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Background: Concomitantsubstance use is frequent among patients with alcohol use disorder (AUD), but its impact on alcohol-associated hepatitis (AH) is
unknown.
Aims: To assess the prevalence and impact of substance use in patients hospitalized for AH in a multinational cohort.
Methods: Multicenter prospective cohort study including patients with AH between 2015–2022. We assessed the impact of substance consumption using
competing-risk models.
Results: We included 405 patients from 24 centers in 8 countries (Argentina, Bolivia, Brazil, Chile, Colombia, Ecuador, Mexico, and Peru). The mean age was
49.6±12.2 years, 345 (85.4%) were men, 210 (57.5%) had underlying cirrhosis, and the median MELD at diagnosis was 25 [20–31] points. Around 74% of patients
fulfilled ACLF criteria (ACLF-1:11.1%, ACLF-2:11.6%, ACLF-3:49.6%). A total of 82 (20.3%) reported active substance use, while 22 (5.4%) were former substance
users. The most common drugs used were marijuana (11.1%), cocaine (10.4%), methamphetamine (4.4%), and heroin (0.5%). Out of the total, 35.7% died, and
only 2.5% underwent liver transplantation during follow-up. Active substance use was higher in younger patients (users 44.4±16.1 years vs. non-users 51.0±10.6
years; p<0.001) and in men compared to women (22.0% vs 10.2%, p=0.036). In a competing-risk model adjusted by age, sex, history of cirrhosis, MELD, and
ACLF, active substance use was independently associated with mortality (subdistribution Hazard Ratio [sHR] 1.53, 95%CI:1.01–2.32; p=0.043). Active cocaine (sHR
1.69, 95%CI:1.07–2.70; p=0.025) and marijuana use (sHR 1.83, 95%CI:1.11–3.04; p=0.018) were independently associated with mortality in adjusted competing-
risk analyses.
Conclusions: Active drug use is common in AH patients. Marijuana and cocaine were the most frequent substances and were independently associated with
increased mortality. Integrated management with addiction specialists and psychiatrists could impact survival in AH.
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