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Supplementary Figure 1A-B. Pair-wise r2 between variants identified in PEAR1 locus in European Americans (1A) and African Americans (1B). 
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[image: paper_figure_34.pdf]Supplementary Figure 2. Single variant association tests of variants in PEAR1 locus with 3 platelet aggregation phenotypes in European Americans (2A) and African Americans (2B).  Platelet aggregation was measured in response to collagen 2 ug/ml, ADP 10 uM and epinephrine 2 uM at baseline (pre-ASA) and after 14 days of aspirin therapy (post-ASA). 
Supplementary Table1. Results of single variant association tests of rs12041331 and rs12566888 with platelet aggregation phenotypes in each race separately summarizing the effect size of the alternate allele, the uncorrected p-value and the SNP-specific heritability estimates. Heritability was calculated using Raremetal. 


	 
	rs12041331
	rs12566888

	Phenotype
	Effect size
	p value
	heritability
	Effect size
	p value
	heritability

	European Americans
	
	
	
	
	
	

	ADP pre-ASA
	-2.057
	0.058
	0.3%
	-2.226
	0.036
	0.4%

	ADP post-ASA
	-2.398
	0.011
	0.6%
	-2.431
	0.008
	0.6%

	EPI * pre-ASA
	-10.409
	3.93E-05
	1.6%
	-10.298
	3.00E-05
	1.6%

	EPI post-ASA
	-4.731
	6.64E-08
	2.7%
	-4.367
	3.19E-07
	2.4%

	COL** pre-ASA
	-0.053
	0.005
	0.7%
	-0.056
	0.002
	0.87%

	COL post-ASA
	-0.321
	7.68E-06
	2.2%
	-0.278
	7.16E-05
	1.7%

	
	
	
	
	
	
	

	African Americans
	
	
	
	
	
	

	ADP pre-ASA
	-5.457
	1.02E-07
	4.2%
	-2.932
	0.0043
	1.2%

	ADP post-ASA
	-4.833
	3.62E-10
	5.6%
	-2.933
	0.0001
	2.0%

	EPI pre-ASA
	-14.174
	3.28E-12
	7.2%
	-10.293
	4.43E-07
	3.7%

	EPI post-ASA
	-4.795
	6.17E-15
	8.7%
	-3.317
	6.82E-08
	4.1%

	COL pre-ASA
	-0.088
	8.04E-07
	3.6%
	-0.044
	0.013
	0.89%

	COL post-ASA
	-0.251
	2.08E-05
	3.4%
	-0.151
	0.0062
	1.4%



                    *EPI : epinephrine, **COL : collagen

















Supplementary Table 2: P-value of association tests of rs12041331 and rs12566888 with platelet related phenotypes in meta-analysis of EAs and AAs (First and second columns). rs12041331 was associated with all platelet related phenotypes at baseline and after aspirin therapy. rs12566888, however, was associated with platelet aggregation in response to ADP, epinephrine (EPI) and collagen (COL) after aspirin therapy. This variant was only associated with platelet aggregation in response to epinephrine at baseline. The association of rs12566888 with platelet related phenotypes was lost when the results were conditioned upon rs12041331(Third column) suggesting the effect of rs12566888 was mediated by rs12041331. Interestingly, rs12041331 retained its association with platelet aggregation even after conditioning with rs12566888 (Fourth column).


	Phenotype
	rs12041331
	rs12566888
	rs12566888 | rs12041331
	rs12041331 | rs12566888

	ADP pre-ASA
	2.33E-07
	0.00045
	0.691
	2.79E-05

	ADP post-ASA
	1.05E-10
	4.31E-06
	0.850
	1.40E-06

	EPI* pre-ASA
	1.20E-15
	5.72E-11
	0.334
	1.83E-06

	EPI post-ASA
	2.37E-21
	1.76E-13
	0.728
	3.39E-09

	COL** pre-ASA
	3.52E-08
	0.00010
	0.648
	6.18E-05

	COL post-ASA
	8.84E-10
	4.05E-06
	0.843
	0.00014



*EPI : epinephrine, **COL : collagen
























Supplementary Table 3: SKAT analysis p-values of constructed sets with and without rs12041331. (Set1: all missense, stop-gain and stop loss variants, Set2: was constructed from Set 1 by filtering out the variants that were not novel (present in dbSNP) or were not rare (MAF  0.05) in the Thousand Genomes Project database.) Adding rs12041331 to the constructed sets improved p-value of SKAT burden analysis in European Americans but had minimal effect on p-values of SKAT analyses in African Americans and meta-analysis.

	Ethnic group-phenotype
	Set 1
	Set1 + rs12041331
	Set 2
	Set2 + rs12041331

	European Americans
	
	
	
	

	    ADP pre-ASA
	0.203
	0.182
	0.22
	0.197

	    ADP post-ASA
	0.056
	0.044
	0.06
	0.047

	    EPI* pre-ASA
	0.056
	0.027
	0.067
	0.032

	    EPI post-ASA
	0.00094
	0.00025
	0.00121
	0.00032

	    COL** pre-ASA
	0.363
	0.275
	0.379
	0.287

	    COL post-ASA
	0.039
	0.0098
	0.039
	0.0098

	
	
	
	
	
	

	African Americans
	
	
	
	

	    ADP pre-ASA
	0.587
	0.587
	0.57
	0.57

	    ADP post-ASA
	0.049
	0.049
	0.051
	0.051

	    EPI pre-ASA
	0.225
	0.225
	0.215
	0.215

	    EPI post-ASA
	0.021
	0.02
	0.019
	0.019

	    COL pre-ASA
	0.075
	0.075
	0.072
	0.072

	    COL post-ASA
	0.16939
	0.169
	0.176
	0.176

	
	
	
	
	
	

	Meta-analysis
	
	
	
	

	    ADP pre-ASA
	0.165
	0.165
	0.164
	0.163

	    ADP post-ASA
	0.032
	0.032
	0.032
	0.031

	    EPI pre-ASA
	0.149
	0.148
	0.157
	0.153

	    EPI post-ASA
	0.00082
	0.00081
	0.00084
	0.00083

	    COL pre-ASA
	0.071
	0.071
	0.07
	0.07

	    COL post-ASA
	0.249
	0.245
	0.261
	0.257


    *EPI : epinephrine, **COL : collagen



Supplementary Table 4: List of variants in leave-one-out test driving the major portion of burden pvalues in European Americans (first 4 variants) and African Americans (last variant). Chr: Chromosome, Pos: Position, Ref: Reference allele, Alt: Alternative Allele, Exon: Exon Number, AA change: Amino Acid change in PEAR1 protein, SIFT pred: predicted function of variant using SIFT, Polyphen pred: predicted function of variant using Polyphen2, FATHMM pred: predicted function of variant using FATHMM, CADD phred: scaled CADD score



	Chr
	Pos
	Ref
	Alt
	Exon
	AA change
	SIFT score
	SIFT pred
	Polyphen2 score
	Polyphen2 pred
	FATHMM score
	FATHMM pred
	CADD phred
	dbSNP147

	1
	156877520
	A
	G
	7
	M255V
	0.16
	Tolerated
	0.154
	Benign
	1.42
	Tolerated
	13.08
	rs149254521

	1
	156877785
	G
	A
	8
	G282S
	0.01
	Damaging
	1
	Damaging
	-0.43
	Tolerated
	33
	rs757375280

	1
	156878044
	G
	A
	9
	D343N
	0.41
	Tolerated
	0.025
	Benign
	1.4
	Tolerated
	16.55
	rs147639000

	1
	156882757
	C
	G
	18
	S802C
	0.11
	Tolerated
	0.105
	Benign
	-2.59
	Damaging
	21.3
	rs41299597

	1
	156877782
	G
	T
	8
	G281C
	0
	Damaging
	1
	Damaging
	-1.16
	Tolerated
	18.07
	rs145275734
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1A: European Americans



1B: African Americans
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