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PRACTICE CHANGER 
Consider prescribing oral naltrex-
one (50 mg/d) for patients with 
alcohol use disorder who wish to 
maintain abstinence after a brief 
period of detoxification.1 

Strength  
of recommendation 
A: Based on a meta-analysis of 95 
randomized controlled trials.1 

Illustrative case 
Your patient, a 42-year-old man 
with alcohol use disorder (AUD), 
detoxifies from alcohol during a 
recent hospitalization. He doesn’t 
want to resume drinking but re-
ports frequent cravings. Are there 
any medications you can pre-
scribe to help prevent relapse? 

Excessive alcohol consump-
tion is responsible for one of 

every 10 deaths among US adults 
ages 20 to 64.2 About 20% to 36% 
of patients seen in a primary care 
office have AUD.3 Up to 70% of 
people who quit with psychoso-
cial support alone will relapse.3 

The US Preventive Services 
Task Force gives a grade B recom-
mendation to screening all adults 
for AUD, indicating that clinicians 
should provide this service.4 For 
patients with AUD who wish to 
abstain but struggle with cravings 

and relapse, the National Institute 
on Alcohol Abuse and Alcoholism 
(NIAAA) recommends consider-
ing medication as an adjunct to 
brief behavioral counseling.5 

STUDY SUMMARY
Evidence shows naltrexone can 
prevent a return to drinking 
In a meta-analysis, Jonas et al1 re-
viewed 123 studies (N = 22,803) of 
pharmacotherapy for AUD. After 
excluding 28 studies (seven were 
the only study of a given drug, 
one was a prospective cohort, and 
20 had insufficient data), 95 ran-
domized controlled trials were 
included in the analysis. Twenty-
two were placebo-controlled 
for acamprosate (1,000 to 3,000 
mg/d), 44 for naltrexone (50 mg/d 
oral, 100 mg/d oral, or inject-
able) and four compared the two 
drugs. Additional studies evalu-
ated disulfiram as well as 23 other 
off-label medications, such as val-
proic acid and topiramate. 

Two investigators indepen-
dently reviewed the studies, 
checking for completeness and 
accuracy. Studies were also ana-
lyzed for bias using predefined 
criteria; those with high or un-
clear risk for bias were excluded 
from the main analysis but in-
cluded in the sensitivity analysis. 
Funnel plots showed no evidence 
of publication bias. 

Participants were primar-
ily recruited as inpatients, and in 

most studies the mean age was in 
the 40s. Most patients were diag-
nosed with alcohol dependence 
based on criteria in the Diagnostic 
and Statistical Manual of Mental 
Disorders, 4th edition, text revi-
sion (DSM-IV-TR); this diagnosis 
translates to likely moderate to 
severe AUD in DSM-5. Prior to 
starting medications, partici-
pants underwent detoxification 
or achieved at least three days of 
sobriety. Most studies included 
psychosocial intervention in ad-
dition to medication, but the 
types of intervention varied. The 
duration of the trials ranged from 
12 to 52 weeks. 

Researchers analyzed five 
drinking outcomes—return to 
any drinking, return to heavy 
drinking (defined as ≥ 4 drinks/d 
for women and ≥ 5 drinks/d for 
men), number of drinking days, 
number of heavy drinking days, 
and drinks per drinking day. They 
also evaluated health outcomes 
(accidents, injuries, quality of life, 
function, and mortality) and ad-
verse effects. 

Acamprosate and oral naltrex-
one (50 mg/d) significantly de-
creased return to any drinking, 
with a number needed to treat 
(NNT) of 12 for acamprosate and 
20 for naltrexone. Oral naltrex-
one (50 mg/d) also decreased 
return to heavy drinking (NNT, 
12), while acamprosate did not. 
Neither medication showed a de-
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crease in heavy drinking days. 
In a post hoc subgroup analy-

sis of acamprosate for return to 
any drinking, the drug appeared 
to be more effective in studies 
with a higher risk for bias and less 
effective in studies with a lower 
risk for bias. The two studies with 
the lowest risk for bias found no 
significant effect. 

Disulfiram had no effect on 
any of the outcomes analyzed. 

Of the off-label medications, 
topiramate showed a decrease 
in drinking days (weighted mean 
difference [WMD], –6.5%), heavy 
drinking days (WMD, –9.0%), and 
drinks per drinking day (WMD, 
–1.0). 

There were no significant dif-
ferences in health outcomes for 
any of the medications. Adverse 
events were greater in treatment 
groups than placebo groups. 
Acamprosate was associated with 
increased risk for diarrhea (num-
ber needed to harm [NNH], 11), 
vomiting (NNH, 42), and anxiety 
(NNH, 7). Naltrexone was associ-
ated with increased risk for nau-
sea (NNH, 9), vomiting (NNH, 
24), and dizziness (NNH, 16). 

WHAT’S NEW
Consider prescribing 
naltrexone to prevent relapse 
While previous studies suggested 
that pharmacotherapy could help 
patients with AUD remain absti-
nent, this methodologically rig-
orous meta-analysis compared 
the efficacy of several commonly 
used medications and found 
clear evidence favoring oral nal
trexone. Prescribe oral naltrex-
one (50 mg/d) to help patients 
with moderate to severe AUD 
avoid returning to any drinking 
or heavy drinking after alcohol 
detoxification. Acamprosate may 
also decrease return to drinking, 

although the evidence is not as 
strong (the studies with low bias 
showed no effect). 

CAVEATS
Medication should be used 
with psychosocial treatments 
Pharmacotherapy for AUD should 
be reserved for patients who want 
to quit drinking and should be 
used in conjunction with psy-
chosocial intervention.3 Only one 
of the studies analyzed by Jonas 
et al1 was conducted in primary 
care. That said, many of the psy-
chosocial interventions—such 
as regular follow-up visits to en-
courage adherence and monitor 
for adverse effects, in conjunction 
with attendance at Alcoholics 
Anonymous meetings—could be 
done in primary care settings. 

Comorbidities may limit thera-
py options. Naltrexone is contra-
indicated in acute hepatitis and 
liver failure and in combination 
with opioids.5 Acamprosate is 
contraindicated in renal disease.5 

CHALLENGES  
TO IMPLEMENTATION
Cost, adherence may be 
factors for some patients  
Perhaps the greatest hurdle in phar-
macotherapy for AUD in primary 
care is a lack of familiarity with 
these medications. For clinicians 
who are comfortable with prescrib-
ing these medications, implemen-
tation may be hindered by a lack 
of available psychosocial resources 
for successful abstinence. 

Additionally, the medications 
are expensive. The branded ver-
sion of naltrexone (50 mg) costs 
approximately $118 for a 30-day 
supply,6 and the branded version 
of acamprosate costs approxi-
mately $284 for a 30-day supply.7 

As is the case with any chronic 
medical condition, medication 

adherence is a challenge. Nal-
trexone is taken once daily, while 
acamprosate is taken three times 
a day. The risk for relapse is high 
until six to 12 months of sobriety 
is achieved and then wanes over 
several years.5 The NIAAA recom-
mends treatment for a minimum 
of three months.5  	               CR
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