Supplemental Figures

S1 Figure. Distribution of number of SNPs per window for NH MEGA data. SNPs were calculated in 500kb windows shifting 50kb at a time. Max SNP density is 2606. Average number of SNPs for Native Hawaiians with MEGA is 242.50.
[image: ]

S2 Figure. Distribution of detected IBD segments with and without the analysis mask. For the omnibus Eagle map and the NH LDhat map, we detected IBD segments using Refined IBD. Without applying the analysis mask, we noticed spurious accumulation of long IBD segments > 15cM (inset), driven by regions with low SNP density. These spurious segments are removed when the analysis mask was applied.
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S3 Figure. Likely spurious signal of adaptation on chromosome 1 detected by genomic scan using iHS with an omnibus map. The largest iHS in this region occurs at position 222891307. In addition to signaling and transport for cellular proliferation and differentiation, DISP1 mutations and deficiencies are associated with neuronal and endocrine diseases in fetal development and cholesterol.
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S4 Figure. Likely spurious signal of adaptation on chromosome 6 detected by genomic scan using iHS with an omnibus map. The largest iHS in this region occurs at 167726632. LOC441178 has been associated with oropharyngeal squamous cell carcinoma.
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S5 Figure. Likely spurious signal of adaptation on chromosome 17 detected by genomic scan using iHS with an omnibus map. The largest iHS in this region occurs at position 28768467. In addition to red blood cell regulation and protein binding, FAM222B is also associated with blood protein measurement. TLCD1 inhibits incorporation of unsaturated fatty acids in membrane.
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S6 Figure. Likely spurious signal of adaptation on chromosome 22 detected by genomic scan using iHS with an omnibus map. The largest iHS in this region occurs at position 45917335. In addition to the associations with various cancers, WNT7B is largely associated with gastric cancer.
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S7 Figure. Distribution of 500 permutations of iHS analysis. We generated 1000 replicates by randomly sampling 150 individuals from the NH cohort (excluding individuals used to generate the NH map) and compared them in pairs to assess the average discovery rate expected in a sample of this size when using the NH recombination map. Over the 500 pairs, the total number of SNPs found to have |normalized iHS| > 4 in one cohort and < 2 in the other was 58 or an average of 0.116 per comparison. This suggests that our initial result identifying 6 SNPs in 4 loci is unlikely to be due to chance.
[image: ]

S8 Figure. Comparison of gnomAD genomic constraint and phyloP for identified loci. For each of the six loci identified in our iHS comparison, we created a null distribution by randomly sampling 10,000 SNPs with similar allele frequency. Left column: gnomAD constraint values are plotted against the null distribution where available. Right column: phyloP scores are plotted in red against the null distribution. QCed gnomAD genomic constraint values were downloaded from gnomAD (https://gnomad.broadinstitute.org/downloads#v3-genomic-constraint) and parsed via an in-house script. Human phyloP scores were downloaded from UCSC (https://cgl.gi.ucsc.edu/data/cactus/241-mammalian-2020v2-hub/Homo_sapiens/241-mammalian-2020v2.bigWig) and parsed using bigWigSummary (Kent et al., 2010). The corresponding chromosome and position of SNPs are labeled for each row.
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S9 Figure. Comparison of iHS values using the deCODE map vs. NH map. iHS scores were estimated for 150 MEC-NH individuals genotyped on the MEGA array. After normalization by selscan, a score of |z| > 4 was considered genome-wide significant. Black circles (46 total) indicate iHS found to be significant in deCODE analysis but not in NH map analysis. The large number of additional candidates from analysis with the deCODE map suggest the NH map is better suited for this selection scans for the Native Hawaiian population.
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S10 Figure. Evaluation of the impact of IBDrecomb map on imputation accuracy
Comparison of imputation accuracy using the NH LDhat map (blue), the omnibus map (orange), and the NH IBDrecomb map (brown). MAF for each SNP was computed using the sequencing data. Left: 154 individuals on the MEGA array were compared on 482 available SNPs. Restricting to MAF > 0.5% resulted in bins with 135, 112, and 168 SNPs, respectively. Right: 453 individuals on the Human660W array were compared on 658 overlapping SNPs. More SNPs are available for comparison here due to larger number of individuals available for analysis. Restricting to MAF > 0.5% resulted in bins with 64, 94, and 165 SNPs, respectively.
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S11 Figure. Comparison of iHS values using the omnibus Eagle map vs. NH IBDrecomb map. iHS scores were estimated for 150 MEC-NH individuals genotyped on the MEGA array. After normalization by selscan, a score of |z| > 4 was considered genome-wide significant. iHS estimated using the NH IBDrecomb map are attenuated in comparison to the omnibus map (also seen in the comparison of the NH LDhat map to the omnibus map). 
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