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Alcohol-use disorder (AUD) represents a large disease burden, affecting >28 million people and accounting for 145,000 deaths annually in the United States. However, <1% of affected patients receive pharmacological therapy, with one potential explanation being physician perception of limited efficacious treatment options. Consequently, an updated evaluation of pharmacological options for AUD sufferers is merited.  
McPheeters et al undertook a systematic review and meta-analysis of clinical studies evaluating pharmacotherapy to treat AUD. This included the three FDA-approved medications (acamprosate, disulfiram and naltrexone), and also off-label treatments.  Evaluated outcomes included alcohol consumption, broader health outcomes (e.g. injuries, quality of life, or mortality), and adverse effects.
118 clinical trials met inclusion criteria, representing 20,976 participants. Treatment duration ranged from 12-52 weeks, with 87 of 118 studies including co-existing psychosocial intervention. Both acamprosate and naltrexone demonstrated moderate strength evidence for their use, being associated with statistically significant improvement in alcohol consumption outcomes. Compared with placebo, the numbers needed to treat to prevent one person returning to any drinking were 11 (95% CI, 1-32) for acamprosate and 18 (95% CI, 4-32) for oral naltrexone (50 mg/day), respectively. Only oral naltrexone use at 50mg/day, but not injectable naltrexone, was associated with reduced return to heavy drinking. Meta-analysis of studies comparing acamprosate with naltrexone found comparable efficacy between these medications in improving key alcohol consumption outcomes. Reviewed randomised trials demonstrated that disulfiram use was not associated with reduced alcohol consumption versus placebo. Among off-label treatments, topiramate and baclofen both demonstrated evidence of benefit regarding alcohol consumption. Adverse effects of assessed agents were principally gastrointestinal, with acamprosate use particularly associated with diarrhoea, and naltrexone use with nausea.
The main strength of the study is its robust analytical approach, and large evidence base reviewed, although authors acknowledge the relative paucity of data in certain areas, e.g. 100mg/day oral naltrexone formulation. Regarding drawbacks, the meta-analysis combined studies recruiting people with alcohol dependence and co-existing depression, with those including ‘pure’ AUD sufferers alone, and depression may be a confounder to pharmacotherapy efficacy in AUD. Many reviewed trials included a co-existing non-pharmacotherapy intervention (e.g. counselling), and deconvolution of the impact of the medication from this additional therapy was not possible. Included studies predominantly recruited white males aged 40-49 years, with the wider applicability of these findings to a broader demographic remaining uncertain. AUD pharmacotherapy is particularly pertinent for patient cohorts with severe sequelae of alcohol use (e.g. advanced liver disease), but no specific data for safety and efficacy in patients with this or other alcohol-related disease states was presented.

While the study supports acamprosate and naltrexone as being overall safe, efficacious, and underused treatments for AUD, outstanding points may need addressing before they are more widely adopted. This may include cost effectiveness, as well as compliance - the latter is particularly relevant for acamprosate, given its three times daily administration, compared to once daily for oral naltrexone.
