	Supplementary Table 2. Stratified analyses of the association of rs4870056 and rs2228480 in ESR1 gene with stroke risk.

	Stratified factors
	Controls
	Stroke cases
	Hemorrhagic stroke cases
	Ischemic stroke cases
	All stroke cases vs. Controls
	Hemorrhagic stroke cases vs. Controls
	Ischemic stroke cases vs. Controls

	rs4870056
	GG+GA/AA
	GG+GA/AA
	GG+GA/AA
	GG+GA/AA
	OR(95%CI)
	P a
	P c
	OR(95%CI)
	P a
	P c
	OR(95%CI)
	P a
	P c

	Age (years)
	
	
	
	
	
	
	
	
	
	
	
	
	

	<55
	273/40
	139/13
	80/3
	58/10
	0.52(0.25-1.10)
	0.086
	0.118
	0.20(0.06-0.72)
	0.013
	0.135
	0.96(0.40-2.29)
	0.930
	0.639

	  ≥55
	509/82
	247/47
	72/8
	174/38
	1.04(0.66-1.64)
	0.855
	
	0.63(0.27-1.47)
	0.285
	
	1.22(0.74-1.99)
	0.435
	

	Area
	
	
	
	
	
	
	
	
	
	
	
	
	

	  Rudong
	238/43
	126/14
	70/5
	55/9
	0.52(0.25-1.08)
	0.080
	0.106
	0.38(0.13-1.09)
	0.072
	0.842
	0.78(0.33-1.85)
	0.565
	0.286

	  Taicang
	544/79
	260/46
	82/6
	177/39
	1.06(0.67-1.68)
	0.803
	
	0.44(0.17-1.18)
	0.103
	
	1.34(0.82-2.20)
	0.246
	

	Hypertension
	
	
	
	
	
	
	
	
	
	
	
	
	

	  No 
	479/71
	47/4
	27/0
	20/4
	0.49(0.15-1.64)
	0.249
	0.322
	-
	-
	-
	1.02(0.29-3.60)
	0.974
	0.831

	  Yes 
	303/51
	339/56
	125/11
	212/44
	0.93(0.61-1.41)
	0.718
	
	0.48(0.23-1.00)
	0.050
	
	1.18(0.75-1.86)
	0.475
	

	Hyperlipidemia
	
	
	
	
	
	
	
	
	
	
	
	
	

	  No 
	362/54
	129/19
	59/4
	70/14
	0.85(0.45-1.62)
	0.631
	1.000
	0.39(0.12-1.24)
	0.110
	0.973
	1.24(0.59-2.60)
	0.565
	0.841

	  Yes 
	407/67
	249/40
	88/7
	159/33
	0.85(0.52-1.38)
	0.516
	
	0.40(0.16-1.00)
	0.049
	
	1.13(0.67-1.91)
	0.638
	

	COC use
	
	
	
	
	
	
	
	
	
	
	
	
	

	  No 
	443/79
	201/26
	69/6
	132/20
	0.58(0.34-0.99)
	0.046
	0.031
	0.34(0.13-0.92)
	0.033
	0.655
	0.71(0.39-1.29)
	0.259
	0.013

	Yes 
	338/43
	185/33
	83/5
	100/27
	1.40(0.77-2.53)
	0.270
	
	0.47(0.17-1.34)
	0.158
	
	2.21(1.14-4.31)
	0.019
	

	Hyperlipidemia and hypertension
	
	
	
	
	
	
	
	
	
	
	
	
	

	No 
	225/33
	19/1
	13/0
	6/1
	0.25(0.03-2.16)
	0.206
	0.250
	-
	-
	-
	0.83(0.08-8.40)
	0.872
	0.789

	Yes 
	161/30
	223/38
	76/7
	145/31
	0.91(0.54-1.54)
	0.727
	
	0.46(0.18-1.17)
	0.102
	
	1.15(0.66-2.01)
	0.625
	

	
	
	
	
	
	
	
	
	
	
	
	
	
	

	rs2228480
	GG/GA+AA
	GG/GA+AA
	GG/GA+AA
	GG/GA+AA
	OR(95%CI)
	P b
	P c
	OR(95%CI)
	P b
	P c
	OR(95%CI)
	P b
	P c

	Age (years)
	
	
	
	
	
	
	
	
	
	
	
	
	

	<55
	210/104
	91/61
	53/30
	38/30
	1.39(0.85-2.27)
	0.195
	0.529
	1.16(0.64-2.10)
	0.619
	0.512
	1.70(0.89-3.27)
	0.111
	0.444

	  ≥55
	343/247
	164/129
	50/30
	113/98
	1.15(0.83-1.60)
	0.410
	
	0.89(0.53-1.51)
	0.672
	
	1.27(0.88-1.83)
	0.210
	

	Area
	
	
	
	
	
	
	
	
	
	
	
	
	

	  Rudong
	178/105
	84/56
	50/25
	34/30
	1.24(0.75-2.04)
	0.400
	0.957
	0.86(0.46-1.62)
	0.645
	0.611
	1.97(1.02-3.79)
	0.043
	0.260

	  Taicang
	375/246
	171/134
	53/35
	117/98
	1.22(0.88-1.69)
	0.229
	
	1.06(0.64-1.75)
	0.824
	
	1.28(0.89-1.84)
	0.188
	

	Hypertension
	
	
	
	
	
	
	
	
	
	
	
	
	

	  No 
	336/213
	27/24
	17/10
	10/14
	1.41(0.77-2.58)
	0.272
	0.658
	0.91(0.39-2.17)
	0.839
	0.786
	2.19(0.91-5.27)
	0.080
	0.278

	  Yes 
	217/138
	228/166
	86/50
	141/114
	1.21(0.89-1.64)
	0.219
	
	1.04(0.67-1.62)
	0.858
	
	1.30(0.93-1.84)
	0.128
	

	Hyperlipidemia
	
	
	
	
	
	
	
	
	
	
	
	
	

	  No 
	250/167
	79/69
	33/30
	46/38
	1.29(0.83-1.99)
	0.255
	0.667
	1.21(0.66-2.22)
	0.534
	0.246
	1.37(0.80-2.33)
	0.251
	0.900

	  Yes 
	296/177
	173/115
	68/27
	104/87
	1.14(0.80-1.63)
	0.456
	
	0.75(0.44-1.28)
	0.295
	
	1.43(0.96-2.13)
	0.081
	

	COC use
	
	
	
	
	
	
	
	
	
	
	
	
	

	  No 
	325/198
	130/97
	45/30
	85/67
	1.27(0.88-1.84)
	0.209
	0.745
	1.15(0.66-2.00)
	0.619
	0.385
	1.38(0.90-2.13)
	0.141
	1.000

	Yes 
	227/153
	125/92
	58/30
	66/60
	1.16(0.78-1.74)
	0.469
	
	0.81(0.46-1.42)
	0.457
	
	1.38(0.86-2.23)
	0.187
	

	Hyperlipidemia and hypertension
	
	
	
	
	
	
	
	
	
	
	
	
	

	No 
	156/102
	10/10
	8/5
	2/5
	1.51(0.57-3.97)
	0.408
	0.565
	0.83(0.24-2.84)
	0.771
	0.839
	4.56(0.82-25.44)
	0.084
	0.186

	Yes 
	121/70
	157/103
	60/23
	96/79
	1.11(0.75-1.65)
	0.590
	
	0.72(0.40-1.30)
	0.277
	
	1.38(0.90-2.13)
	0.144
	

	Abbreviations: ESR, estrogen receptor; COC, combined oral contraceptives; OR, odds ratio; 95% CI, 95% confidence interval.
a Derived from logistic regression analyses adjusted for age, region, body mass index, education, COC use, hypertension and hyperlipidemia (excluded the stratified factor in each stratum) in the recessive model 
b Derived from logistic regression analyses adjusted for age, region, body mass index, education, COC use, hypertension and hyperlipidemia (excluded the stratified factor in each stratum) in the dominant genetic model.
[bookmark: OLE_LINK61][bookmark: OLE_LINK62]c p value of the heterogeneity test based on the 2 based Q test.



