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Abstract Body

Background: Evidence is scarce on efficacy and safety of bupropion for treatment of amphetamine-type stimulant
use disorder (ATSUD) (such as amphetamine/methamphetamine). In this meta-analysis (PROSPERO-ID:
CRD42022362962), we reported effect estimates of various outcomes, pooled from placebo-controlled
randomized trials examining efficacy and safety of bupropion (doses 300-450 mg per day) for ATSUD treatment,
and conducted various subgroup analyses.

Method: Main electronic databases were searched for records published until October 31st, 2022, including
MEDLINE, CINAHL, PsycINFO, EBM Reviews, EMBASE, PubMed, Web of Science, in addition to clinical
trial registries. Study inclusion criteria were randomized clinical trials comparing bupropion to placebo in
ATSUD, diagnosed using DSM IV or DSM-5. Assessment of bias risk and quality of evidence were conducted
using Cochrane RoB2 tool and GRADE evidence certainty assessment. We included following outcomes:
amphetamine-type stimulant (ATS) use by urinalysis (UA), retention in treatment, treatment adherence, craving
(week 4 and end-of- treatment), addiction and depression severity, dropout following adverse events (AE), and
serious AEs. For each outcome, the random-effect meta-analysis was conducted on pooled results, using
standardized mean difference (SMD) for continuous outcomes and risk ratio (RR) and risk difference (RD) for
dichotomous outcomes.

Results: Eight placebo-controlled trials (N=1239 participants; with adjunctive naltrexone in one trial) were
included. Participants were 17-42 years old on average, and 42-100% were male. Bupropion compared to
placebo was associated with reduced ATS use (RR: 0.90; 95%CI: 0.84, 0.96), reduced end-of- treatment craving
(SMD: -0.38; 95%ClI: -0.63, -0.13), and reduced adherence (RR: 0.91; 95%CI: 0.84,0.99). Subgroup analysis
showed greater reduction in ATS use with trials of longer durations (12 weeks) (RR: 0.85; 95%CI: 0.78, 0.93),
and greater reduction in end-of- treatment craving with inclusion of studies with unspecified (all) ATS use
frequency (SMD: -0.46; 95%ClI: -0.70, -0.22) and in studies conducted in males (SMD: -1.26; 9% %CI: -1.87,

-0.65). Evidence quality varied between very low (ATS use and craving) and high (retention).
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Conclusion: Bupropion showed significant reduction in ATS use by UA and end-of- treatment craving reduction;
specifically in male-only studies and with longer treatment. Our results may help inform future guidelines for

ATSUD treatment.
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