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The Ge et al. T2D PRS and the T2D PRS of 582 variants are available on the PGS Catalog (https://www.pgscatalog.org; PGS IDs: PGS002308 and PGS000804,
respectively). The newly generated PRS in this study will be published on the PGS Catalog. GWAS summary statistics from the Mahajan et al. 2022 study are
available on the DIAGRAM consortium website (http://diagram-consortium.org). GWAS summary statistics from the Vujkovic et al., 2020 study are available on
dbGaP (accession numbers pha004945.1, pha004943.1, pha004946.1, and pha004944.1, respectively). LD matrices used for PRS-CSx are available at https://
github.com/getian107/PRScsx.

We used self-reported sex at birth in this study.

Self-identified race and ethnicity (SIRE) population descriptors were used across studies, with the goal of studying how PRS
performance may vary across the contexts of SIRE. Although other sociodemographic and environmental factors are
expected to be more informative than SIRE, this investigation is limited by the variables that are currently available across all
included studies. It is important to note that SIRE does not serve as a proxy for genetic ancestry, holds no biological basis, and
does not imply a biological explanation for health disparities.

We standardized population descriptors across all studies in the analysis by using consistent acronyms. Specifically, AFR
refers to African, African American, or Black participants; AI refers to American Indian, Alaskan Native, or Native American;
ASN includes Asian American, East or Southeast Asian (e.g., from China, Japan, Korea, Indonesia, the Philippines), as well as
South Asian/Indian (e.g., from India, Pakistan); EUR refers to non-Hispanic White American or European individuals;
Greenlandic refers to individuals of Greenlandic or mixed Greenlandic-Danish heritage; HIS represents Hispanic/Latino
American participants; MENAQ encompasses Qatari and Arab American individuals; and NH refers to Native Hawaiian or
Other Pacific Islander. The Greenlandic population was considered separate from others as this population represents
substantial Inuit ancestry. Detailed definitions of population descriptors used in each study are provided in Table S15.

An overview of the study design is provided in Figure 1. In total, 82,944 participants from PAGE and 835,241 participants
from 13 additional biobanks and cohorts were included in this study: 244,637 prevalent T2D cases, 637,891 controls, and
35,657 individuals with prediabetes. This included individuals who self-reported as African, African American, or Black (AFR);
American Indian, Alaskan Native, or Native American (AI); Asian American, East of Southeast Asian, or South Asian/Indian
(ASN); White or European American (EUR); Greenlandic; Hispanic/Latino American (HIS); Middle Eastern, North African, or
Qatari (MENAQ); and Native Hawaiian or Other Pacific Islander (NH) (Table 1, Table S1, Methods, and Supplemental
Information for population descriptor details).

The PAGE Study was developed to conduct genetic epidemiological research in ancestrally diverse populations within the
United States. PAGE includes individuals from the following ongoing population-based biobanks and cohorts: Atherosclerosis
Risk in Communities (ARIC), the Icahn School of Medicine at Mount Sinai BioMe biobank in New York City (BioMe), Coronary
Artery Risk Development in Young Adults Study (CARDIA), Hispanic Community Health Study/Study of Latinos (HCHS/SOL),
Multiethnic Cohort Study (MEC), and Women’s Health Initiative (WHI). A detailed description of PAGE has been described,
with additional detail summarized in the Supplemental Information and Table S1.

Analyses were also conducted in 13 additional biobanks and cohorts that were not included in the discovery GWAS summary
statistics of the best performing T2D PRS. Studies included All of Us (AoU), BioMe (participants were non-overlapping with
those from BioMe included in PAGE), BioVU Biobank (BioVU), Cameron County Hispanic Study (CCHC), Cebu Longitudinal
Health and Nutrition Survey (CLHNS), China Health and Nutrition Survey (CHNS), Colorado Center for Personalized Medicine
Biobank (CCPM), Greenlandic Health Surveys (Greenlandic), Multi-Ethnic Study of Atherosclerosis Study (MESA)63, Michigan
Genomics Initiative (MGI), Million Veteran Program (MVP), Qatar Biobank (Qatar), and REasons for Geographic and Racial
Differences in Stroke Study (REGARDS) (Table S1).

The institutional review board at each of the study sites approved the study protocols, and written informed consent was
obtained from all participants.




