Additional  Discussion 
[Additional discussion point a highlights the point that there are additional 30 SNPs with suggestive evidence of association in addition to the 2 with genomic significance]  
[bookmark: _Hlk123066358][bookmark: _Hlk123066725]Overall, 2 SNPs attained genomic significance in their association with ischemic stroke while additional 30 SNPs had suggestive evidence of association.  In looking up variants previously associated with stroke in COMPASS, none of the 29 SNPs in COMPASS met the Bonferroni-threshold for significance in SIREN (P-values=0.05/29=0.0017).1 

[bookmark: _Hlk129437236][Additional discussion point b highlights other marginally significant genetic variants]
Several marginally significant associations were observed with other SNPs associated with ischemic stroke in chromosome 2 which were more than 77kb from the closest gene LINC01854 and SNPs in chromosome 7 which were more than 116kb to the closest gene LINC01446 (P-value<1.00E-06). In addition, we observed marginally significant SNPs in genes LINCO2052 (chromosome 3), DGKG (chromosome 3), CLIC5 (chromosome 6) and GALTN9 (Chromosome 12).  (P-value<1.00E-06).  
Genetic variants with suggestive association with ischemic stroke includes the region around LINC01854  which is associated with the regulation of DNA methylation variation2,3 4 5 There were also SNPs in loci proximate to POM121L12 gene which has been previously associated with smoking status6 and LINC01446 is associated with pulse pressure7, and carotid atherosclerosis8  9 10.
Another intergenic SNP rs142793076 mapped to the region between DGKG and LINC02052 was protectively associated with ischemic stroke in this study. The DGKG gene which is expressed in the brain encodes an enzyme involved in lipid metabolism and has been associated with body mass index11. LINC02052 has been previously associated with functional outcomes in ischemic stroke12, and systolic blood pressure13 3. 
SNP rs147996143 is on CLIC5, which is associated with processes including (vascular) endothelial cell maintenance.14,15.  SNP rs76534667 is near GALNT9 which is expressed specifically in the brain and has been associated with multiple phenotypes including body mass index16 17,18.  

[Additional discussion point c highlights the relationships of directions of effect between associations of the loci with ischaemic stroke in SIREN, COMPASS and MEGASTROKE]
The similarity of direction of effect between associations of the loci with ischemic stroke in both SIREN and COMPASS studies strengthens the validity of the association of these loci with ischemic stroke (Supplementary Figure 4).19 Despite the similarity in direction of effects which strengthens some of the associations, none of the MEGASTROKE SNPs20 showed nominal association with the SIREN SNPs. This further reinforces the level of disparity in population linkage disequilibrium and allele frequency differences between the African–ancestry and European–ancestry populations in the SIREN and MEGASTROKE cohorts, respectively. 
[Additional discussion point d provides further details on the non – transferability of African ancestry specific risk loci including other similar examples from other African studies]           
[bookmark: _Hlk129448565]The ideal replication cohort will be a large sample of indigenous African stroke patients with GWAS datasets 21,22 23,24 but this is currently non-existent. Non-transferability of African ancestry specific risk loci in non-indigenous African populations has also been observed in African GWAS studies of other non-communicable diseases including Type 2 DM19, primary open angle glaucoma25 and dyslipidemia26. In a previous meta - analysis of primary open angle glaucoma GWAS among European, Asian and African ancestry populations, in the African meta-analysis, one locus (rs16944405 within IQGAP1) reached the genome-wide significance level (P-value = 3.0E-08). but demonstrated non - transferability to the European (P-value = 0.315) and Asian (P-value = 0.075) datasets suggesting that it may be an African - specific variant 25.  Similarly, in a GWAS study of type 2 DM among sub-Saharan Africans, several SNPs in previous type 2 DM GWAS of predominantly European samples were not transferable to the African GWAS datasets 19. A recent meta-analysis of genetic associations for lipid traits also identified hundreds of variants with clear differences across European, Asian and African studies and several African ancestry - specific novel loci.27. The existence of such ancestry - specific variants have implications for the development of polygenic risk scores (PRS) of higher accuracies in the stratification of individuals based on disease risks. This therefore strengthens the argument for ancestry or region-specific PRS
                                                               
.[Additional discussion point e highlights further details of the strengths of our study]
Our study has a major strength in being the first stroke GWAS in an indigenous African population. Furthermore, we performed an African ancestry meta-analysis involving an African American population and a trans–ancestry meta-analysis which further involved European ancestry populations. We also conducted fine mapping and gene expression studies in silico to functionally identify and better characterize identified key genetic variants.  We further explored the genomic landscape surrounding the lead significant SNPs in our study through chromatin interaction and eQTL mapping.  The study thus contributes to the characterization of ancestry- specific genetic risk factors of stroke with potential implications for risk assessment and identification of new molecular targets for prediction, prevention, diagnosis, prognosis, and treatment of stroke. 
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