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Alcohol and drug dependence have been found to be more than twice as common in those with
a psychotic disorder. Despite numerous associations between substance use and schizophrenia
spectrum disorders, there has been limited research on shared genetic liability, particularly in non-
European cohorts. Here, we used the latest results from the Genomic Psychiatry Cohort (GPC)
to dissect genetic overlap between schizophrenia (SCZ) and substance use behaviors including
heavy alcohol use, lifetime smoked 100 cigarettes, and cannabis use. The GPC is a clinically-
assessed, multi-ethnic sample (African-admixed, Latino, European ancestry) collected by 12
collaborative US sites (n=13,432 SCZ/SAD cases, n=11,542 screened controls). As expected,
SCZ cases had significantly elevated rates of heavy alcohol use, smoking initiation, and cannabis
use compared to controls across all ethnic strata. Polygenic risk scores (PRS) constructed from
results of large-scale genome-wide association studies of alcohol, tobacco, and cannabis use
(GSCAN, ICC) significantly predicted SCZ case status but results attenuated across ancestry.
Conversely, however, PGC-SCZ PRS did not significantly predict substance use behaviors in
SCZ-cases or controls. Additionally, we report on the first cross-ancestry genome-wide
association studies of substance use behaviors among schizophrenia cases, which yielded two
novel genetic risk loci for cannabis use. Results support a partially shared genetic liability between
SCZ and substance use and suggest population differences in genome-wide pleiotropic effects.
Future research needs to address causal mechanisms underlying associations between SCZ and
substance use.
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