BZ
priming effect on motivation for alcohol. These findings
provide direct evidence that the GABA-BZ system plays
an important role in alcohol reinforcement in problem
drinkers. Behavioural Pharmacology 15:503-512 © 2004
Lippincott Williams & Wilkins.

Behavioural Pharmacology 2004, 15:503-512

Keywords: alcohol, benzodiazepines, priming, motivation, semantic memory
networks, human

2Clinical Neuroscience Section, Centre for Addiction and Mental Health, Toronto,
Ontario, Canada, and Departments of, stychoIogy, °Public Health Sciences and
dPharmacology, University of Toronto, Ontario, Canada.

Correspondence and requests for reprints to Martin Zack, Centre for Addiction
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A Double-Blind Trial of Gabapentin Versus Lorazepam in
the Treatment of Alcohol Withdrawal

Hugh Myrick, Robert Malcolm, Patrick K. Randall, Elizabeth Boyle, Raymond F. Anton,
Howard C. Becker, and Carrie L. Randall

Introduction: Some anticonvulsants ameliorate signs and symptoms of alcohol withdrawal, but
have an unacceptable side effect burden. Among the advantages of using anticonvulsant agents in
this capacity is their purported lack of interaction with alcohol that could increase psychomotor
deficits, increase cognitive impairment, or increase intoxication. The aim of this study was to eval-
uate alcohol use and symptom reduction of gabapentin when compared with lorazepam in the
treatment of alcohol withdrawal in a double-blinded randomized clinical trial.

Methods: One hundred individuals seeking outpatient treatment of alcohol withdrawal with
Clinical Institute Withdrawal Assessment for Alcohol-Revised (CIWA-Ar) ratings 210 were ran-
domized to double-blind treatment with 2 doses of gabapentin (900 mg tapering to 600 mg or
1200 tapering to 800 mg) or lorazepam (6 mg tapering to 4 mg) for 4 days. Severity of alcohol
withdrawal was measured by the CIWA-Ar on days 1 to 4 of treatment and on days 5, 7, and 12
post-treatment and alcohol use monitored by verbal report and breath alcohol levels.

Results: CIWA-Ar scores decreased over time in all groups; high-dose gabapentin was statis-
tically superior but clinically similar to lorazepam (p = 0.009). During treatment, lorazepam-
treated participants had higher probabilities of drinking on the first day of dose decrease (day 2)
and the second day off medication (day 6) compared to gabapentin-treated participants
(»p = 0.0002). Post-treatment, gabapentin-treated participants had less probability of drinking
during the follow-up post-treatment period (p = 0.2 for 900 mg and p = 0.3 for 1200 mg)
compared to the lorazepam-treated participants (p = 0.55). The gabapentin groups also had less
craving, anxiety, and sedation compared to lorazepam.

Conclusions: Gabapentin was well tolerated and effectively diminished the symptoms of alco-
hol withdrawal in our population especially at the higher target dose (1200 mg) used in this study.

Gabapentin reduced the probability of drinkin during alcohol withdrawal and in the immediate
postw1tEarawa| week comparca to ioracham.




Several common justifications that contribute to
polypharmacy (i.e. what | previously taught)

o Effective pharmacotherapies for concurrent disorders are
critical to improve AUD treatment outcomes

e This may be particularly true among poly-substance use
users (e.g. nicotine, cocaine) where pharmacotherapy can
be most effective

e Medications should be routinely prescribed for a minimum
of several months as a therapeutic trial given low risk if
found to be ineffective

e Combining concurrent disorders and AUD
pharmacotherapy with psychosocial treatments (e.g.
relapse prevention training, CBT, etc) is most effective



Final Thoughts

e Polypharmacy (often for AUD symptom management) is common among
persons with AUD and others with SUD

e A possible explanation is that negative trials are often unpublished and/or
poorly appreciated by prescribers (who often have few other options)*

e An EBM approach highlights the importance of focusing on substance use
as a major underlying contributor to mental health symptoms

e [t highlights the need to address medications with poor evidence of benefit
and also prioritize non-medication based mental health interventions

e An EBM approach also suggest looking for medication adverse effects in
patients with increased alcohol after certain medication is prescribed

e And, of course, the overall need to build a more evidence-based and
accessible system of care for persons with alcohol and other substance use
disorder
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