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Attempts to understand the genetic underpinnings of opioid use disorder have had limited success
compared to other diseases. These difficulties have been attributed to limited sample size,
insufficient genetic diversity, difficulty identifying appropriate control groups, and challenges
characterizing the spectrum of opioid use behaviors. The All of Us (AoU) Research Program
contains extensive behavioral and clinical data coupled with genotype information from over one
million Americans, with targeted recruitment of individuals traditionally underrepresented in
biomedical research. We used diagnostic codes (ICD9/10) for opioid abuse or dependence from
electronic health records and survey self-report indicating lifetime opioid misuse to identify opioid
misuse cases. After requiring high-quality genotyping data and genetically predicted ancestry
determinations, we calculated autosomal SNP-heritability for each of three ancestry groups from
AoU: African (AFR) (Ncases=5,647), American (AMR) (Ncases=3,680), and European (EUR)
(ncases=15,761) using genotype data from the Global Diversity Array. Heritability calculations were
performed using Bolt-REML and adjusted for sex at birth, year of birth, and 16 principal
components of ancestry. Preliminary results comparing opioid misuse to unscreened controls
within genetically predicted ancestries in AoU yield SNP-heritabilities of 0.0295 (SE=0.0099) for
AFR, 0.165 (0.0112) for AMR, and 0.0625 (0.00383) for EUR ancestry, respectively. Ongoing
work will define optimal control groups and conduct genome-wide association testing in the full
WGS cohort (up to N = 245,394). We anticipate additional work leveraging the extensive data
present in AoU to consider further examination of the genetic architecture of opioid misuse,
including sex differences, comorbid conditions, and patterns of recovery.
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