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Genotyping and Quality Control Methods
All cohorts underwent the following quality control protocol:  The genotyped data underwent strict quality control measures using Plink (1) that filtered out SNPs as follows: 1) missing call rate > 2%, 2) Mendelian errors in control trios, 3) deviation from Hardy-Weinberg equilibrium in controls, 4) discordant calls in duplicate samples, 5) sex differences in allele frequency or heterozygosity, 6) and minor allele frequency < 0.05 in line with previously published recommendations. (2) Cohort-specific methods are noted below. 
[bookmark: _GoBack]Australian Stroke Genetics Collaboration (ASGC) (3,4)
AUST genotyped their samples using the Illumina HumanHap610-Quad array. Quality control excluded SNPS not present in cases and control samples, call rate < 0.95, deviation of Hardy-Weinberg equilibrium (p<1x10-6) or a minor allele frequency <0.01. Individual samples were excluded due to low call rates (<0.95), gender discrepancy, unexpected relatedness or evidence of non-European ancestry. Missing genotyped SNPs were imputed via the 1000 Genomes version 3 reference panel (5) with the Minimac Imputation procedure. (6) After all quality control steps, 7,500,572 SNPs remained.
Reasons for Geographic and Racial Differences in Stroke (REGARDS) (7)
The genotyping, quality control, and imputation methodologies of the REGARDS study have been described previously (8). Briefly, genome-wide genotyping was performed using Illumina Infinium Multi-Ethnic AMR/AFR Extended BeadChip arrays (MEGA, Illumina, Inc., San Diego, CA). Participants were excluded with call rates less than 95%, if they were internal duplicates, had sex mismatches, or if they were outliers on principal component analysis outside of six standard deviations. Variants were excluded if they were multi-allelic, if the strands were ambiguous or inconsistent, if the variants were located on sex chromosomes, or were in violation of Hardy Weinberg equilibrium (HWE < 1E-05 for White participants, HWE < 1E-12 for Black participants). Filtered genotype calls were imputed to the NHLBI Trans-Omics for Precision Medicine (TOPMed) release 2 (Freeze 8) reference panel. Post-imputation QC excluded variants with imputation quality scores (rsq) < 0.3 and a minor allele frequency (MAF) < 0.05. 
Sahlgrenska Academy Study on Ischemic Stroke (SAHLSIS) (9,10)
Genotyping was performed on the Illumin Human OmniExpressExome BeadChip version 1.0 or 1.1 with the iScan system. Genotypes were called using the Autocall algorithm then compared to the 1000 Genomes sample of European ancestry at the Board Institute (Boston, USA) between August 2012 and April 2013. Quality control consisted of excluding SNPs with a call rate < 0.95 and Hardy-Weinberg Equilibrium (p<10-6). Samples with inbreeding coefficients of -0.2 to 0.2 or call rate <0.95 were also excluded (11). We increased the number of SNPs with imputation via the 1000 Genomes version reference panel (5) with the Minimac Imputation procedure. (6) After all quality control steps, 7,422,449 SNPs remained.
Vitamin Intervention for Stroke Prevention (VISP) (12)
The Center for Inherited Disease Research at Johns Hopkins University performed genotyping on the Illumina HumanOmni1-Quad-v1 array (Illumina, Inc.) We increased the number of SNP with genetic imputation via the TOPMed Imputation server (13,14), which implements the Minimac Imputation procedure. (6) After filtering out imputed SNPs with poor imputation quality (r2 < 0.80) and MAFs < 0.05, the final count of SNPs came to 6,392,746 for both African and European ancestries. We calculated the first 10 principal components with the KING software for population structure. (15)
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