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Take-Home Message:  
In treatment seeking outpatients with alcohol dependence without significant comorbid psychiatric or 
medical illness, gabapentin at 600 mg TID is more effective than placebo for complete abstinence (4.1% 
vs 17%, NNT 8) and no return to heavy drinking (44.7% vs 22.5%, NNT 5) over a 12 week intervention 
that included a weekly 20 minute behavioral intervention. Given the low risk of adverse events, low cost 
of generic gabapentin and the significant impact of alcohol dependence on health and well being, a trial 
of gabapentin is worthwhile in most patients if they are motivated to stop alcohol. 
 
Executive Summary:  
Alcohol use disorder (AUD) is an extremely prevalent condition with high morbidity and mortality. 
Traditionally AUD has fallen into the realm of behavioral health and psychiatry however, primary care 
providers see a high number of these patients and few end up in treatment. Medication assisted therapy 
(MAT) for AUD as an adjunct to behavioral interventions has existed since the mid 1990s but is seldom 
used. Only three FDA-approved medications exist for AUD: naltrexone, acamprosate, and disulfuram. 
 
Gabapentin is a medication with which PCPs are extremely familiar for its myriad other indications. 
There is a plausible biological mechanism proposed for how gabapentin might help treat AUD, similar to 
efficacy shown for other anticonvulsants (topiramate, valproic acid). A 2007 Brazilian study of 60 heavy 
drinkers (17 drinks per day) randomized participants to gabapentin or placebo immediately following 
medically supervised detox and showed a large effect size with decreased total alcohol consumption and 
increased abstinence in the treatment group. The study was of lower quality, small sample size, and 
short follow up. The goals of this study were to evaluate gabapentin with a larger sample size in a real 
world out patient population of patients with alcohol dependence.  
 
This study randomized 150 patients to gabapentin 300 mg TID, 600 mg TID, or placebo in a 1:1:1 fashion. 
Patients had DSM-IV TR “alcohol dependence” (prior to creation of DSM V “alcohol use disorder” 
diagnosis), mostly in the mild-moderate range on the Alcoholism Clinical Global Impression scale. In 
contrast to the prior gabapentin study, average daily alcohol intake was only 4-5 drinks/day. The 
intervention included 12 weekly visits with evaluation and a 20 minute physician guided behavioral 
intervention. After 12 weeks only 56% of patients remained in the study, though this is on par with 
other studies of medications for AUD. Using ITT, in comparison to placebo, the gabapentin 1800 mg/d 
group showed greater complete abstinence (4.1% vs 17%, NNT 8) and no return to heavy drinking 
(44.7% vs 22.5%, NNT 5).  Secondary outcomes of scales for mood, sleep, and cravings as well as GGT 
level all favored gabapentin in a statistically significant manner, but effect size was difficult to interpret. 
All results were statistically significant for a linear dose effect, but no data was presented specifically 
comparing the lower dose of gabapentin to placebo. 
 
Practice changer? Yes. Despite its flaws (see accompanying document with critiques), this study shows a 

strong effect size over its follow up period. Even if the effect size is smaller in practice, it would still be 

on par with the efficacy of SSRIs for treatment of depression in primary care (NNT 7-10). Because this is 

a well-tolerated medication with which internists have ample experience, this significantly lowers the 

barrier to providing medication assisted treatment for AUD in primary care. Hopefully this will increase 

equity in care of chronic illness for those presenting to primary care with AUD. 

 



 
Guidelines  

 American Psychiatric Association (2006):  

o Makes no recommendation regarding whether medications should be used or which 

ones. 

o Does not mention gabapentin. 

 VA/DoD Clinical Practice Guideline – Substance Use Disorders (2015): 

o Routinely consider naltrexone and acamprosate in all patients with alcohol dependence 

without contraindication.  

o Topiramate and Gabapentin can be considered if contraindication or failure of 

acamprosate and naltrexone 

o Medications should be prescribed in primary care or specialty clinics 

o Medications should be offered in combination with counseling 

o Do not use disulfuram 

o If one medication is ineffective, try the other medication. 

 NICE Guidelines, UK (2011) 

o Recommend offering acamprosate or oral naltrexone in combination with 

psychotherapy for people with AUD 

o NICE quality measure includes assessing number of patients with AUD who are on 

maintenance medications 

 

 

The following will be included as a linked attachment in the weekly announcements: 

 

Design  

 Study design:  Single center, double blind, randomized controlled trial 

 Patients: N=150 

o Gabapentin 900 mg/d = 54 

o Gabapentin 1800 mg/d = 47 

o Placebo = 49 

 Setting: Outpatient primary care clinic in San Diego, CA, Scripps Medical Center. Interventions completed 

by general internists 

 Enrollment: April 2004 to February 2010 

 Analysis: intention-to-treat 

 Mean follow-up: 9 weeks 

 

Population 

 Inclusion Criteria  

o Alcohol dependence (DSM IV-TR) ≥ 18 years old 

o Abstinent for ≥ 3 days at time of enrollment 

 Exclusion Criteria  

o CIWA-Ar score > 9 at enrollment 

o Abstinence for > 1 month 



o Dependence on substances besides alcohol and nicotine 

o UDS positive for substances including benzos, opiates, THC, amphetamines, cocaine 

o Clinically significant psychiatric or medical comorbidities 

 Baseline Characteristics (now summarize what the patients looked like at randomization). 

o Mean age 43 

o Female 34% in gabapentin group (1800 mg/d), 57% in placebo group 

o White non-Hispanic in 80% 

o Number of DSM-IV criteria for alcohol dependence: 6 (out of possible 7) 

o Number of drinks per week 42 

o Drinking days per week 5.3 

o Years of heavy drinking 14.4 

o Alcohol clinical global impression scale 

 Moderate: placebo 53% vs gabapentin 1800 mg/d 60% 

 Marked: placebo 20% vs gabapentin 1800 mg/d 11% 

 Severe: placebo 6% vs gabapentin 1800 mg/d 2% 

Interventions  

 Randomized 1:1:1 to placebo, gabapentin 900 mg/d, and gabapentin 1800 mg/d 

o All meds in blister pack with instructions to take a pair of pills TID 

o Gabapentin dose uptitrated to full dose over 4-6 days, then tapered off over last week of trial 

 Labs at baseline and weekly for 12 weeks including GGT, UDS, and breathalyzer. Also weekly scales for 

depression, craving, sleep, and self-reported alcohol consumption. 

 With weekly assessments, internist administered 20 minute manual-guided behavioral intervention one-

on-one to all participants. 

Outcomes Comparisons are gabapentin 1800 mg/d versus placebo 

 56% of those randomized completed all 12 weeks of the study, dropouts were equally 

distributed among the 3 arms 

 No significant difference in groups ability to guess their study arm: gabapentin 59% guessed 

right, placebo 45% guessed right 

 Primary Outcomes  

 Rate of complete abstinence during the 12 week study 

 17.0% versus 4.1%, NNT 8 

 Abstinence rate 11.1% for 900 mg/d, significant in linear dose model 
 Rate of no heavy drinking during the 12 weeks study 

 44.7% versus 22.5%, NNT 5 

 No heavy drinking rate 29.6% in 900 mg/d, significant in linear dose model 

 Secondary Outcomes 

o Significant linear dose effect for “drinks per week” and “heavy drinking day per week” 
o Significant linear dose effect for “log-transformed GGT” 
o Significant linear dose effect for scales of craving, mood, and sleep 

 Adverse Events  

o No significant differences in rates of fatigue, insomnia, or headache across all three 

groups 

o 5 drug-related dropouts: 2 with headache and 2 with fatigue in gabapentin group, 1 with 

euphoria in placebo group 



 Subgroup Analysis 

o No subgroup analyses were reported 

 

Criticisms (What limitations or criticisms exist about this paper?  It can be helpful to look at both the 

discussion section, and editorials/ correspondence published about the article). 

 56% study completion rate is low but on par with the seminal study on acamprosate 

 12 weeks follow up only and then discontinuation of meds w/o reported follow up 
o They did collect data at 24 weeks from many participants, but the fact that it isn’t published 

points toward the effect disappearing once treatment is stopped 

 Once weekly clinic visits with MD and 20 minutes of behavioral counseling per week is not realistic in 
primary care practice.  

 Seemed to be potential unbalanced groups at baseline with placebo showing higher disease severity and 
more females. No comments on whether these were statistically significant differences. 

o In the main naltrexone study there was no significant treatment effect among the subgroup of 
women. Some concern that if women don’t respond as well to pharmacotherapy for AUD, fewer 
women in the gabapentin groups would bias results toward more effect of gabapentin 

 The patients in this study may have had less severe disease than those we commonly consider for 
treatment. However, the former study of gabapentin is more severe AUD pointed to similar or greater 
treatment effect. 

 Patients were highly selected - motivated to quit (seeking treatment), no other drug use, and recently 
abstinent. The results might not be as impressive in a more real world situation such as our primary care 
patient populations at OHSU and the VA. 
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