[bookmark: _GoBack][image: C:\dcrawfo_CWRU\Collaborators\eMERGE\Resistant_hypertension\Manuscript\February_2016\LocusZoom_RH_EAonly_rs9479122_400kb.png]S5 Fig.  LocusZoon plot of genome-wide significant result in ESR1 in European Americans with resistant hypertension versus controlled hypertensives.  A genome-wide association study was performed for 1,719 European American cases of resistant hypertension and 708 controls from the eMERGE Network adjusted for sex, decade of birth, median body mass index, genotyping platform, and genetic ancestry (principal components 1-3).  The left x‑axis is the –log10(p-value) of the tests of association and the right x-axis is the recombination rate (cM/Mb).  The most significant result in European Americans (rs9479122) is plotted as the index variant color-coded as a purple diamond.  Surrounding SNPs are circles color-coded by strength of linkage disequilibrium (LD calculated as r2), where red is complete or very strong LD and blue is weak LD or independent variants.  LD was calculated using HapMap CEU data (release 22) in the default version of LocusZoom.  Gene names and position on chromosome 6 (Mb) are given on the y-axis.  The most significant finding (ESR1 rs9479122) is likely a false-positive due to poor genotyping prior to imputation and was removed.  
We identified this potential genotyping and imputation error after performing a look-up for ESR1 rs9479122 in two independent datasets, INVEST [1, 2] and SPS3 [3].  INVEST was a large hypertension outcomes trial, and SPS3 was a secondary stroke prevention trial with a blood pressure arm.  Both trials conducted genetic sub-studies and resistant hypertension phenotypes were constructed in a manner similar to that constructed in eMERGE.  In INVEST and SPS3, ESR1 rs9479122 is nearly monomorphic (coded allele G frequency 0.996 and 0.99937, respectively), which is in agreement with HapMap CEU estimates.  
ESR1 rs9479122 is imputed in this eMERGE dataset [4].  Prior to imputation, ESR1 rs9479122 was genotyped directly in eMERGE I on the Illumina 660W, and allele frequencies for this SNP are available for two studies genotyped in different batches:  dementia [5] and the present resistant hypertension study.  The allele frequency for the dementia study samples (0.9867; n=3,335) is similar to INVEST and SPS3; however, the allele frequency of the resistant hypertension study samples genotyped on the Illumina 660W (n=1,140) is drastically different (0.5008).  Examination of the pre-quality control genotyping data for eMERGE I revealed that ESR1 rs9479122 produced genotypes in the Marshfield cataracts dataset [6] but at a call rate of 3%.  No other pre-quality control eMERGE I datasets contained genotypes for ESR1 rs9479122, suggesting that this SNP targeted by Illumina 660W did not genotype well.  ESR1 rs9479122 was targeted on Illumina BeadChips Human 370-Quad, 610-Quad, 660W-Quad, and 1M-Duo, but not on later chips.
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