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Supplemental Tables

Table S1. Periventricular (PVH) and deep white matter hyperintensities (DWMH) Fazekas score stratified by sex and age

	Sex
	Age
	N participants
	PVH
	DWMH

	
	
	
	0

N(%)
	1

N(%)
	2

N(%)
	3

N(%)
	0

N(%)
	1

N(%)
	2

N(%)
	3

N(%)

	Men
	50-54
	15
	3(20)
	9(60)
	3(20)
	0(0)
	1(6.7)
	12(80.0)
	2(13.3)
	0(0.0)

	
	55-59
	54
	3(5.6)
	40(74.1)
	9(16.7)
	2(3.7)
	10(18.5)
	31(57.4)
	9(16.7)
	4(7.4)

	
	60-64
	71
	3(4.2)
	46(64.8)
	21(29.6)
	1(1.4)
	12(16.9)
	38(53.5)
	18(25.4)
	3(4.3)

	
	65-69
	52
	2(3.8)
	28(53.8)
	17(32.7)
	5(9.6)
	2(3.8)
	30(57.7)
	14(26.9)
	6(11.5)

	
	70-74
	57
	1(1.8)
	25(43.9)
	21(36.8)
	10(17.5)
	6(10.5)
	23(40.4)
	21(36.8)
	7(12.3)

	
	75-79
	31
	1(3.2)
	10(32.2)
	11(35.5)
	9(29.0)
	2(6.5)
	12(38.7)
	12(38.7)
	5(16.1)

	
	≥80
	8
	0(0.0)
	0(0.0)
	5(62.5)
	3(37.5)
	0(0.0)
	1(12.5)
	5(62.5)
	2(25.0)

	
	total
	288
	13(4.5)
	158(54.9)
	87(30.2)
	30(10.4)
	33(11.5)
	147(51.0)
	81(28.1)
	27(9.4)

	Women
	50-54
	21
	2(9.5)
	17(81.0)
	2(9.5)
	0(0.0)
	7(33.3)
	11(52.4)
	2(9.5)
	1(4.8)

	
	55-59
	55
	3(5.5)
	33(60.0)
	17(30.9)
	2(3.6)
	10(18.2)
	31(56.4)
	12(21.8)
	2(3.6)

	
	60-64
	62
	1(1.6)
	42(67.7)
	16(25.8)
	3(4.8)
	3(4.8)
	32(51.6)
	24(38.7)
	3(4.8)

	
	65-69
	51
	1(2.0)
	24(47.1)
	19(37.3)
	7(13.7)
	4(7.8)
	25(49.0)
	15(29.4)
	7(13.7)

	
	70-74
	51
	0(0.0)
	19(37.7)
	18(35.3)
	14(27.5)
	2(3.9)
	19(37.3)
	21(41.2)
	9(17.6)

	
	75-79
	24
	0(0.0)
	8(33.3
	9(37.5)
	7(29.2)
	1(4.2)
	6(25.0)
	12(50.0)
	5(20.8)

	
	≥80
	8
	0(0.0)
	1(12.5)
	4(50.0)
	3(37.5)
	0(0.0)
	2(25.0)
	3(37.5)
	3(37.5)

	
	total
	272
	7(2.6)
	144(52.9)
	85(31.3)
	36(13.2)
	27(9.9)
	126(46.3)
	89(32.7)
	30(11.0)

	Total
	50-54
	36
	5(13.9)
	26(72.2)
	5(13.9)
	0(0.0)
	8(22.2)
	23(63.9)
	4(11.1)
	1(2.8)

	
	55-59
	109
	6(5.5)
	73(67.0)
	26(23.9)
	4(3.7)
	20(18.3)
	62(56.9)
	21(19.3)
	6(5.5)

	
	60-64
	133
	4(3.0)
	88(66.2)
	37(27.8)
	4(3.0)
	15(11.3)
	70(52.6)
	42(31.6)
	6(4.5)

	
	65-69
	103
	3(2.9)
	52(50.5)
	36(35.0)
	12(11.7)
	6(5.8)
	55(53.4)
	29(28.2)
	13(12.6)

	
	70-74
	108
	1(0.9)
	44(40.7)
	39(36.1)
	24(22.2)
	8(7.4)
	42(38.9)
	42(38.9)
	16(14.8)

	
	75-79
	55
	1(1.8)
	18(32.7)
	20(36.4)
	16(29.1)
	3(5.5)
	18(32.7)
	24(43.6)
	10(18.2)

	
	≥80
	16
	0(0.0)
	1(6.3)
	9(56.3)
	6(37.5)
	0(0.0)
	3(18.8)
	8(50.0)
	5(31.3)

	
	total
	560
	20(3.6)
	302(53.9)
	172(30.7)
	66(11.8)
	60(10.7)
	273(48.8)
	170(30.4)
	57(10.2)


Table S2. Performance of the study cohort in different cognitive domains stratified by blood pressure/treatment category

	Blood pressure/treatment category
	Global cognition
	Verbal memory
	Non-verbal memory
	Executive function
	Language
	Attention/

speed of processing

	Untreated SBP <120 and DBP<80 mmHg 
	0.14±0.46
	0.31±0.87
	0.15±0.97
	0.12±0.52
	0.15±0.72
	0.09±0.55

	Untreated SBP 120-139 or DBP 80-89 mmHg 
	0.10±0.55
	0.07±0.89
	0.20±0.90
	0.08±0.60
	0.05±0.74
	0.07±0.62

	Untreated SBP ≥140 or DBP≥90 mmHg 
	-0.03±0.65
	-0.13±0.96*
	-0.17±1.08
	-0.03±0.75
	-0.03±0.90
	-0.07±0.64

	Treated SBP <120 and DBP<80 mmHg 
	-0.02±0.57
	-0.06±0.90
	-0.20±1.03
	-0.03±0.62
	-0.05±0.76
	-0.06±0.73

	Treated SBP 120-139 or DBP 80-89 mmHg 
	-0.01±0.48
	-0.11±0.94*
	-0.04±0.92
	-0.05±0.56
	-0.06±0.80
	0.06±0.50

	Treated SBP ≥140 or DBP≥90 mmHg 
	-0.09±0.54*
	-0.32±0.96*
	-0.29±1.11†
	-0.10±0.63
	-0.20±0.83
	-0.20±0.97


DBP=diastolic blood pressure; SBP=systolic blood pressure. Data are mean±standard deviation. ANOVA results for the overall effect of blood pressure/treatment category on cognition: Global cognition: F(5, 516)=2.49, p=0.031; Verbal memory: F(5, 539)=4.86, p<0.001; nonverbal memory: F(5, 541)=3.94, p=0.002; executive function: F(5, 534)=1.79, p=0.113; language: F(5, 546)=1.95, p=0.084; attention/speed of processing: F(5, 547)=2.43, p=0.034

* p<0.05 compared with no antihypertensives and SBP <120 and DBP<80 mmHg

† p<0.05 compared with no antihypertensives and SBP 120-139 or DBP 80-89 mmHg

‡ p<0.05 compared with no antihypertensives and SBP ≥140 or DBP≥90 mmHg
Table S3. Association of (A) blood pressure and its treatment, and (B) blood pressure/treatment category, with global cognition (z-score) in the total study cohort 

	Variable
	β (95% CI) crude
	β (95% CI) adjusted age, sex
	β (95% CI) 

fully adjusted 
	β (95% CI) 

fully adjusted plus APOE-ε4 
	β (95% CI) 

risk factor adjusted

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.011
-0.03(-0.06 to -0.01)
	R2=0.139
-0.03(-0.05 to 0.01)
	R2=0.239
-0.02(-0.04 to 0.01)
	R2=0.304
-0.03(-0.06 to -0.01)
	R2=0.156
-0.01(-0.04 to 0.01)

	DBP (per 5 mmHg)
	R2=0.004
0.02(-0.01 to 0.04)
	R2=0.136
0.01(-0.02 to 0.03)
	R2=0.237
0.01(-0.02 to 0.03)
	R2=0.291
-0.01(-0.03 to 0.02)
	R2=0.159
0.01(-0.02 to 0.03)

	Antihypertensive medications (yes vs no)
	R2=0.013
-0.13(-0.22 to -0.03)
	R2=0.137
-0.02(-0.12 to 0.07)
	R2=0.238
-0.04(-0.13 to 0.05)
	R2=0.291
-0.02(-0.12 to 0.07)
	R2=0.154
0.02(-0.08 to 0.11)

	(B)
	R2=0.014
	R2=0.134
	R2=0.234
	R2=0.295
	R2=0.148

	Untreated SBP <120 and DBP<80 mmHg 
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg 
	-0.04(-0.18 to 0.09)
	-0.03(-0.16 to 0.10)
	-0.03(-0.15 to 0.09)
	-0.08(-0.22 to 0.07)
	-0.04(-0.17 to 0.09)

	Untreated SBP ≥140 or DBP≥90 mmHg 
	-0.17(-0.34 to -0.01)
	-0.09(-0.25 to 0.07)
	-0.05(-0.20 to 0.10)
	-0.16(-0.34 to 0.01)
	-0.07(-0.23 to 0.09)

	Treated SBP <120 and DBP<80 mmHg 
	-0.16(-0.33 to 0.01)
	-0.03(-0.19 to 0.13)
	-0.01(-0.17 to 0.14)
	-0.04(-0.21 to 0.12)
	-0.01(-0.17 to 0.16)

	Treated SBP 120-139 or DBP 80-89 mmHg 
	-0.16(-0.32 to 0.01)
	-0.04(-0.20 to 0.11)
	-0.06(-0.21 to 0.09)
	-0.06(-0.23 to 0.10)
	0.01(-0.15 to 0.17)

	Treated SBP ≥140 or DBP≥90 mmHg 
	-0.24(-0.40 to -0.07)
	-0.11(-0.27 to 0.05)
	-0.12(-0.27 to 0.04)
	-0.17(-0.34 to -0.01)
	-0.06(-0.23 to 0.10)


APOE=apolipoprotein E genotype; β=unstandardized weight in linear regression; CI=confidence interval; DBP=diastolic blood pressure; SBP=systolic blood pressure

fully adjusted=age, alcohol consumption, depression score, education, sex, smoking status
risk factor adjusted=age, current smoking, diabetes, HDL cholesterol, sex, total cholesterol

Table S4. Association of (A) blood pressure and its treatment, and (B) blood pressure/treatment category, with verbal memory (z-score) in the total study cohort

	Variable
	β (95% CI) crude
	β (95% CI) 

adjusted age, sex
	β (95% CI) 

fully adjusted 
	β (95% CI) 

fully adjusted plus APOE-ε4 
	β (95% CI) 

risk factor adjusted

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.031
-0.10(-0.14 to -0.05)
	R2=0.170
-0.04(-0.08 to 0.01)
	R2=0.198
-0.04(-0.08 to 0.01)
	R2=0.249
-0.05(-0.10 to -0.01)
	R2=0.164
-0.03(-0.08 to 0.01)

	DBP (per 5 mmHg)
	R2=0.001
-0.02(-0.06 to 0.02)
	R2=0.166
0.01(-0.04 to 0.04)
	R2=0.198
0.01(-0.04 to 0.04)
	R2=0.240
-0.01(-0.05 to 0.04)
	R2=0.160
0.01(-0.04 to 0.04)

	Antihypertensive medications (yes vs no)
	R2=0.018
-0.27(-0.43 to -0.11)
	R2=0.170

-0.13(-0.28 to 0.02)
	R2=0.197
-0.10(-0.26 to 0.05)
	R2=0.240
-0.01(-0.19 to 0.17)
	R2=0.164
-0.10(-0.26 to 0.06)

	(B)
	R2=0.034
	R2=0.169
	R2=0.195
	R2=0.240
	R2=0.161

	Untreated SBP <120 and DBP<80 mmHg 
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg 
	-0.24(-0.47 to -0.02)
	-0.01(-0.23 to 0.20)
	-0.01(-0.22 to 0.21)
	-0.06(-0.34 to 0.21)
	-0.02(-0.24 to 0.20)

	Untreated SBP ≥140 or DBP≥90 mmHg 
	-0.44(-0.71 to -0.17)
	-0.12(-0.38 to 0.15)
	-0.09(-0.36 to 0.17)
	-0.19(-0.51 to 0.14)
	-0.11(-0.38 to 0.15)

	Treated SBP <120 and DBP<80 mmHg 
	-0.37(-0.66 to -0.09)
	-0.11(-0.38 to 0.17)
	-0.04(-0.31 to 0.24)
	-0.05(-0.37 to 0.27)
	-0.08(-0.36 to 0.20)

	Treated SBP 120-139 or DBP 80-89 mmHg 
	-0.42(-0.68 to -0.15)
	-0.11(-0.37 to 0.14)
	-0.09(-0.36 to 0.17)
	0.02(-0.30 to 0.33)
	-0.08(-0.34 to 0.19)

	Treated SBP ≥140 or DBP≥90 mmHg 
	-0.62(-0.90 to -0.35)
	-0.29(-0.55 to -0.02)
	-0.24(-0.51 to 0.02)
	-0.22(-0.53 to -0.09)
	-0.26(-0.53 to 0.01)


APOE=apolipoprotein E genotype; β=unstandardized weight in linear regression; CI=confidence interval; DBP=diastolic blood pressure; SBP=systolic blood pressure

fully adjusted=age, alcohol consumption, depression score, education, sex, smoking status
risk factor adjusted=age, current smoking, diabetes, HDL cholesterol, sex, total cholesterol

Table S5. Association of (A) blood pressure and its treatment, and (B) blood pressure/treatment category, with non-verbal memory (z-score) in the total study cohort

	Variable
	β (95% CI) crude
	β (95% CI) 

adjusted age, sex
	β (95% CI) 

fully adjusted 
	β (95% CI) 

fully adjusted plus APOE-ε4 
	β (95% CI) 

risk factor adjusted

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.005
-0.05(-0.10 to -0.01)
	R2=0.149
-0.03(-0.08 to 0.02)
	R2=0.238
-0.03(-0.07 to 0.02)
	R2=0.300
-0.07(-0.12 to -0.02)
	R2=0.162
-0.03(-0.07 to 0.02)

	DBP (per 5 mmHg)
	R2=0.001
0.03(-0.02 to 0.07)
	R2=0.147
-0.01(-0.05 to 0.03)
	R2=0.236
-0.01(-0.04 to 0.04)
	R2=0.290
-0.04(-0.08 to 0.01)
	R2=0.161
-0.01(-0.05 to 0.03)

	Antihypertensive medications (yes vs no)
	R2=0.016
-0.28(-0.45 to -0.10)
	R2=0.149
-0.09(-0.26 to 0.07)
	R2=0.238
-0.10(-0.26 to 0.06)
	R2=0.288
-0.09(-0.27 to 0.09)
	R2=0.161
-0.06(-0.23 to 0.11)

	(B)
	R2=0.026
	R2=0.150
	R2=0.237
	R2=0.300
	R2=0.162

	Untreated SBP <120 and DBP<80 mmHg 
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg 
	0.05(-0.19 to 0.29)
	0.02(-0.21 to 0.25)
	-0.01(-0.23 to 0.21)
	-0.19(-0.47 to 0.09)
	-0.02(-0.25 to 0.22)

	Untreated SBP ≥140 or DBP≥90 mmHg 
	-0.32(-0.61 to -0.02)
	-0.21(-0.49 to 0.08)
	-0.17(-0.44 to 0.11)
	-0.39(-0.71 to -0.05)
	-0.22(-0.50 to 0.07)

	Treated SBP <120 and DBP<80 mmHg 
	-0.35(-0.66 to -0.04)
	-0.13(-0.42 to 0.17)
	-0.10(-0.39 to 0.18)
	-0.11(-0.44 to 0.21)
	-0.14(-0.44 to 0.16)

	Treated SBP 120-139 or DBP 80-89 mmHg 
	-0.19(-0.48 to -0.09)
	-0.05(-0.32 to 0.23)
	-0.09(-0.35 to 0.17)
	-0.20(-0.51 to 0.12)
	-0.03(-0.32 to 0.25)

	Treated SBP ≥140 or DBP≥90 mmHg 
	-0.44(-0.74 to -0.14)
	-0.25(-0.54 to -0.04)
	-0.25(-0.53 to 0.03)
	-0.47(-0.78 to -0.05)
	-0.22(-0.52 to 0.07)


APOE=apolipoprotein E genotype; β=unstandardized weight in linear regression; CI=confidence interval; DBP=diastolic blood pressure; SBP=systolic blood pressure

fully adjusted=age, alcohol consumption, depression score, education, sex, smoking status
risk factor adjusted=age, current smoking, diabetes, HDL cholesterol, sex, total cholesterol
Table S6. Association of (A) blood pressure and its treatment, and (B) blood pressure/treatment category, with executive function (z-score) in the total study cohort

	Variable
	β (95% CI) crude
	β (95% CI) 

adjusted age, sex
	β (95% CI) 

fully adjusted 
	β (95% CI) 

fully adjusted plus APOE-ε4 
	β (95% CI) 

risk factor adjusted

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.005

-0.03(-0.06 to -0.01)
	R2=0.128
-0.02(-0.05 to 0.01)
	R2=0.248
-0.01(-0.04 to 0.01)
	R2=0.284
-0.03(-0.06 to -0.01)
	R2=0.145
-0.01(-0.04 to 0.02)

	DBP (per 5 mmHg)
	R2=0.006
0.03(0.01 to 0.05)
	R2=0.127
0.01(-0.02 to 0.03)
	R2=0.247
0.01(-0.01 to 0.03)
	R2=0.276
-0.01(-0.03 to 0.02)
	R2=0.145
0.01(-0.02 to 0.03)

	Antihypertensive medications (yes vs no)
	R2=0.009
-0.13(-0.24 to -0.03)
	R2=0.127
-0.03(-0.13 to 0.08)
	R2=0.248
-0.06(-0.15 to 0.04)
	R2=0.276
-0.02(-0.13 to 0.09)
	R2=0.145
0.02(-0.09 to 0.12)

	(B)
	R2=0.007
	R2=0.123
	R2=0.245
	R2=0.277
	R2=0.140

	Untreated SBP <120 and DBP<80 mmHg 
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg 
	-0.03(-0.18 to 0.12)
	-0.04(-0.19 to 0.11)
	-0.04(-0.17 to 0.10)
	-0.06(-0.23 to 0.11)
	-0.04(-0.19 to 0.10)

	Untreated SBP ≥140 or DBP≥90 mmHg 
	-0.15(-0.33 to 0.04)
	-0.07(-0.25 to 0.11)
	-0.03(-0.19 to 0.14)
	-0.12(-0.31 to 0.08)
	-0.05(-0.22 to 0.13)

	Treated SBP <120 and DBP<80 mmHg 
	-0.15(-0.34 to 0.05)
	-0.01(-0.20 to 0.17)
	-0.01(-0.17 to 0.17)
	0.01(-0.18 to 0.21)
	0.01(-0.18 to 0.20)

	Treated SBP 120-139 or DBP 80-89 mmHg 
	-0.17(-0.35 to 0.01)
	-0.07(-0.24 to 0.11)
	-0.10(-0.26 to 0.07)
	-0.06(-0.25 to 0.13)
	0.01(-0.17 to 0.18)

	Treated SBP ≥140 or DBP≥90 mmHg 
	-0.22(-0.40 to -0.03)
	-0.11(-0.29 to 0.08)
	-0.12(-0.29 to 0.04)
	-0.16(-0.35 to 0.03)
	-0.05(-0.24 to 0.13)


APOE=apolipoprotein E genotype; β=unstandardized weight in linear regression; CI=confidence interval; DBP=diastolic blood pressure; SBP=systolic blood pressure

fully adjusted=age, alcohol consumption, depression score, education, sex, smoking status
risk factor adjusted=age, current smoking, diabetes, HDL cholesterol, sex, total cholesterol

Table S7. Association of (A) blood pressure and its treatment, and (B) blood pressure/treatment category, with language (z-score) in the total study cohort

	Variable
	β (95% CI) crude
	β (95% CI) 

adjusted age, sex
	β (95% CI) 

fully adjusted 
	β (95% CI) 

fully adjusted plus APOE-ε4 
	β (95% CI) 

risk factor adjusted

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.010
-0.05(-0.09 to -0.01)
	R2=0.080
-0.04(-0.07 to 0.01)
	R2=0.103
-0.03(-0.07 to 0.01)
	R2=0.103
-0.05(-0.10 to -0.01)
	R2=0.082
-0.04(-0.08 to -0.01)

	DBP (per 5 mmHg)
	R2=0.004
0.03(-0.01 to 0.06)
	R2=0.075
0.01(-0.02 to 0.05)
	R2=0.100
0.02(-0.02 to 0.05)
	R2=0.089
-0.02(-0.06 to 0.02)
	R2=0.075

0.01(-0.03 to 0.04)

	Antihypertensive medications (yes vs no)
	R2=0.009

-0.17(-0.30 to -0.03)
	R2=0.075
-0.06(-0.20 to 0.07)
	R2=0.101

-0.09(-0.22 to 0.19)
	R2=0.089
-0.06(-0.21 to 0.10)
	R2=0.075
-0.03(-0.16 to 0.11)

	(B)
	R2=0.009
	R2=0.073
	R2=0.099
	R2=0.098
	R2=0.076

	Untreated SBP <120 and DBP<80 mmHg 
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg 
	-0.10(-0.29 to 0.10)
	-0.10(-0.29 to 0.09)
	-0.07(-0.26 to 0.12)
	-0.16(-0.39 to 0.07)
	-0.11(-0.30 to 0.08)

	Untreated SBP ≥140 or DBP≥90 mmHg 
	-0.18(-0.41 to 0.05)
	-0.10(-0.29 to 0.09)
	-0.04(-0.27 to 0.20)
	-0.12(-0.40 to 0.16)
	-0.11(-0.34 to 0.12)

	Treated SBP <120 and DBP<80 mmHg 
	-0.19(-0.44 to 0.05)
	-0.06(-0.30 to 0.19)
	-0.03(-0.27 to 0.21)
	-0.02(-0.29 to 0.26)
	-0.02(-0.27 to 0.22)

	Treated SBP 120-139 or DBP 80-89 mmHg 
	-0.21(-0.43 to 0.02)
	-0.11(-0.33 to 0.12)
	-0.12(-0.34 to 0.11)
	-0.09(-0.35 to 0.18)
	-0.05(-0.28 to 0.18)

	Treated SBP ≥140 or DBP≥90 mmHg 
	-0.34(-0.58 to -0.11)
	-0.23(-0.46 to 0.01)
	-0.23(-0.46 to 0.01)
	-0.34(-0.60 to -0.08)
	-0.23(-0.47 to 0.01)


APOE=apolipoprotein E genotype; β=unstandardized weight in linear regression; CI=confidence interval; DBP=diastolic blood pressure; SBP=systolic blood pressure

fully adjusted=age, alcohol consumption, depression score, education, sex, smoking status
risk factor adjusted=age, current smoking, diabetes, HDL cholesterol, sex, total cholesterol
Table S8. Association of (A) blood pressure and its treatment, and (B) blood pressure/treatment category, with attention/speed of processing (z-score) in the total study cohort

	Variable
	β (95% CI) crude
	β (95% CI) 

adjusted age, sex
	β (95% CI) 

fully adjusted 
	β (95% CI) 

fully adjusted plus APOE-ε4 
	β (95% CI) 

risk factor adjusted

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.019
-0.06(-0.09 to -0.02)
	R2=0.013
-0.04(-0.07 to -0.01)
	R2=0.106
-0.04(-0.07 to -0.01)
	R2=0.139
-0.07(-0.10 to -0.03)
	R2=0.097
-0.04(-0.08 to -0.01)

	DBP (per 5 mmHg)
	R2=0.001
0.01(-0.02 to 0.04)
	R2=0.084
-0.01(-0.03 to 0.03)
	R2=0.095
-0.01(-0.03 to 0.03)
	R2=0.110
-0.02(-0.05 to 0.02)
	R2=0.086
-0.01(-0.04 to 0.02)

	Antihypertensive medications (yes vs no)
	R2=0.004
-0.11(-0.22 to 0.01)
	R2=0.084
-0.01(-0.12 to 0.10)
	R2=0.095
-0.02(-0.13 to 0.09)
	R2=0.108
-0.03(-0.16 to 0.10)
	R2=0.085
0.01(-0.11 to 0.13)

	(B)
	R2=0.013
	R2=0.088
	R2=0.096
	R2=0.117
	R2=0.091

	Untreated SBP <120 and DBP<80 mmHg 
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg 
	-0.02(-0.18 to 0.14)
	-0.01(-0.17 to 0.15)
	-0.02(-0.18 to 0.14)
	-0.07(-0.27 to 0.13)
	-0.03(-0.19 to 0.13)

	Untreated SBP ≥140 or DBP≥90 mmHg 
	-0.16(-0.36 to 0.14)
	-0.07(-0.27 to 0.12)
	-0.07(-0.26 to 0.13)
	-0.19(-0.43 to 0.05)
	-0.08(-0.28 to 0.11)

	Treated SBP <120 and DBP<80 mmHg 
	-0.15(-0.35 to 0.06)
	-0.01(-0.22 to 0.19)
	-0.03(-0.23 to 0.18)
	-0.05(-0.28 to 0.19)
	-0.02(-0.22 to 0.19)

	Treated SBP 120-139 or DBP 80-89 mmHg 
	-0.03(-0.18 to 0.14)
	0.08(-0.11 to 0.27)
	0.04(-0.15 to 0.23)
	-0.01(-0.24 to 0.22)
	0.10(-0.10 to 0.30)

	Treated SBP ≥140 or DBP≥90 mmHg 
	-0.29(-0.49 to -0.09)
	-0.17(-0.37 to 0.03)
	-0.17(-0.37 to 0.03)
	-0.26(-0.49 to -0.03)
	-0.17(-0.37 to 0.04)


APOE=apolipoprotein E genotype; β=unstandardized weight in linear regression; CI=confidence interval; DBP=diastolic blood pressure; SBP=systolic blood pressure

fully adjusted=age, alcohol consumption, depression score, education, sex, smoking status
risk factor adjusted=age, current smoking, diabetes, HDL cholesterol, sex, total cholesterol

Hier weiter!!!

Table S9. Global cognition stratified by blood pressure/treatment category separately for men and women and younger (<65 years) and older (≥65 years) participants

	Blood pressure/treatment category
	Global cognition

	
	Men
	Women
	<65 years
	≥65 years

	Untreated SBP <120 and DBP<80 mmHg 
	0.26±0.44
	0.10±0.45
	0.19±0.44
	0.07±0.49

	Untreated SBP 120-139 or DBP 80-89 mmHg 
	0.14±0.58
	0.05±0.51
	0.21±0.53
	-0.07±0.54

	Untreated SBP ≥140 or DBP≥90 mmHg 
	0.03±0.59
	-0.15±0.75
	0.26±0.52
	-0.34±0.63

	Treated SBP <120 and DBP<80 mmHg 
	-0.17±0.60
	0.10±0.52
	0.28±0.47
	-0.21±0.55

	Treated SBP 120-139 or DBP 80-89 mmHg 
	-0.05±0.46
	0.04±0.50
	0.21±0.50
	-0.12±0.43

	Treated SBP ≥140 or DBP≥90 mmHg 
	-0.06±0.59
	-0.13±0.48
	0.20±0.48
	-0.23±0.51


DBP=diastolic blood pressure; SBP=systolic blood pressure. Data are mean±standard deviation. ANOVA results for the overall effect of blood pressure/treatment category on global cognition: F(5, 266)=2.68, p=0.022 for men; F(5, 244)=1.52, p=0.184 for women; F(5, 258)=0.19, p=0.967 for <65 years; F(5, 252)=2.81, p=0.017 for ≥65 years

Table S10. Verbal memory stratified by blood pressure/treatment category separately for men and women and younger (<65 years) and older (≥65 years) participants

	Blood pressure/treatment category
	Verbal memory

	
	Men
	Women
	<65 years
	≥65 years

	Untreated SBP <120 and DBP<80 mmHg 
	0.02±0.89
	0.41±0.85
	0.41±0.75
	0.11±1.04

	Untreated SBP 120-139 or DBP 80-89 mmHg 
	-0.12±0.87
	0.37±0.83
	0.26±0.86
	-0.23±0.84

	Untreated SBP ≥140 or DBP≥90 mmHg 
	-0.36±0.83
	0.27±1.05
	0.09±0.95
	-0.35±0.93

	Treated SBP <120 and DBP<80 mmHg 
	-0.67±0.86
	0.43±0.58
	0.26±0.81
	-0.27±0.90

	Treated SBP 120-139 or DBP 80-89 mmHg 
	-0.34±0.86
	0.20±0.96
	0.10±1.08
	-0.22±0.85

	Treated SBP ≥140 or DBP≥90 mmHg 
	-0.44±1.08
	-0.14±0.75
	0.11±0.99
	-0.51±0.89


DBP=diastolic blood pressure; SBP=systolic blood pressure. Data are mean±standard deviation. ANOVA results for the overall effect of blood pressure/treatment category on verbal memory: F(5, 278)=2.68, p=0.022 for men; F(5, 255)=2.24, p=0.051 for women; F(5, 269)=0.104, p=0.395 for <65 years; F(5, 264)=2.13, p=0.062 for ≥65 years
Table S11. Non-verbal memory stratified by blood pressure/treatment category separately for men and women and younger (<65 years) and older (≥65 years) participants

	Blood pressure/treatment category
	Non-verbal memory

	
	Men
	Women
	<65 years
	≥65 years


	Untreated SBP <120 and DBP<80 mmHg 
	0.55±0.69
	0.01±1.01
	0.34±0.94
	-0.22±0.93

	Untreated SBP 120-139 or DBP 80-89 mmHg 
	0.30±0.85
	0.05±0.97
	0.34±0.75
	-0.01±1.07

	Untreated SBP ≥140 or DBP≥90 mmHg 
	0.02±0.93
	-0.49±1.26
	0.33±0.81
	-0.66±1.11

	Treated SBP <120 and DBP<80 mmHg 
	-0.21±1.09
	-0.20±1.00
	0.39±0.74
	-0.59±1.03

	Treated SBP 120-139 or DBP 80-89 mmHg 
	-0.02±0.97
	-0.07±0.88
	0.28±0.81
	-0.22±0.94

	Treated SBP ≥140 or DBP≥90 mmHg 
	-0.28±1.27
	-0.31±0.88
	0.24±1.01
	-0.54±1.07


DBP=diastolic blood pressure; SBP=systolic blood pressure. Data are mean±standard deviation. ANOVA results for the overall effect of blood pressure/treatment category on non-verbal memory: F(5, 274)=4.01, p=0.002 for men; F(5, 261)=1.61, p=0.158 for women; F(5, 270)=0.10, p=0.992 for <65 years; F(5, 265)=2.85, p=0.016 for ≥65 years

Table S12. Executive function stratified by blood pressure/treatment category separately for men and women and younger (<65 years) and older (≥65 years) participants

	Blood pressure/treatment category
	Executive function

	
	Men
	Women
	<65 years
	≥65 years

	Untreated SBP <120 and DBP<80 mmHg 
	0.27±0.56
	0.06±0.49
	0.14±0.51
	0.08±0.53

	Untreated SBP 120-139 or DBP 80-89 mmHg 
	0.14±0.63
	-0.02±0.55
	0.23±0.58
	-0.14±0.17

	Untreated SBP ≥140 or DBP≥90 mmHg 
	0.06±0.74
	-0.23±0.75
	0.29±0.64
	-0.36±0.72

	Treated SBP <120 and DBP<80 mmHg 
	-0.09±0.66
	0.02±0.59
	0.29±0.46
	-0.22±0.63

	Treated SBP 120-139 or DBP 80-89 mmHg 
	-0.08±0.57
	-0.02±0.56
	0.22±0.56
	-0.18±0.53

	Treated SBP ≥140 or DBP≥90 mmHg 
	-0.03±0.67
	-0.20±0.57
	0.22±0.52
	-0.26±0.63


DBP=diastolic blood pressure; SBP=systolic blood pressure. Data are mean±standard deviation. ANOVA results for the overall effect of blood pressure/treatment category on executive function: F(5, 275)=1.78, p=0.117 for men; F(5, 253)=1.58, p=0.166 for women; F(5, 264)=0.51, p=0.770 for <65 years; F(5, 264)=2.26, p=0.049 for ≥65 years

Table S13. Language stratified by blood pressure/treatment category separately for men and women and younger (<65 years) and older (≥65 years) participants

	Blood pressure/treatment category
	Language

	
	Men
	Women
	<65 years
	≥65 years

	Untreated SBP <120 and DBP<80 mmHg 
	0.28±0.47
	0.10±0.78
	0.18±0.73
	0.09±0.71

	Untreated SBP 120-139 or DBP 80-89 mmHg 
	0.09±0.76
	-0.02±0.71
	0.12±0.71
	-0.05±0.77

	Untreated SBP ≥140 or DBP≥90 mmHg 
	0.14±0.75
	-0.33±1.08
	0.33±0.68
	-0.39±0.96

	Treated SBP <120 and DBP<80 mmHg 
	-0.07±0.72
	-0.03±0.80
	0.12±0.71
	-0.21±0.80

	Treated SBP 120-139 or DBP 80-89 mmHg 
	-0.11±0.90
	0.01±0.64
	0.18±0.58
	-0.18±0.87

	Treated SBP ≥140 or DBP≥90 mmHg 
	-0.15±0.90
	-0.26±0.74
	0.06±0.70
	-0.32±0.87


DBP=diastolic blood pressure; SBP=systolic blood pressure. Data are mean±standard deviation. ANOVA results for the overall effect of blood pressure/treatment category on language: F(5, 278)=1.74, p=0.125 for men; F(5, 262)=1.72, p=0.130 for women; F(5, 269)=0.65, p=0.661 for <65 years; F(5, 271)=1.83, p=0.108 for ≥65 years

Table S14. Attention/speed of processing stratified by blood pressure/treatment category separately for men and women and younger (<65 years) and older (≥65 years) participants

	Blood pressure/treatment category
	Attention/speed of processing

	
	Men
	Women
	<65 years
	≥65 years

	Untreated SBP <120 and DBP<80 mmHg 
	0.26±0.58
	0.03±0.53
	0.09±0.54
	0.09±0.58

	Untreated SBP 120-139 or DBP 80-89 mmHg 
	0.15±0.63
	-0.08±0.57
	0.15±0.62
	-0.06±0.59

	Untreated SBP ≥140 or DBP≥90 mmHg 
	-0.01±0.55
	-0.19±0.77
	0.20±0.55
	-0.34±0.62

	Treated SBP <120 and DBP<80 mmHg 
	-0.17±0.74
	0.03±0.73
	0.27±0.72
	-0.25±0.68

	Treated SBP 120-139 or DBP 80-89 mmHg 
	0.01±0.53
	0.14±0.45
	0.27±0.47
	-0.05±0.48

	Treated SBP ≥140 or DBP≥90 mmHg 
	-0.28±1.11
	-0.11±0.72
	0.18±0.53
	-0.38±1.07


DBP=diastolic blood pressure; SBP=systolic blood pressure. Data are mean±standard deviation. ANOVA results for the overall effect of blood pressure/treatment category on attention/speed of processing: F(5, 280)=3.26, p=0.007 for men; F(5, 261)=1.24, p=0.292 for women; F(5, 271)=0.61, p=0.694 for <65 years; F(5, 270)=3.13, p=0.009 for ≥65 years

Table S15. Association of (A) blood pressure and its treatment, and (B) blood pressure/treatment category, with global cognition (z-score) stratified by sex 
	Variable
	β (95% CI) 

crude
	β (95% CI) 

adjusted age
	β (95% CI)

fully adjusted
	β (95% CI) 

fully adjusted plus APOE-ε4
	β (95% CI)

risk factor adjusted

	Men

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.001
-0.01(-0.06 to 0.03)
	R2=0.123
-0.01(-0.05 to 0.03)
	R2=0.246
-0.02(-0.05 to 0.02)
	R2=0.287
-0.02(-0.06 to 0.02)
	R2=0.120
-0.01(-0.04 to 0.04)

	DBP (per 5 mmHg)
	R2=0.002

0.02(-0.12 to 0.06)
	R2=0.123

0.01(-0.03 to 0.04)
	R2=0.245

0.01(-0.02 to 0.04)
	R2=0.284

0.01(-0.03 to 0.04)
	R2=0.121

0.01(-0.03 to 0.04)

	Antihypertensive medications (yes vs no)
	R2=0.031

-0.21(-0.35 to -0.08)
	R2=0.130

-0.11(-0.17 to -0.08)
	R2=0.252

-0.10(-0.23 to 0.03)
	R2=0.291

-0.10(-0.23 to 0.04)
	R2=0.121

-0.07(-0.21 to 0.07)

	(B)
	R2=0.030
	R2=0.126
	R2=0.250
	R2=0.290
	R2=0.119

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	-0.12(-0.35 to 0.11)
	-0.13(-0.35 to 0.09)
	-0.16(-0.37 to 0.05)
	-0.10(-0.34 to 0.13)
	-0.13(-0.36 to 0.09)

	Untreated SBP ≥140 or DBP≥90 mmHg
	-0.23(-0.49 to 0.03)
	-0.19(-0.43 to 0.06)
	-0.20(-0.42 to 0.03)
	-0.22(-0.46 to 0.44)
	-0.18(-0.43 to 0.08)

	Treated SBP <120 and DBP<80 mmHg
	-0.42(-0.71 to -0.13)
	-0.28(-0.56 to 0.01)
	-0.23(-0.49 to 0.04)
	-0.21(-0.48 to 0.07)
	-0.26(-0.55 to 0.33)

	Treated SBP 120-139 or DBP 80-89 mmHg
	-0.31(-0.57 to -0.04)
	-0.22(-0.47 to 0.03)
	-0.25(-0.48 to -0.41)
	-0.17(-0.43 to 0.09)
	-0.19(-0.44 to 0.07)

	Treated SBP ≥140 or DBP≥90 mmHg
	-0.32(-0.59 to -0.05)
	-0.21(-0.47 to 0.05)
	-0.26(-0.51 to -0.01)
	-0.26(-0.52 to -0.01)
	-0.16(-0.43 to 0.11)

	Women

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.033
-0.06(-0.10 to -0.02)
	R2=0.159
-0.03(-0.07 to 0.01)
	R2=0.226
-0.02(-0.06 to 0.01)
	R2=0.287
-0.02(-0.06 to 0.02)
	R2=0.190
-0.02(-0.06 to 0.01)

	DBP (per 5 mmHg)
	R2=0.001

0.01(-0.02 to 0.04)
	R2=0.150

0.01(-0.03 to 0.03)
	R2=0.220

-0.01(-0.03 to 0.03)
	R2=0.286

-0.02(-0.06 to 0.01)
	R2=0.185

0.01(-0.04 to 0.04)

	Antihypertensive medications (yes vs no)
	R2=0.001

-0.04(-0.17 to 0.10)
	R2=0.153

0.06(-0.06 to 0.19)
	R2=0.221

0.03(-0.09 to 0.15)
	R2=0.283

0.06(-0.08 to 0.20)
	R2=0.199

0.13(-0.01 to 0.26)

	(B)
	R2=0.010
	R2=0.152
	R2=0.215
	R2=0.286
	R2=0.193

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	-0.06(-0.24 to 0.12)
	-0.01(-0.18 to 0.16)
	0.01(-0.15 to 0.16)
	-0.11(-0.31 to 0.09)
	-0.03(-0.19 to 0.13)

	Untreated SBP ≥140 and DBP≥90 mmHg
	-0.25(-0.50 to -0.01)
	-0.08(-0.31 to 0.16)
	0.01(-0.22 to 0.23)
	-0.19(-0.47 to 0.10)
	-0.03(-0.19 to 0.13)

	Treated SBP <120 and DBP<80 mmHg
	-0.01(-0.21 to 0.21)
	0.12(-0.08 to 0.32)
	0.10(-0.09 to 0.29)
	0.06(-0.15 to 0.27)
	0.16(-0.04 to 0.36)

	Treated SBP 120-139 or DBP 80-89 mmHg
	-0.07(-0.28 to 0.15)
	0.09(-0.12 to 0.29)
	0.06(-0.14 to 0.25)
	0.01(-0.21 to 0.24)
	0.16(-0.05 to 0.37)

	Treated SBP ≥140 or DBP≥90 mmHg
	-0.23(-0.46 to -0.01)
	-0.09(-0.30 to 0.13)
	-0.07(-0.27 to 0.13)
	-0.12(-0.35 to 0.10)
	-0.03(-0.25 to 0.18)


APOE=apolipoprotein E genotype; β=unstandardized weight in linear regression; CI=confidence interval; DBP=diastolic blood pressure; SBP=systolic blood pressure

fully adjusted=age, alcohol consumption, depression score, education, smoking status
risk factor adjusted=age, current smoking, diabetes, HDL cholesterol, total cholesterol

Table S16. Association of (A) blood pressure and its treatment, and (B) blood pressure/treatment category, with global cognition (z-score) stratified by age 
	Variable
	β (95% CI) 

crude
	β (95% CI) 

adjusted sex
	β (95% CI)

fully adjusted
	β (95% CI) 

fully adjusted plus APOE-ε4
	β (95% CI)

risk factor adjusted

	Younger (<65 years) participants

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.001
0.01(-0.03 to 0.05)
	R2=0.001
0.01(-0.03 to 0.05)
	R2=0.067
0.01(-0.03 to 0.05)
	R2=0.076
-0.02(-0.07 to 0.02)
	R2=0.001
0.01(-0.03 to 0.05)

	DBP (per 5 mmHg)
	R2=0.005

0.03(-0.01 to 0.06)
	R2=0.002

0.03(-0.01 to 0.06)
	R2=0.079

0.03(-0.01 to 0.07)
	R2=0.073

0.02(-0.02 to 0.05)
	R2=0.001

0.03(-0.01 to 0.06)

	Antihypertensive medications (yes vs no)
	R2=0.001

0.02(-0.12 to 0.15)
	R2=0.001

0.02(-0.12 to 0.16)
	R2=0.066

-0.01(-0.14 to 0.13)
	R2=0.075

0.07(-0.08 to 0.22)
	R2=0.001

0.04(-0.10 to 0.19)

	(B)
	R2=0.004
	R2=0.001
	R2=0.057
	R2=0.054
	R2=0.001

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	0.03(-0.13 to 0.18)
	0.03(-0.14 to 0.19)
	0.02(-0.15 to 0.18)
	-0.01(-0.21 to 0.20)
	0.02(-0.15 to 0.19)

	Untreated SBP ≥140 or DBP≥90 mmHg
	0.07(-0.13 to 0.27)
	0.07(-0.14 to 0.28)
	0.07(-0.14 to 0.27)
	-0.07(-0.32 to 0.18)
	0.05(-0.16 to 0.27)

	Treated SBP <120 and DBP<80 mmHg
	0.10(-0.14 to 0.33)
	0.09(-0.14 to 0.33)
	0.09(-0.14 to 0.33)
	0.06(-0.21 to 0.33)
	0.12(-0.13 to 0.36)

	Treated SBP 120-139 or DBP 80-89 mmHg
	0.02(-0.21 to 0.25)
	0.02(-0.22 to 0.25)
	-0.06(-0.29 to 0.18)
	0.09(-0.19 to 0.38)
	0.03(-0.21 to 0.28)

	Treated SBP ≥140 or DBP≥90 mmHg
	0.02(-0.23 to 0.26)
	0.01(-0.23 to 0.26)
	0.01(-0.23 to 0.25)
	0.02(-0.25 to 0.28)
	0.04(-0.21 to 0.29)

	Older (≥65 years) participants

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.022
-0.05(-0.09 to -0.01)
	R2=0.022
-0.05(-0.09 to -0.01)
	R2=0.198
-0.04(-0.07 to -0.01)
	R2=0.195
-0.03(-0.07 to 0.01)
	R2=0.053
-0.04(-0.08 to -0.01)

	DBP (per 5 mmHg)
	R2=0.001

-0.01(-0.04 to 0.02)
	R2=0.001

-0.02(-0.05 to 0.02)
	R2=0.184

-0.02(-0.05 to 0.01)
	R2=0.181

-0.01(-0.04 to 0.03)
	R2=0.038

-0.01(-0.04 to 0.02)

	Antihypertensive medications (yes vs no)
	R2=0.002

-0.08(-0.21 to 0.05)
	R2=0.001

-0.08(-0.21 to 0.05)
	R2=0.186

-0.08(-0.20 to 0.04)
	R2=0.186

-0.07(-0.21 to 0.06)
	R2=0.050

-0.02(-0.15 to 0.11)

	(B)
	R2=0.034
	R2=0.034
	R2=0.196
	R2=0.187
	R2=0.060

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	-0.14(-0.36 to 0.07)
	-0.17(-0.39 to 0.06)
	-0.09(-0.29 to 0.10)
	-0.08(-0.31 to 0.15)
	-0.17(-0.39 to 0.04)

	Untreated SBP ≥140 and DBP≥90 mmHg
	-0.41(-0.66 to -0.17)
	-0.43(-0.68 to -0.19)
	-0.27(-0.51 to -0.04)
	-0.24(-0.51 to 0.03)
	-0.37(-0.62 to -0.12)

	Treated SBP <120 and DBP<80 mmHg
	-0.28(-0.51 to -0.04)
	-0.29(-0.53 to -0.05)
	-0.18(-0.40 to 0.04)
	-0.16(-0.40 to 0.08)
	-0.25(-0.49 to -0.01)

	Treated SBP 120-139 or DBP 80-89 mmHg
	-0.19(-0.41 to 0.04)
	-0.21(-0.43 to 0.02)
	-0.13(-0.33 to 0.07)
	-0.12(-0.35 to 0.12)
	-0.13(-0.36 to 0.10)

	Treated SBP ≥140 or DBP≥90 mmHg
	-0.30(-0.53 to -0.07)
	-0.32(-0.56 to -0.09)
	-0.26(-0.47 to -0.05)
	-0.23(-0.47 to 0.01)
	-0.25(-0.48 to -0.01)


APOE=apolipoprotein E genotype; β=unstandardized weight in linear regression; CI=confidence interval; DBP=diastolic blood pressure; SBP=systolic blood pressure

fully adjusted=alcohol consumption, depression score, education, sex, smoking status
risk factor adjusted=current smoking, diabetes, HDL cholesterol, sex, total cholesterol

Table S17. Association of (A) blood pressure and its treatment, and (B) blood pressure/treatment category, with verbal memory (z-score) stratified by sex 
	Variable
	β (95% CI) 

crude
	β (95% CI) 

adjusted age
	β (95% CI)

fully adjusted
	β (95% CI) 

fully adjusted plus APOE-ε4
	β (95% CI)

risk factor adjusted

	Men

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.002
-0.04(-0.11 to 0.02)
	R2=0.049
-0.03(-0.10 to 0.03)
	R2=0.087
-0.04(-0.10 to 0.02)
	R2=0.126
-0.03(-0.10 to 0.04)
	R2=0.042
-0.03(-0.10 to 0.03)

	DBP (per 5 mmHg)
	R2=0.001

0.02(-0.03 to 0.08)
	R2=0.046

0.01(-0.05 to 0.06)
	R2=0.082

0.01(-0.05 to 0.56)
	R2=0.123

0.02(-0.05 to 0.08)
	R2=0.038

0.01(-0.06 to 0.06)

	Antihypertensive medications (yes vs no)
	R2=0.022

-0.30(-0.51 to -0.08)
	R2=0.056

-0.20(-0.41 to 0.02)
	R2=0.085

-0.12(-0.35 to 0.10)
	R2=0.122

-0.03(-0.29 to 0.23)
	R2=0.043

-0.15(-0.38 to 0.08)

	(B)
	R2=0.029
	R2=0.058
	R2=0.086
	R2=0.122
	R2=0.045

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	-0.14(-0.51 to 0.23)
	-0.15(-0.52 to 0.22)
	-0.16(-0.53 to 0.20)
	-0.08(-0.52 to 0.36)
	-0.15(-0.52 to 0.23)

	Untreated SBP ≥140 or DBP≥90 mmHg
	-0.38(-0.80 to 0.04)
	-0.35(-0.76 to 0.07)
	-0.38(-0.80 to 0.03)
	-0.30(-0.77 to 0.18)
	-0.35(-0.77 to 0.08)

	Treated SBP <120 and DBP<80 mmHg
	-0.69(-1.16 to -0.22)
	-0.56(-1.03 to 0.09)
	-0.43(-0.91 to 0.95)
	-0.33(-0.86 to 0.21)
	-0.52(-1.00 to -0.04)

	Treated SBP 120-139 or DBP 80-89 mmHg
	-0.37(-0.78 to 0.05)
	-0.29(-0.71 to 0.12)
	-0.28(-0.68 to -0.15)
	0.01(-0.49 to 0.50)
	-0.23(-0.66 to 0.20)

	Treated SBP ≥140 or DBP≥90 mmHg
	-0.46(-0.89 to -0.03)
	-0.36(-0.78 to 0.07)
	-0.31(-0.74 to -0.12)
	-0.20(-0.69 to -0.29)
	-0.31(-0.76 to 0.13)

	Women

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.022
-0.08(-0.14 to -0.02)
	R2=0.120
-0.04(-0.10 to 0.02)
	R2=0.129
-0.04(-0.10 to 0.03)
	R2=0.209
-0.07(-0.15 to -0.01)
	R2=0.112
-0.03(-0.09 to 0.03)

	DBP (per 5 mmHg)
	R2=0.001

0.01(-0.04 to 0.07)
	R2=0.115

0.01(-0.05 to 0.05)
	R2=0.124

-0.01(-0.06 to 0.05)
	R2=0.192

-0.03(-0.10 to 0.04)
	R2=0.108

0.01(-0.05 to 0.06)

	Antihypertensive medications (yes vs no)
	R2=0.009

-0.20(-0.42 to 0.02)
	R2=0.117

-0.07(-0.28 to 0.14)
	R2=0.126

-0.08(-0.29 to 0.13)
	R2=0.188

-0.02(-0.27 to 0.24)
	R2=0.109

-0.05(-0.27 to 0.17)

	(B)
	R2=0.023
	R2=0.128
	R2=0.140
	R2=0.191
	R2=0.121

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	-0.04(-0.33 to 0.24)
	0.04(-0.24 to 0.31)
	0.05(-0.22 to 0.33)
	-0.10(-0.46 to 0.27)
	0.03(-0.25 to 0.30)

	Untreated SBP ≥140 and DBP≥90 mmHg
	-0.14(-0.51 to -0.23)
	0.11(-0.25 to 0.47)
	0.20(-0.17 to 0.57)
	-0.02(-0.53 to 0.49)
	0.13(-0.24 to 0.49)

	Treated SBP <120 and DBP<80 mmHg
	0.02(-0.33 to 0.36)
	0.19(-0.14 to 0.53)
	0.21(-0.13 to 0.54)
	0.15(-0.26 to 0.55)
	0.21(-0.13 to 0.55)

	Treated SBP 120-139 or DBP 80-89 mmHg
	-0.21(-0.56 to 0.13)
	-0.01(-0.33 to 0.33)
	0.01(-0.33 to 0.33)
	-0.02(-0.44 to 0.39)
	0.01(-0.34 to 0.35)

	Treated SBP ≥140 or DBP≥90 mmHg
	-0.56(-0.92 to -0.20)
	-0.34(-0.69 to 0.01)
	-0.33(-0.68 to 0.02)
	-0.33(-0.75 to 0.15)
	-0.33(-0.68 to 0.03)


APOE=apolipoprotein E genotype; β=unstandardized weight in linear regression; CI=confidence interval; DBP=diastolic blood pressure; SBP=systolic blood pressure

fully adjusted=age, alcohol consumption, depression score, education, smoking status
risk factor adjusted=age, current smoking, diabetes, HDL cholesterol, total cholesterol

Table S18. Association of (A) blood pressure and its treatment, and (B) blood pressure/treatment category, with verbal memory (z-score) stratified by age 
	Variable
	β (95% CI) 

crude
	β (95% CI) 

adjusted sex
	β (95% CI)

fully adjusted
	β (95% CI) 

fully adjusted plus APOE-ε4
	β (95% CI)

risk factor adjusted

	Younger (<65 years) participants

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.013
-0.07(-0.13 to -0.01)
	R2=0.013
-0.01(-0.07 to 0.06)
	R2=0.145
0.01(-0.06 to 0.07)
	R2=0.156
-0.03(-0.11 to 0.06)
	R2=0.127
0.01(-0.06 to 0.07)

	DBP (per 5 mmHg)
	R2=0.001

-0.03(-0.09 to 0.03)
	R2=0.136

0.02(-0.03 to 0.08)
	R2=0.149

0.03(-0.03 to 0.09)
	R2=0.155

0.01(-0.06 to 0.09)
	R2=0.130

0.03(-0.03 to 0.08)

	Antihypertensive medications (yes vs no)
	R2=0.001

-0.13(-0.34 to 0.11)
	R2=0.139

-0.13(-0.35 to 0.09)
	R2=0.148

-0.11(-0.33 to 0.11)
	R2=0.154

0.02(-0.26 to 0.29)
	R2=0.127

-0.11(-0.35 to 0.12)

	(B)
	R2=0.001
	R2=0.129
	R2=0.139
	R2=0.150 
	R2=0.120

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	-0.16(-0.43 to 0.12)
	0.09(-0.18 to 0.35)
	0.12(-0.15 to 0.39)
	0.11(-0.27 to 0.48)
	0.11(-0.17 to 0.38)

	Untreated SBP ≥140 or DBP≥90 mmHg
	-0.33(-0.68 to 0.02)
	-0.03(-0.37 to 0.31)
	-0.02(-0.36 to 0.33)
	-0.15(-0.62 to 0.32)
	-0.02(-0.37 to 0.33)

	Treated SBP <120 and DBP<80 mmHg
	-0.15(-0.57 to 0.26)
	-0.06(-0.45 to 0.33)
	-0.01(-0.41 to 0.39)
	-0.13(-0.63 to 0.37)
	-0.01(-0.41 to 0.40)

	Treated SBP 120-139 or DBP 80-89 mmHg
	-0.32(-0.71 to 0.07)
	-0.11(-0.48 to 0.26)
	-0.09(-0.47 to 0.29)
	0.22(-0.28 to 0.72)
	-0.09(-0.48 to 0.29)

	Treated SBP ≥140 or DBP≥90 mmHg
	-0.31(-0.73 to 0.11)
	-0.12(-0.52 to 0.28)
	-0.05(-0.45 to 0.36)
	0.01(-0.48 to 0.50)
	-0.07(-0.48 to 0.34)

	Older (≥65 years) participants

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.028
-0.09(-0.15 to -0.03)
	R2=0.079
-0.07(-0.13 to -0.01)
	R2=0.125
-0.07(-0.13 to -0.01)
	R2=0.138
-0.06(-0.13 to 0.01)
	R2=0.069
-0.07(-0.13 to -0.01)

	DBP (per 5 mmHg)
	R2=0.004

-0.04(-0.09 to 0.01)
	R2=0.061

-0.02(-0.07 to 0.04)
	R2=0.110

-0.02(-0.07 to 0.03)
	R2=0.125

0.01(-0.06 to 0.07)
	R2=0.054

-0.02(-0.08 to 0.03)

	Antihypertensive medications (yes vs no)
	R2=0.005

-0.17(-0.39 to 0.05)
	R2=0.067

-0.15(-0.36 to 0.06)
	R2=0.110

-0.09(-0.31 to 0.12)
	R2=0.186

0.02(-0.26 to 0.29)
	R2=0.069

-0.11(-0.32 to 0.11)

	(B)
	R2=0.021
	R2=0.072
	R2=0.111
	R2=0.118
	R2=0.061

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	-0.38(-0.79 to 0.03)
	-0.20(-0.57 to 0.16)
	-0.16(-0.56 to 0.21)
	-0.20(-0.64 to 0.24)
	-0.22(-0.59 to 0.14)

	Untreated SBP ≥140 and DBP≥90 mmHg
	-0.46(-0.87 to -0.05)
	-0.35(-0.75 to 0.06)
	-0.24(-0.66 to -0.18)
	-0.19(-0.71 to 0.32)
	-0.33(-0.74 to 0.09)

	Treated SBP <120 and DBP<80 mmHg
	-0.35(-0.71 to -0.02)
	-0.30(-0.70 to 0.10)
	-0.16(-0.56 to 0.25)
	-0.12(-0.59 to 0.34)
	-0.28(-0.68 to 0.13)

	Treated SBP 120-139 or DBP 80-89 mmHg
	-0.34(-0.71 to 0.04)
	-0.22(-0.59 to 0.16)
	-0.14(-0.51 to 0.24)
	-0.08(-0.53 to 0.08)
	-0.17(-0.56 to 0.22)

	Treated SBP ≥140 or DBP≥90 mmHg
	-0.63(-1.01 to -0.24)
	-0.49(-0.88 to -0.11)
	-0.42(-0.81 to -0.03)
	-0.33(-0.79 to 0.13)
	-0.48(-0.87 to -0.08)


APOE=apolipoprotein E genotype; β=unstandardized weight in linear regression; CI=confidence interval; DBP=diastolic blood pressure; SBP=systolic blood pressure

fully adjusted=alcohol consumption, depression score, education, sex, smoking status
risk factor adjusted=current smoking, diabetes, HDL cholesterol, sex, total cholesterol

Table S19. Association of (A) blood pressure and its treatment, and (B) blood pressure/treatment category, with non-verbal memory (z-score) stratified by sex 
	Variable
	β (95% CI) 

crude
	β (95% CI) 

adjusted age
	β (95% CI)

fully adjusted
	β (95% CI) 

fully adjusted plus APOE-ε4
	β (95% CI)

risk factor adjusted

	Men

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.013
-0.08(-0.14 to -0.01)
	R2=0.159
-0.06(-0.12 to 0.01)
	R2=0.259
-0.07(-0.13 to -0.03)
	R2=0.317
-0.09(-0.16 to -0.03)
	R2=0.151
-0.06(-0.13 to 0.01)

	DBP (per 5 mmHg)
	R2=0.001
0.01(-0.05 to 0.07)
	R2=0.152

-0.03(-0.09 to 0.03)
	R2=0.249

-0.03(-0.08 to 0.03)
	R2=0.295

-0.04(-0.10 to 0.03)
	R2=0.143

-0.02(-0.08 to 0.03)

	Antihypertensive medications (yes vs no)
	R2=0.040

-0.42(-0.65 to -0.19)
	R2=0.161

-0.22(-0.45 to 0.01)
	R2=0.254

-0.18(-0.40 to 0.04)
	R2=0.296

-0.16(-0.42 to 0.09)
	R2=0.148

-0.18(-0.41 to 0.06)

	(B)
	R2=0.051
	R2=0.165
	R2=0.263
	R2=0.320
	R2=0.151

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	-0.26(-0.66 to 0.14)
	-0.28(-0.65 to 0.10)
	-0.33(-0.69 to 0.03)
	-0.36(-0.79 to 0.07)
	-0.30(-0.68 to 0.01)

	Untreated SBP ≥140 or DBP≥90 mmHg
	-0.53(-0.98 to -0.09)
	-0.45(-0.86 to -0.03)
	-0.47(-0.87 to -0.07)
	-0.57(-1.03 to -0.11)
	-0.47(-0.90 to -0.04)

	Treated SBP <120 and DBP<80 mmHg
	-0.76(-1.26 to -0.25)
	-0.48(-0.97 to -0.01)
	-0.35(-0.82 to 0.12)
	-0.29(-0.80 to 0.22)
	-0.47(-0.96 to 0.02)

	Treated SBP 120-139 or DBP 80-89 mmHg
	-0.57(-1.02 to -0.13)
	-0.42(-0.85 to 0.01)
	-0.46(-0.87 to -0.06)
	-0.42(-0.89 to 0.05)
	-0.41(-0.84 to 0.03)

	Treated SBP ≥140 or DBP≥90 mmHg
	-0.83(-1.30 to -0.36)
	-0.62(-1.07 to -0.18)
	-0.64(-1.07 to -0.22)
	-0.76(-1.23 to -0.29)
	-0.57(-1.03 to -0.12)

	Women

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.006
-0.06(-0.13 to 0.01)
	R2=0.122
-0.01(-0.07 to 0.07)
	R2=0.217
0.01(-0.06 to 0.08)
	R2=0.270
-0.05(-0.12 to 0.03)
	R2=0.163
0.01(-0.06 to 0.08)

	DBP (per 5 mmHg)
	R2=0.001
0.02(-0.04 to 0.09)
	R2=0.123

0.01(-0.05 to 0.07)
	R2=0.218

0.01(-0.04 to 0.07)
	R2=0.267

-0.03(-0.11 to 0.04)
	R2=0.163

0.01(-0.05 to 0.07)

	Antihypertensive medications (yes vs no)
	R2=0.004

-0.13(-0.38 to 0.12)
	R2=0.123

0.05(-0.20 to 0.29)
	R2=0.217

-0.01(-0.24 to 0.22)
	R2=0.263

0.01(-0.27 to 0.27)
	R2=0.163

0.07(-0.18 to 0.31)

	(B)
	R2=0.011
	R2=0.120
	R2=0.208
	R2=0.255
	R2=0.158

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	0.04(-0.29 to 0.38)
	0.14(-0.18 to 0.46)
	0.08(-0.23 to 0.38)
	-0.15(-0.54 to 0.25)
	0.08(-0.24 to 0.39)

	Untreated SBP ≥140 and DBP≥90 mmHg
	-0.50(-0.94 to -0.06)
	-0.18(-0.61 to 0.24)
	-0.09(-0.50 to 0.33)
	-0.35(-0.91 to 0.20)
	-0.16(-0.58 to 0.26)

	Treated SBP <120 and DBP<80 mmHg
	-0.20(-0.60 to 0.19)
	0.03(-0.35 to 0.42)
	-0.05(-0.41 to 0.32)
	-0.04(-0.48 to 0.40)
	0.01(-0.38 to 0.39)

	Treated SBP 120-139 or DBP 80-89 mmHg
	-0.08(-0.48 to 0.32)
	0.18(-0.21 to 0.57)
	0.09(-0.28 to 0.46)
	-0.08(-0.53 to 0.36)
	0.21(-0.19 to 0.69)

	Treated SBP ≥140 or DBP≥90 mmHg
	-0.31(-0.73 to 0.11)
	-0.04(-0.45 to 0.36)
	-0.03(-0.42 to 0.06)
	-0.23(-0.68 to 0.22)
	-0.02(-0.43 to 0.39)


APOE=apolipoprotein E genotype; β=unstandardized weight in linear regression; CI=confidence interval; DBP=diastolic blood pressure; SBP=systolic blood pressure

fully adjusted=age, alcohol consumption, depression score, education, smoking status
risk factor adjusted=age, current smoking, diabetes, HDL cholesterol, total cholesterol

Table S20. Association of (A) blood pressure and its treatment, and (B) blood pressure/treatment category, with non-verbal memory (z-score) stratified by age 
	Variable
	β (95% CI) 

crude
	β (95% CI) 

adjusted sex
	β (95% CI)

fully adjusted
	β (95% CI) 

fully adjusted plus APOE-ε4
	β (95% CI)

risk factor adjusted

	Younger (<65 years) participants

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.001
0.01(-0.05 to 0.07)
	R2=0.017
-0.02(-0.08 to 0.05)
	R2=0.071
-0.02(-0.09 to 0.04)
	R2=0.045
-0.06(-0.14 to 0.02)
	R2=0.036
-0.02(-0.09 to 0.04)

	DBP (per 5 mmHg)
	R2=0.002

0.03(-0.02 to 0.09)
	R2=0.016

0.01(-0.04 to 0.07)
	R2=0.071

0.02(-0.04 to 0.07)
	R2=0.030

-0.01(-0.07 to 0.07)
	R2=0.036

0.02(-0.04 to 0.07)

	Antihypertensive medications (yes vs no)
	R2=0.001

-0.03(-0.26 to 0.19)
	R2=0.016

-0.03(-0.26 to 0.19)
	R2=0.072

-0.08(-0.30 to 0.14)
	R2=0.030

-0.01(-0.27 to 0.26)
	R2=0.035

-0.03(-0.26 to 0.21)

	(B)
	R2=0.001
	R2=0.007
	R2=0.066
	R2=0.051
	R2=0.028

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	-0.01(-0.26 to 0.25)
	-0.11(-0.38 to 0.15)
	-0.17(-0.44 to 0.10)
	-0.43(-0.78 to -0.08)
	-0.16(-0.43 to 0.11)

	Untreated SBP ≥140 or DBP≥90 mmHg
	0.01(-0.35 to 0.32)
	-0.14(-0.49 to 0.20)
	-0.19(-0.53 to 0.15)
	-0.51(-0.95 to -0.32)
	-0.19(-0.54 to 0.16)

	Treated SBP <120 and DBP<80 mmHg
	0.05(-0.35 to 0.44)
	0.01(-0.38 to 0.40)
	-0.09(-0.48 to 0.30)
	-0.21(-0.68 to 0.26)
	-0.05(-0.45 to 0.35)

	Treated SBP 120-139 or DBP 80-89 mmHg
	-0.06(-0.43 to 0.30)
	-0.16(-0.53 to 0.21)
	-0.28(-0.64 to 0.09)
	-0.35(-0.82 to 0.12)
	-0.18(-0.56 to 0.21)

	Treated SBP ≥140 or DBP≥90 mmHg
	-0.10(-0.51 to 0.31)
	-0.18(-0.59 to 0.23)
	-0.22(-0.63 to 0.18)
	-0.40(-0.87 to 0.07)
	-0.19(-0.60 to 0.23)

	Older (≥65 years) participants

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.004
-0.05(-0.12 to 0.02)
	R2=0.012
-0.06(-0.13 to 0.01)
	R2=0.176
-0.04(-0.10 to 0.03)
	R2=0.192
-0.05(-0.12 to 0.02)
	R2=0.020
-0.05(-0.15 to 0.02)

	DBP (per 5 mmHg)
	R2=0.001

-0.02(-0.08 to 0.05)
	R2=0.004

-0.03(-0.09 to 0.03)
	R2=0.174

-0.02(-0.08 to 0.03)
	R2=0.184

-0.02(-0.08 to 0.05)
	R2=0.016

-0.03(-0.09 to 0.04)

	Antihypertensive medications (yes vs no)
	R2=0.007

-0.17(-0.42 to 0.07)
	R2=0.009

-0.18(-0.43 to 0.07)
	R2=0.176

-0.12(-0.35 to 0.11)
	R2=0.185

-0.08(-0.35 to 0.18)
	R2=0.016

-0.13(-0.38 to 0.13)

	(B)
	R2=0.033
	R2=0.038
	R2=0.183
	R2=0.189
	R2=0.040

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	0.21(-0.21 to 0.63)
	0.15(-0.28 to 0.57)
	0.20(-0.19 to 0.60)
	0.24(-0.22 to 0.70)
	0.13(-0.30 to 0.56)

	Untreated SBP ≥140 and DBP≥90 mmHg
	-0.44(-0.91 to 0.03)
	-0.50(-0.97 to -0.02)
	-0.20(-0.65 to 0.25)
	-0.11(-0.64 to 0.42)
	-0.45(-0.93 to 0.03)

	Treated SBP <120 and DBP<80 mmHg
	-0.33(-0.79 to 0.13)
	-0.36(-0.83 to 0.10)
	-0.12(-0.55 to 0.31)
	0.05(-0.43 to 0.53)
	-0.33(-0.79 to 0.14)

	Treated SBP 120-139 or DBP 80-89 mmHg
	0.21(-0.21 to 0.63)
	-0.06(-0.49 to 0.38)
	0.07(-0.34 to 0.47)
	0.14(-0.33 to 0.61)
	-0.01(-0.46 to 0.44)

	Treated SBP ≥140 or DBP≥90 mmHg
	-0.32(-0.76 to 0.13)
	-0.37(-0.82 to 0.08)
	-0.22(-0.64 to 0.19)
	-0.20(-0.68 to 0.27)
	-0.31(-0.77 to 0.14)


APOE=apolipoprotein E genotype; β=unstandardized weight in linear regression; CI=confidence interval; DBP=diastolic blood pressure; SBP=systolic blood pressure

fully adjusted=alcohol consumption, depression score, education, sex, smoking status
risk factor adjusted=current smoking, diabetes, HDL cholesterol, sex, total cholesterol

Table S21. Association of (A) blood pressure and its treatment, and (B) blood pressure/treatment category, with executive function (z-score) stratified by sex 
	Variable
	β (95% CI) 

crude
	β (95% CI) 

adjusted age
	β (95% CI)

fully adjusted
	β (95% CI) 

fully adjusted plus APOE-ε4
	β (95% CI)

risk factor adjusted

	Men

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.001
-0.01(-0.06 to 0.04)
	R2=0.104
-0.01(-0.05 to 0.04)
	R2=0.253
-0.01(-0.05 to 0.03)
	R2=0.274
-0.02(-0.07 to 0.02)
	R2=0.108
0.01(-0.04 to 0.05)

	DBP (per 5 mmHg)
	R2=0.008
0.04(-0.01 to 0.07)
	R2=0.106

0.02(-0.02 to 0.05)
	R2=0.255

0.02(-0.02 to 0.05)
	R2=0.270

0.01(-0.04 to 0.04)
	R2=0.109

0.01(-0.03 to 0.05)

	Antihypertensive medications (yes vs no)
	R2=0.022

-0.21(-0.36 to -0.06)
	R2=0.109

-0.10(-0.25 to 0.05)
	R2=0.258

-0.11(-0.25 to 0.04)
	R2=0.276

-0.09(-0.25 to 0.06)
	R2=0.109

-0.05(-0.21 to 0.10)

	(B)
	R2=0.031
	R2=0.101
	R2=0.255
	R2=0.272
	R2=0.099

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	-0.12(-0.39 to 0.15)
	-0.13(-0.39 to 0.13)
	-0.17(-0.40 to 0.07)
	-0.23(-0.53 to 0.07)
	-0.12(-0.38 to 0.14)

	Untreated SBP ≥140 or DBP≥90 mmHg
	-0.19(-0.49 to 0.11)
	-0.15(-0.43 to 0.14)
	-0.17(-0.43 to 0.10)
	-0.23(-0.52 to 0.06)
	-0.11(-0.40 to 0.18)

	Treated SBP <120 and DBP<80 mmHg
	-0.35(-0.69 to -0.02)
	-0.19(-0.52 to 0.13)
	-0.15(-0.45 to 0.16)
	-0.16(-0.48 to 0.17)
	-0.18(-0.53 to 0.15)

	Treated SBP 120-139 or DBP 80-89 mmHg
	-0.35(-0.65 to -0.05)
	-0.25(-0.54 to 0.04)
	-0.28(-0.55 to -0.01)
	-0.23(-0.53 to 0.07)
	-0.17(-0.46 to 0.13)

	Treated SBP ≥140 or DBP≥90 mmHg
	-0.29(-0.60 to 0.02)
	-0.18(-0.48 to 0.12)
	-0.27(-0.54 to 0.22)
	-0.28(-0.58 to 0.02)
	-0.11(-0.42 to 0.20)

	Women

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.033
-0.06(-0.10 to -0.02)
	R2=0.150
-0.03(-0.07 to 0.01)
	R2=0.232
-0.02(-0.06 to 0.02)
	R2=0.275
-0.05(-0.09 to -0.01)
	R2=0.170
-0.02(-0.06 to 0.02)

	DBP (per 5 mmHg)
	R2=0.001
0.01(-0.03 to 0.05)
	R2=0.142

0.01(-0.03 to 0.04)
	R2=0.228

0.01(-0.03 to 0.03)
	R2=0.254

-0.01(-0.05 to 0.03)
	R2=0.165

0.01(-0.03 to 0.04)

	Antihypertensive medications (yes vs no)
	R2=0.001

-0.05(-0.19 to 0.10)
	R2=0.150

0.05(-0.09 to 0.19)
	R2=0.228

0.01(-0.12 to 0.13)
	R2=0.256

0.07(-0.09 to 0.22)
	R2=0.171

0.10(-0.04 to 0.24)

	(B)
	R2=0.011
	R2=0.140
	R2=0.220
	R2=0.251
	R2=0.168

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	-0.08(-0.27 to 0.11)
	-0.02(-0.19 to 0.16)
	0.01(-0.16 to 0.18)
	-0.05(-0.28 to 0.18)
	-0.03(-0.21 to 0.15)

	Untreated SBP ≥140 and DBP≥90 mmHg
	-0.29(-0.54 to -0.03)
	-0.07(-0.32 to 0.17)
	0.02(-0.22 to 0.25)
	-0.07(-0.38 to 0.24)
	-0.03(-0.28 to 0.22)

	Treated SBP <120 and DBP<80 mmHg
	-0.04(-0.27 to 0.18)
	0.09(-0.13 to 0.31)
	0.06(-0.14 to 0.27)
	0.12(-0.13 to 0.37)
	0.12(-0.10 to 0.34)

	Treated SBP 120-139 or DBP 80-89 mmHg
	-0.08(-0.31 to 0.16)
	0.09(-0.14 to 0.31)
	0.04(-0.17 to 0.25)
	0.07(-0.19 to 0.32)
	0.16(-0.07 to 0.39)

	Treated SBP ≥140 or DBP≥90 mmHg
	-0.26(-0.50 to -0.02)
	-0.10(-0.33 to 0.13)
	-0.09(-0.30 to 0.13)
	-0.10(-0.35 to 0.16)
	-0.05(-0.28 to 0.18)


APOE=apolipoprotein E genotype; β=unstandardized weight in linear regression; CI=confidence interval; DBP=diastolic blood pressure; SBP=systolic blood pressure

fully adjusted=age, alcohol consumption, depression score, education, smoking status
risk factor adjusted=age, current smoking, diabetes, HDL cholesterol, total cholesterol

Table S22. Association of (A) blood pressure and its treatment, and (B) blood pressure/treatment category, with executive function (z-score) stratified by age 
	Variable
	β (95% CI) 

crude
	β (95% CI) 

adjusted sex
	β (95% CI)

fully adjusted
	β (95% CI) 

fully adjusted plus APOE-ε4
	β (95% CI)

risk factor adjusted

	Younger (<65 years) participants

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.003
0.03(-0.01 to 0.07)
	R2=0.004
0.02(-0.03 to 0.05)
	R2=0.103
0.01(-0.03 to 0.06)
	R2=0.120
-0.01(-0.06 to 0.04)
	R2=0.005
0.02(-0.02 to 0.06)

	DBP (per 5 mmHg)
	R2=0.012

0.04(0.01 to 0.07)
	R2=0.013

0.03(-0.01 to 0.07)
	R2=0.116

0.04(0.01 to 0.07)
	R2=0.125

0.02(-0.02 to 0.07)
	R2=0.015

0.04(-0.01 to 0.08)

	Antihypertensive medications (yes vs no)
	R2=0.001

0.03(-0.12 to 0.18)
	R2=0.003

0.03(-0.12 to 0.18)
	R2=0.101

-0.01(-0.16 to 0.14)
	R2=0.126

0.10(-0.07 to 0.27)
	R2=0.004

0.06(-0.10 to 0.22)

	(B)
	R2=0.010
	R2=0.001
	R2=0.096
	R2=0.111
	R2=0.001

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	-0.15(-0.11 to 0.41)
	-0.07(-0.12 to 0.25)
	0.04(-0.14 to 0.22)
	0.11(-0.12 to 0.34)
	0.06(-0.12 to 0.25)

	Untreated SBP ≥140 or DBP≥90 mmHg
	0.15(-0.07 to 0.38)
	0.11(-0.13 to 0.40)
	0.10(-0.12 to 0.33)
	0.01(-0.27 to 0.30)
	0.12(-0.13 to 0.36)

	Treated SBP <120 and DBP<80 mmHg
	0.15(-0.11 to 0.41)
	0.14(-0.13 to 0.40)
	0.12(-0.13 to 0.38)
	0.18(-0.12 to 0.48)
	0.16(-0.12 to 0.43)

	Treated SBP 120-139 or DBP 80-89 mmHg
	0.08(-0.18 to 0.33)
	0.05(-0.21 to 0.31)
	-0.06(-0.32 to 0.19)
	0.18(0.14 to 0.50)
	0.08(-0.19 to 0.36)

	Treated SBP ≥140 or DBP≥90 mmHg
	0.08(-0.19 to 0.35)
	0.05(-0.22 to 0.33)
	0.03(-0.23 to 0.29)
	0.10(-0.20 to 0.40)
	0.09(-0.19 to 0.36)

	Older (≥65 years) participants

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.018
-0.05(-0.09 to -0.01)
	R2=0.025
-0.06(-0.10 to -0.02)
	R2=0.206
-0.04(-0.08 to -0.01)
	R2=0.190
-0.04(-0.08 to 0.01)
	R2=0.054
-0.04(-0.08 to -0.01)

	DBP (per 5 mmHg)
	R2=0.001

-0.01(-0.04 to 0.03)
	R2=0.001

-0.01(-0.05 to 0.03)
	R2=0.192

-0.01(-0.04 to 0.02)
	R2=0.176

-0.01(-0.05 to 0.03)
	R2=0.041

-0.02(-0.05 to 0.02)

	Antihypertensive medications (yes vs no)
	R2=0.001

-0.08(-0.22 to 0.07)
	R2=0.003

-0.08(-0.23 to 0.06)
	R2=0.196

-0.09(-0.22 to 0.04)
	R2=0.178

-0.07(-0.22 to 0.08)
	R2=0.038

-0.02(-0.17 to 0.12)

	(B)
	R2=0.023
	R2=0.031
	R2=0.203
	R2=0.182
	R2=0.060

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	-0.22(-0.46 to 0.02)
	-0.27(-0.52 to -0.02)
	-0.17(-0.39 to 0.05)
	-0.20(-0.46 to 0.06)
	-0.27(-0.51 to -0.03)

	Untreated SBP ≥140 and DBP≥90 mmHg
	-0.44(-0.71 to -0.01)
	-0.47(-0.75 to -0.20)
	-0.28(-0.54 to -0.03)
	-0.28(-0.58 to 0.03)
	-0.41(-0.68 to -0.13)

	Treated SBP <120 and DBP<80 mmHg
	-0.30(-0.57 to -0.03)
	-0.33(-0.59 to -0.05)
	-0.20(-0.45 to 0.04)
	-0.17(-0.45 to 0.10)
	-0.29(-0.55 to -0.02)

	Treated SBP 120-139 or DBP 80-89 mmHg
	-0.26(-0.51 to -0.01)
	-0.30(-0.55 to -0.04)
	-0.20(-0.43 to 0.02)
	-0.20(-0.47 to 0.06)
	-0.20(-0.45 to 0.06)

	Treated SBP ≥140 or DBP≥90 mmHg
	-0.33(-0.59 to -0.07)
	-0.37(-0.63 to -0.11)
	-0.31(-0.54 to -0.07)
	-0.31(-0.58 to -0.04)
	-0.30(-0.56 to -0.04)


APOE=apolipoprotein E genotype; β=unstandardized weight in linear regression; CI=confidence interval; DBP=diastolic blood pressure; SBP=systolic blood pressure

fully adjusted=alcohol consumption, depression score, education, sex, smoking status
risk factor adjusted=current smoking, diabetes, HDL cholesterol, sex, total cholesterol

Table S23. Association of (A) blood pressure and its treatment, and (B) blood pressure/treatment category, with language (z-score) stratified by sex 
	Variable
	β (95% CI) 

crude
	β (95% CI) 

adjusted age
	β (95% CI)

fully adjusted
	β (95% CI) 

fully adjusted plus APOE-ε4
	β (95% CI)

risk factor adjusted

	Men

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.001
-0.03(-0.09 to 0.02)
	R2=0.085
-0.02(-0.07 to 0.03)
	R2=0.108
-0.02(-0.07 to 0.03)
	R2=0.096
-0.02(-0.08 to 0.04)
	R2=0.075
-0.03(-0.08 to 0.03)

	DBP (per 5 mmHg)
	R2=0.008
0.04(-0.01 to 0.09)
	R2=0.086

0.02(-0.02 to 0.07)
	R2=0.111

0.03(-0.02 to 0.07)
	R2=0.094

0.01(-0.04 to 0.07)
	R2=0.073

0.01(-0.04 to 0.05)

	Antihypertensive medications (yes vs no)
	R2=0.022

-0.25(-0.44 to -0.07)
	R2=0.090

-0.14(-0.32 to 0.05)
	R2=0.113

-0.14(-0.33 to 0.05)
	R2=0.094

-0.06(-0.27 to 0.15)
	R2=0.077

-0.11(-0.30 to 0.08)

	(B)
	R2=0.013
	R2=0.084
	R2=0.110
	R2=0.097
	R2=0.072

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	-0.19(-0.51 to 0.14)
	-0.20(-0.58 to 0.22)
	-0.17(-0.40 to 0.07)
	-0.26(-0.62 to 0.10)
	-0.21(-0.52 to 0.11)

	Untreated SBP ≥140 or DBP≥90 mmHg
	-0.16(-0.51 to 0.22)
	-0.09(-0.44 to 0.29)
	-0.06(-0.41 to 0.29)
	-0.11(-0.50 to 0.29)
	-0.11(-0.47 to 0.24)

	Treated SBP <120 and DBP<80 mmHg
	-0.36(-0.76 to 0.05)
	-0.18(-0.58 to 0.22)
	-0.13(-0.53 to 0.28)
	-0.11(-0.55 to 0.33)
	-0.17(-0.57 to 0.22)

	Treated SBP 120-139 or DBP 80-89 mmHg
	-0.39(-0.76 to -0.03)
	-0.29(-0.64 to 0.07)
	-0.29(-0.64 to 0.06)
	-0.14(-0.54 to 0.27)
	-0.23(-0.59 to 0.12)

	Treated SBP ≥140 or DBP≥90 mmHg
	-0.44(-0.81 to -0.06)
	-0.30(-0.67 to 0.06)
	-0.31(-0.67 to 0.06)
	-0.37(-0.77 to 0.03)
	-0.33(-0.70 to 0.04)

	Women

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.030
-0.09(-0.14 to -0.13)
	R2=0.071
-0.06(-0.11 to -0.01)
	R2=0.083
-0.05(-0.11 to 0.01)
	R2=0.094
-0.09(-0.16 to -0.03)
	R2=0.077
-0.05(-0.11 to 0.01)

	DBP (per 5 mmHg)
	R2=0.001
0.01(-0.03 to 0.06)
	R2=0.058

0.01(-0.05 to 0.05)
	R2=0.072

0.01(-0.05 to 0.05)
	R2=0.064

-0.06(-0.12 to 0.01)
	R2=0.065

0.01(-0.05 to 0.05)

	Antihypertensive medications (yes vs no)
	R2=0.001

-0.07(-0.27 to 0.12)
	R2=0.058

0.02(-0.18 to 0.22)
	R2=0.072

-0.03(-0.22 to 0.17)
	R2=0.045

-0.04(-0.26 to 0.19)
	R2=0.067

0.06(-0.14 to 0.26)

	(B)
	R2=0.013
	R2=0.058
	R2=0.067
	R2=0.054
	R2=0.067

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	-0.12(-0.38 to 0.15)
	-0.06(-0.32 to 0.20)
	-0.02(-0.28 to 0.24)
	-0.09(-0.41 to 0.23)
	-0.06(-0.31 to 0.20)

	Untreated SBP ≥140 and DBP≥90 mmHg
	-0.42(-0.77 to -0.08)
	-0.25(-0.60 to 0.10)
	-0.16(-0.52 to 0.19)
	-0.32(-0.78 to 0.14)
	-0.20(-0.55 to 0.15)

	Treated SBP <120 and DBP<80 mmHg
	-0.12(-0.44 to 0.19)
	-0.01(-0.31 to 0.31)
	-0.01(-0.32 to 0.31)
	0.04(-0.33 to 0.40)
	0.06(-0.25 to 0.38)

	Treated SBP 120-139 or DBP 80-89 mmHg
	-0.09(-0.41 to 0.23)
	0.05(-0.27 to 0.37)
	0.02(-0.30 to 0.33)
	-0.08(-0.46 to 0.29)
	0.11(-0.23 to 0.44)

	Treated SBP ≥140 or DBP≥90 mmHg
	-0.36(-0.69 to -0.03)
	-0.22(-0.55 to 0.12)
	-0.22(-0.55 to 0.11)
	-0.34(-0.71 to 0.03)
	-0.19(-0.52 to 0.15)


APOE=apolipoprotein E genotype; β=unstandardized weight in linear regression; CI=confidence interval; DBP=diastolic blood pressure; SBP=systolic blood pressure

fully adjusted=age, alcohol consumption, depression score, education, smoking status
risk factor adjusted=age, current smoking, diabetes, HDL cholesterol, total cholesterol

Table S24. Association of (A) blood pressure and its treatment, and (B) blood pressure/treatment category, with language (z-score) stratified by age 
	Variable
	β (95% CI) 

crude
	β (95% CI) 

adjusted sex
	β (95% CI)

fully adjusted
	β (95% CI) 

fully adjusted plus APOE-ε4
	β (95% CI)

risk factor adjusted

	Younger (<65 years) participants

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.001
0.02(-0.03 to 0.07)
	R2=0.001
0.01(-0.05 to 0.06)
	R2=0.010
0.01(-0.04 to 0.06)
	R2=0.01
0.01(-0.06 to 0.07)
	R2=0.001
0.01(-0.05 to 0.06)

	DBP (per 5 mmHg)
	R2=0.005

0.04(-0.01 to 0.08)
	R2=0.004

0.03(-0.02 to 0.08)
	R2=0.018

0.04(-0.01 to 0.08)
	R2=0.004

0.03(-0.03 to 0.08)
	R2=0.002

0.03(-0.02 to 0.07)

	Antihypertensive medications (yes vs no)
	R2=0.001

-0.02(-0.21 to 0.17)
	R2=0.001

-0.02(-0.21 to 0.17)
	R2=0.009

-0.02(-0.21 to 0.17)
	R2=0.001

0.02(-0.21 to 0.25)
	R2=0.001

-0.01(-0.21 to 0.19)

	(B)
	R2=0.001
	R2=0.001
	R2=0.007
	R2=0.001
	R2=0.001

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	-0.06(-0.27 to 0.16)
	-0.10(-0.32 to 0.12)
	-0.07(-0.30 to 0.16)
	-0.19(-0.50 to 0.12)
	-0.10(-0.33 to 0.12)

	Untreated SBP ≥140 or DBP≥90 mmHg
	0.15(-0.12 to 0.43)
	0.10(-0.18 to 0.39)
	0.13(-0.16 to 0.42)
	0.04(-0.35 to 0.42)
	0.06(-0.23 to 0.36)

	Treated SBP <120 and DBP<80 mmHg
	0.06(-0.26 to 0.39)
	0.05(-0.28 to 0.37)
	0.09(-0.25 to 0.42)
	0.03(-0.38 to 0.44)
	0.08(-0.26 to 0.41)

	Treated SBP 120-139 or DBP 80-89 mmHg
	-0.01(-0.31 to 0.31)
	-0.04(-0.35 to 0.28)
	-0.05(-0.37 to 0.27)
	-0.11(-0.53 to 0.32)
	-0.07(-0.41 to 0.06)

	Treated SBP ≥140 or DBP≥90 mmHg
	-0.11(-0.45 to 0.22)
	-0.15(-0.48 to 0.19)
	-0.13(-0.47 to 0.22)
	-0.12(-0.53 to 0.28)
	-0.15(-0.49 to 0.19)

	Older (≥65 years) participants

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.027
-0.08(-0.14 to -0.03)
	R2=0.028
-0.09(-0.14 to -0.03)
	R2=0.091
-0.08(-0.13 to -0.02)
	R2=0.063
-0.09(-0.15 to -0.03)
	R2=0.031
-0.08(-0.14 to -0.03)

	DBP (per 5 mmHg)
	R2=0.001

0.01(-0.04 to 0.06)
	R2=0.001

0.01(-0.05 to 0.05)
	R2=0.065

0.01(-0.05 to 0.05)
	R2=0.022

-0.03(-0.09 to 0.03)
	R2=0.001

-0.02(-0.07 to 0.04)

	Antihypertensive medications (yes vs no)
	R2=0.002

-0.13(-0.33 to 0.07)
	R2=0.001

-0.13(-0.33 to 0.07)
	R2=0.074

-0.16(-0.35 to 0.04)
	R2=0.024

-0.13(-0.35 to 0.09)
	R2=0.001

-0.07(-0.27 to 0.13)

	(B)
	R2=0.015
	R2=0.015
	R2=0.074
	R2=0.040
	R2=0.016

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	-0.14(-0.48 to 0.20)
	-0.17(-0.51 to 0.17)
	-0.08(-0.41 to 0.25)
	-0.08(-0.45 to 0.30)
	-0.20(-0.53 to 0.10)

	Untreated SBP ≥140 and DBP≥90 mmHg
	-0.48(-0.86 to -0.10)
	-0.51(-0.89 to -0.13)
	-0.32(-0.70 to 0.07)
	-0.35(-0.78 to 0.09)
	-0.47(-0.86 to -0.09)

	Treated SBP <120 and DBP<80 mmHg
	-0.30(-0.67 to 0.07)
	-0.32(-0.69 to 0.06)
	-0.21(-0.58 to 0.16)
	-0.14(-0.54 to 0.26)
	-0.28(-0.65 to 0.09)

	Treated SBP 120-139 or DBP 80-89 mmHg
	-0.26(-0.61 to 0.09)
	-0.29(-0.65 to 0.06)
	-0.23(-0.57 to 0.12)
	-0.13(-0.52 to 0.26)
	-0.19(-0.55 to 0.17)

	Treated SBP ≥140 or DBP≥90 mmHg
	-0.40(-0.76 to -0.05)
	-0.43(-0.80 to -0.07)
	-0.39(-0.74 to -0.03)
	-0.48(-0.87 to -0.09)
	-0.43(-0.79 to -0.06)


APOE=apolipoprotein E genotype; β=unstandardized weight in linear regression; CI=confidence interval; DBP=diastolic blood pressure; SBP=systolic blood pressure

fully adjusted=alcohol consumption, depression score, education, sex, smoking status
risk factor adjusted=current smoking, diabetes, HDL cholesterol, sex, total cholesterol

Table S25. Association of (A) blood pressure and its treatment, and (B) blood pressure/treatment category, with attention/speed of processing (z-score) stratified by sex 
	Variable
	β (95% CI) 

crude
	β (95% CI) 

adjusted age
	β (95% CI)

fully adjusted
	β (95% CI) 

fully adjusted plus APOE-ε4
	β (95% CI)

risk factor adjusted

	Men

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.023
-0.07(-0.12 to -0.02)
	R2=0.107
-0.06(-0.11 to -0.01)
	R2=0.119
-0.06(-0.11 to -0.02)
	R2=0.100
-0.07(-0.12 to -0.01)
	R2=0.104
-0.07(-0.12 to -0.02)

	DBP (per 5 mmHg)
	R2=0.001
0.01(-0.04 to 0.05)
	R2=0.088

-0.01(-0.05 to 0.03)
	R2=0.098

-0.01(-0.05 to 0.03)
	R2=0.074

-0.01(-0.06 to 0.04)
	R2=0.083

-0.03(-0.07 to 0.02)

	Antihypertensive medications (yes vs no)
	R2=0.030

-0.27(-0.43 to -0.10)
	R2=0.098

-0.16(-0.33 to 0.01)
	R2=0.108

-0.16(-0.33 to 0.01)
	R2=0.090

-0.19(-0.39 to 0.01)
	R2=0.090

-0.16(-0.33 to 0.02)

	(B)
	R2=0.038
	R2=0.101
	R2=0.111
	R2=0.091
	R2=0.099

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	-0.26(-0.40 to 0.18)
	-0.12(-0.40 to 0.17)
	-0.15(-0.42 to 0.13)
	0.01(-0.33 to 0.34)
	-0.15(-0.43 to 0.14)

	Untreated SBP ≥140 or DBP≥90 mmHg
	-0.26(-0.59 to 0.06)
	-0.22(-0.53 to 0.10)
	-0.24(-0.56 to 0.07)
	-0.15(-0.52 to 0.21)
	-0.28(-0.60 to 0.04)

	Treated SBP <120 and DBP<80 mmHg
	-0.43(-0.80 to -0.06)
	-0.28(-0.64 to 0.08)
	-0.29(-0.65 to 0.08)
	-0.24(-0.64 to 0.17)
	-0.33(-0.69 to 0.04)

	Treated SBP 120-139 or DBP 80-89 mmHg
	-0.26(-0.58 to 0.07)
	-0.17(-0.40 to 0.17)
	-0.22(-0.53 to 0.10)
	-0.09(-0.47 to 0.29)
	-0.18(-0.50 to 0.14)

	Treated SBP ≥140 or DBP≥90 mmHg
	-0.54(-0.87 to -0.20)
	-0.42(-0.75 to -0.10)
	-0.45(-0.78 to -0.12)
	-0.37(-0.75 to -0.01)
	-0.47(-0.81 to -0.14)

	Women

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.019
-0.05(-0.10 to -0.01)
	R2=0.082
-0.03(-0.07 to 0.02)
	R2=0.082
-0.02(-0.07 to 0.02)
	R2=0.175
-0.07(-0.12 to -0.02)
	R2=0.088
-0.02(-0.07 to 0.02)

	DBP (per 5 mmHg)
	R2=0.001
0.01(-0.03 to 0.05)
	R2=0.077

0.01(-0.03 to 0.04)
	R2=0.078

0.01(-0.04 to 0.04)
	R2=0.139

-0.03(-0.08 to 0.02)
	R2=0.085

0.01(-0.03 to 0.05)

	Antihypertensive medications (yes vs no)
	R2=0.001

0.07(-0.08 to 0.22)
	R2=0.091

0.16(0.01 to 0.31)
	R2=0.090

0.14(-0.01 to 0.29)
	R2=0.147

0.15(-0.02 to 0.32)
	R2=0.105

0.19(0.04 to 0.34)

	(B)
	R2=0.004
	R2=0.088
	R2=0.083
	R2=0.166
	R2=0.103

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	-0.10(-0.31 to 0.10)
	-0.05(-0.24 to 0.15)
	-0.05(-0.25 to 0.14)
	-0.21(-0.45 to 0.44)
	-0.06(-0.25 to 0.14)

	Untreated SBP ≥140 and DBP≥90 mmHg
	-0.22(-0.49 to 0.05)
	-0.04(-0.31 to 0.02)
	-0.03(-0.29 to 0.24)
	-0.33(-0.68 to 0.01)
	-0.01(-0.27 to 0.26)

	Treated SBP <120 and DBP<80 mmHg
	-0.01(-0.24 to 0.24)
	0.12(-0.11 to 0.36)
	0.10(-0.14 to 0.33)
	0.08(-0.19 to 0.35)
	0.15(-0.09 to 0.39)

	Treated SBP 120-139 or DBP 80-89 mmHg
	0.11(-0.14 to 0.36)
	0.25(0.10 to 0.49)
	0.21(-0.03 to 0.45)
	0.08(-0.19 to 0.35)
	0.31(0.05 to 0.56)

	Treated SBP ≥140 or DBP≥90 mmHg
	-0.13(-0.39 to 0.13)
	0.01(-0.25 to 0.26)
	0.02(-0.23 to 0.28)
	-0.14(-0.43 to 0.14)
	0.05(-0.21 to 0.30)


APOE=apolipoprotein E genotype; β=unstandardized weight in linear regression; CI=confidence interval; DBP=diastolic blood pressure; SBP=systolic blood pressure

fully adjusted=age, alcohol consumption, depression score, education, smoking status
risk factor adjusted=age, current smoking, diabetes, HDL cholesterol, total cholesterol

Table S26. Association of (A) blood pressure and its treatment, and (B) blood pressure/treatment category, with attention/speed of processing (z-score) stratified by age 
	Variable
	β (95% CI) 

crude
	β (95% CI) 

adjusted sex
	β (95% CI)

fully adjusted
	β (95% CI) 

fully adjusted plus APOE-ε4
	β (95% CI)

risk factor adjusted

	Younger (<65 years) participants

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.001
0.02(-0.03 to 0.06)
	R2=0.001
0.01(-0.03 to 0.06)
	R2=0.001
0.01(-0.04 to 0.05)
	R2=0.001
-0.02(-0.07 to 0.03)
	R2=0.001
0.01(-0.04 to 0.05)

	DBP (per 5 mmHg)
	R2=0.005

0.03(-0.01 to 0.07)
	R2=0.002

0.03(-0.01 to 0.06)
	R2=0.001

0.02(-0.02 to 0.06)
	R2=0.001

0.01(-0.04 to 0.05)
	R2=0.001

0.02(-0.02 to 0.06)

	Antihypertensive medications (yes vs no)
	R2=0.003

0.11(-0.05 to 0.26)
	R2=0.003

0.11(-0.05 to 0.26)
	R2=0.001

0.10(-0.06 to 0.26)
	R2=0.001

0.07(-0.11 to 0.24)
	R2=0.001

0.09(-0.07 to 0.26)

	(B)
	R2=0.001
	R2=0.001
	R2=0.001
	R2=0.001
	R2=0.001

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	0.06(-0.12 to 0.23)
	0.04(-0.15 to 0.22)
	0.01(-0.18 to 0.20)
	-0.09(-0.32 to 0.15)
	0.02(-0.17 to 0.21)

	Untreated SBP ≥140 or DBP≥90 mmHg
	0.11(-0.12 to 0.34)
	0.08(-0.16 to 0.32)
	0.05(-0.19 to 0.30)
	-0.09(-0.39 to 0.21)
	0.05(-0.20 to 0.30)

	Treated SBP <120 and DBP<80 mmHg
	0.18(-0.10 to 0.45)
	0.17(-0.10 to 0.44)
	0.16(-0.12 to 0.44)
	0.01(-0.30 to 0.33)
	0.15(-0.14 to 0.13)

	Treated SBP 120-139 or DBP 80-89 mmHg
	0.18(-0.08 to 0.44)
	0.16(-0.10 to 0.42)
	0.12(-0.15 to 0.39)
	0.06(-0.26 to 0.39)
	0.12(-0.16 to 0.40)

	Treated SBP ≥140 or DBP≥90 mmHg
	0.09(-0.19 to 0.37)
	0.08(-0.21 to 0.36)
	0.05(-0.24 to 0.34)
	-0.06(-0.37 to 0.25)
	0.06(-0.23 to 0.35)

	Older (≥65 years) participants

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.053
-0.09(-0.14 to -0.05)
	R2=0.053
-0.10(-0.14 to -0.05)
	R2=0.096
-0.09(-0.13 to -0.04)
	R2=0.077
-0.10(-0.16 to -0.05)
	R2=0.054
-0.09(-0.14 to -0.05)

	DBP (per 5 mmHg)
	R2=0.001

-0.02(-0.06 to 0.02)
	R2=0.001

-0.02(-0.06 to 0.02)
	R2=0.052

-0.02(-0.06 to 0.02)
	R2=0.014

-0.03(-0.08 to 0.03)
	R2=0.007

-0.03(-0.08 to 0.01)

	Antihypertensive medications (yes vs no)
	R2=0.004

-0.13(-0.29 to 0.04)
	R2=0.001

-0.13(-0.30 to 0.04)
	R2=0.056

-0.13(-0.29 to 0.04)
	R2=0.013

-0.09(-0.29 to 0.11)
	R2=0.001

-0.08(-0.25 to 0.09)

	(B)
	R2=0.037
	R2=0.036
	R2=0.074
	R2=0.037
	R2=0.038

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	-0.14(-0.42 to 0.14)
	-0.17(-0.45 to 0.12)
	-0.09(-0.37 to 0.19)
	-0.04(-0.38 to 0.31)
	-0.18(-0.46 to 0.11)

	Untreated SBP ≥140 and DBP≥90 mmHg
	-0.43(-0.74 to -0.11)
	-0.45(-0.77 to -0.13)
	-0.32(-0.64 to -0.01)
	-0.37(-0.77 to 0.03)
	-0.41(-0.73 to -0.08)

	Treated SBP <120 and DBP<80 mmHg
	-0.34(-0.65 to -0.03)
	-0.35(-0.66 to -0.04)
	-0.27(-0.58 to 0.04)
	-0.16(-0.52 to 0.20)
	-0.32(-063 to -0.01)

	Treated SBP 120-139 or DBP 80-89 mmHg
	-0.13(-0.43 to 0.16)
	-0.15(-0.45 to 0.14)
	-0.11(-0.39 to 0.18)
	-0.06(-0.41 to 0.30)
	-0.07(-0.37 to 0.24)

	Treated SBP ≥140 or DBP≥90 mmHg
	-0.47(-0.77 to -0.17)
	-0.49(-0.80 to -0.19)
	-0.41(-0.70 to -0.11)
	-0.40(-0.76 to -0.04)
	-0.46(-0.77 to -0.15)


APOE=apolipoprotein E genotype; β=unstandardized weight in linear regression; CI=confidence interval; DBP=diastolic blood pressure; SBP=systolic blood pressure

fully adjusted=alcohol consumption, depression score, education, sex, smoking status
risk factor adjusted=current smoking, diabetes, HDL cholesterol, sex, total cholesterol

Table S27. Association of (A) blood pressure and its treatment, and (B) blood pressure/treatment category with periventricular (PVH) and deep white matter hyperintensities (DWMH) Fazekas score in the total study cohort

	PVH

	Variable
	OR (95% CI) crude
	OR (95% CI) 

adjusted age, sex
	OR (95% CI)

fully adjusted 
	OR (95% CI) 

fully adjusted plus APOE-ε4
	OR (95% CI)

risk factor adjusted

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.028

1.32(1.20 to 1.45)
	R2=0.101
1.28(1.16 to 1.42)
	R2=0.106
1.28(1.16 to 1.42)
	R2=0.106
1.29(1.14 to 1.45)
	R2=0.108
1.28(1.15 to 1.42)

	DBP (per 5 mmHg)
	R2=0.012

1.17(1.08 to 1.27)
	R2=0.112

1.32(1.20 to 1.44)
	R2=0.119

1.34(1.22 to 1.47)
	R2=0.114

1.32(1.17 to 1.48)
	R2=0.123

1.34(1.22 to 1.48)

	Antihypertensive medications (yes vs no)
	R2=0.013

1.91(1.37 to 2.65)
	R2=0.084

1.36(0.97 to 1.93)
	R2=0.089

1.35(0.94 to 1.92)
	R2=0.086

1.25(0.82 to 1.91)
	R2=0.093

1.43(1.00 to 2.06)

	(B)
	R2=0.031
	R2=0.098
	R2=0.103
	R2=0.106
	R2=0.106

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	1.33(0.81 to 2.19)
	1.40(0.83 to 2.35)
	1.45(0.85 to 2.44)
	1.10(0.55 to 2.20)
	1.39(0.83 to 2.34)

	Untreated SBP ≥140 or DBP≥90 mmHg
	3.10(1.74 to 5.51)
	2.54(1.38 to 4.67)
	2.48(1.34 to 4.66)
	2.97(1.35 to 6.55)
	2.53(1.36 to 4.71)

	Treated SBP <120 and DBP<80 mmHg
	1.85(1.00 to 3.43)
	1.14(0.60 to 2.18)
	1.08(0.56 to 2.09)
	0.95(0.43 to 2.10)
	1.27(0.66 to 2.46)

	Treated SBP 120-139 or DBP 80-89 mmHg
	2.71(1.54 to 4.78)
	2.06(1.14 to 3.74)
	2.12(1.15 to 3.86)
	1.01(2.14 to 4.57)
	2.14(1.15 to 3.97)

	Treated SBP ≥140 or DBP≥90 mmHg
	4.28(2.38 to 7.69)
	3.06(1.67 to 5.70)
	2.97(1.58 to 5.53)
	2.18(1.03 to 4.62)
	3.25(1.73 to 6.17)

	DWMH

	Variable
	OR (95% CI) crude
	OR (95% CI) 

adjusted age, sex
	OR (95% CI) 

fully adjusted
	OR (95% CI)

fully adjusted plus APOE-ε4
	OR (95% CI) 

risk factor adjusted

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.008
1.16(1.06 to 1.27)
	R2=0.053
1.13(1.02 to 1.25)
	R2=0.055
1.12(1.02 to 1.23)
	R2=0.053
1.15(1.02 to 1.28)
	R2=0.058
1.12(1.02 to 1.23)

	DBP (per 5 mmHg)
	R2=0.001
1.03(0.95 to 1.12)
	R2=0.053

1.11(1.01 to 1.20)
	R2=0.054

1.09(1.01 to 1.20)
	R2=0.053
1.14(1.02 to 1.27)
	R2=0.059
1.11(1.02 to 1.21)

	Antihypertensive medications (yes vs no)
	R2=0.011
1.86(1.34 to 2.56)
	R2=0.052

1.42(1.02 to 1.99)
	R2=0.054
1.46(1.04 to 2.08)
	R2=0.048
1.27(0.85 to 1.92)
	R2=0.058
1.45(1.02 to 2.05)

	(B)
	R2=0.017
	R2=0.056
	R2=0.057
	R2=0.056
	R2=0.061

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	0.99(0.63 to 1.58)
	0.99(0.62 to 1.62)
	1.03(0.63 to 1.67)
	1.13(0.60 to 2.12)
	1.01(0.62 to 1.63)

	Untreated SBP ≥140 or DBP≥90 mmHg
	1.84(1.05 to 3.19)
	1.43(0.80 to 2.56)
	1.35(0.74 to 2.44)
	2.03(0.96 to 4.26)
	1.40(0.79 to 2.53)

	Treated SBP <120 and DBP<80 mmHg
	1.68(0.93 to 3.03)
	1.13(0.61 to 2.08)
	1.17(0.63 to 2.18)
	1.14(0.54 to 2.39)
	1.22(0.66 to 2.27)

	Treated SBP 120-139 or DBP 80-89 mmHg
	2.10(1.22 to 3.60)
	1.60(0.90 to 2.80)
	1.65(0.93 to 2.92)
	1.99(0.98 to 4.06)
	1.55(0.86 to 2.80)

	Treated SBP ≥140 or DBP≥90 mmHg
	2.72(1.55 to 4.81)
	2.03(1.14 to 3.67)
	2.01(1.12 to 3.67)
	1.80(0.89 to 3.63)
	2.10(1.15 to 3.82)


APOE=apolipoprotein E genotype; CI=confidence interval; DBP=diastolic blood pressure; DWMH=deep white matter hyperintensities; OR=odds ratio; PVH=periventricular white matter hyperintensities; SBP=systolic blood pressure

fully adjusted=age, alcohol consumption, depression score, education, sex, smoking status
risk factor adjusted=age, current smoking, diabetes, HDL cholesterol, sex, total cholesterol

Table S28. Association of (A) blood pressure and its treatment, and (B) blood pressure/treatment category with periventricular white matter hyperintensities (PVH) Fazekas score stratified by sex

	Variable
	OR (95% CI) crude
	OR (95% CI) 

adjusted age
	OR (95% CI)

fully adjusted
	OR (95% CI) 

fully adjusted plus APOE-ε4
	OR (95% CI)

risk factor adjusted

	Men

	

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.025
1.32(1.15 to 1.52)
	R2=0.095
1.30(1.13 to 1.49)
	R2=0.110
1.32(1.14 to 1.54)
	R2=0.138
1.42(1.19 to 1.70)
	R2=0.105
1.31(1.13 to 1.52)

	DBP (per 5 mmHg)
	R2=0.011

1.17(1.04 to 1.32)
	R2=0.101

1.30(1.15 to 1.48)
	R2=0.117

1.31(1.16 to 1.49)
	R2=0.135

1.36(1.16 to 1.60)
	R2=0.120

1.36(1.20 to 1.57)

	Antihypertensive medications (yes vs no)
	R2=0.006

1.58(1.01 to 2.51)
	R2=0.074

1.09(0.68 to 1.77)
	R2=0.087

0.98(0.59 to 1.63)
	R2=0.101

0.84(0.46 to 1.54)
	R2=0.127

1.14(0.68 to 1.88)

	(B)
	R2=0.031
	R2=0.104
	R2=0.127
	R2=0.170
	R2=0.114

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	1.77(0.74 to 4.18)
	2.08(0.87 to 4.98)
	2.34(0.95 to 5.70)
	2.20(0.69 to 7.03)
	2.18(0.89 to 5.26)

	Untreated SBP ≥140 or DBP≥90 mmHg
	3.86(1.49 to 9.87)
	3.78(1.44 to 9.91)
	4.22(1.57 to 11.36)
	6.05(1.75 to 20.91)
	4.10(1.52 to 11.13)

	Treated SBP <120 and DBP<80 mmHg
	1.34(0.45 to 3.97)
	0.72(0.24 to 2.20)
	0.49(0.15 to 1.57)
	0.33(0.08 to 1.34)
	0.79(0.25 to 2.44)

	Treated SBP 120-139 or DBP 80-89 mmHg
	3.90(1.51 to 10.07)
	3.39(1.29 to 8.90)
	3.35(1.31 to 9.49)
	4.66(1.32 to 16.44)
	3.46(1.28 to 9.30)

	Treated SBP ≥140 or DBP≥90 mmHg
	3.86(1.49 to 9.87)
	3.19(1.19 to 8.58)
	3.25(1.17 to 9.03)
	2.89(0.84 to 10.07)
	3.78(1.36 to 10.59)

	Women

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.043
1.42(1.23 to 1.63)
	R2=0.106
1.27(1.11 to 1.48)
	R2=0.108
1.26(1.08 to 1.46)
	R2=0.111
1.20(0.99 to 1.43)
	R2=0.125
1.28(1.11 to 1.49)

	DBP (per 5 mmHg)
	R2=0.021

1.25(1.11 to 1.40)
	R2=0.121

1.34(1.17 to 1.52)
	R2=0.127

1.36(1.19 to 1.55)
	R2=0.123

1.28(1.07 to 1.52)
	R2=0.139

1.34(1.17 to 1.52)

	Antihypertensive medications (yes vs no)
	R2=0.021

2.32(1.45 to 3.74)
	R2=0.095

1.72(1.05 to 2.83)
	R2=0.100

1.75(1.06 to 2.92)
	R2=0.113

1.95(1.05 to 3.63)
	R2=0.116

1.86(1.11 to 3.13)

	(B)
	R2=0.044
	R2=0.106
	R2=0.108
	R2=0.124
	R2=0.126

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	1.32(0.67 to 2.59)
	1.06(0.53 to 2.12)
	1.13(0.55 to 2.29)
	0.58(0.21 to 1.57)
	1.12(0.55 to 2.25)

	Untreated SBP ≥140 or DBP≥90 mmHg
	3.42(1.54 to 8.08)
	1.84(0.76 to 4.39)
	1.67(0.66 to 4.14)
	1.77(0.52 to 6.05)
	2.08(0.85 to 5.05)

	Treated SBP <120 and DBP<80 mmHg
	2.53(1.17 to 5.53)
	1.63(0.73 to 3.67)
	1.72(0.76 to 3.90)
	1.73(0.63 to 4.76)
	1.95(0.85 to 4.48)

	Treated SBP 120-139 or DBP 80-89 mmHg
	2.39(1.09 to 5.16)
	1.40(0.63 to 3.16)
	1.45(0.64 to 3.29)
	1.55(0.57 to 4.31)
	1.63(0.69 to 3.86)

	Treated SBP ≥140 or DBP≥90 mmHg
	5.81(2.59 to 13.07)
	3.60(1.57 to 8.25)
	3.42(1.46 to 8.00)
	2.25(0.80 to 6.30)
	3.67(1.55 to 8.58)


APOE=apolipoprotein E genotype; CI=confidence interval; DBP=diastolic blood pressure; OR=odds ratio; SBP=systolic blood pressure

fully adjusted=age, alcohol consumption, depression score, education, smoking status
risk factor adjusted=age, current smoking, diabetes, HDL cholesterol, total cholesterol

Table S29. Association of (A) blood pressure and its treatment, and (B) blood pressure/treatment category with periventricular white matter hyperintensities (PVH) Fazekas score stratified by age 
	Variable
	OR (95% CI) 

crude
	OR (95% CI) 

adjusted sex
	OR (95% CI)

fully adjusted
	OR (95% CI) 

fully adjusted plus APOE-ε4
	OR (95% CI)

risk factor adjusted

	Younger (<65 years) participants

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.019
1.27(1.08 to 1.48)
	R2=0.028
1.35(1.15 to 1.58)
	R2=0.036
1.38(1.17 to 1.63)
	R2=0.067
1.43(1.15 to 1.79)
	R2=0.038
1.32(1.12 to 1.57)

	DBP (per 5 mmHg)
	R2=0.036

1.34(1.16 to 1.43)
	R2=0.047

1.42(1.13 to 1.46)
	R2=0.056

1.45(1.25 to 1.68)
	R2=0.072

1.40(1.15 to 1.72)
	R2=0.060

1.42(1.22 to 1.65)

	Antihypertensive medications (yes vs no)
	R2=0.003

1.45(1.84 to 2.51)
	R2=0.005

1.45(0.83 to 2.51)
	R2=0.009

1.38(0.78 to 2.41)
	R2=0.031

1.51(0.73 to 3.13)
	R2=0.019

1.55(0.86 to 2.83)

	(B)
	R2=0.022
	R2=0.028
	R2=0.041
	R2=0.077
	R2=0.051

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	1.38(0.70 to 2.69)
	1.65(0.82 to 3.32)
	1.30(0.64 to 2.61)
	1.63(0.54 to 4.95)
	1.38(0.68-2.75)

	Untreated SBP ≥140 or DBP≥90 mmHg
	2.69(1.17 to 6.17)
	3.39(1.43 to 8.08)
	2.48(1.05 to 5.87)
	6.89(1.88 to 25.53)
	2.34(0.98 to 5.53)

	Treated SBP <120 and DBP<80 mmHg
	1.26(0.45 to 3.53)
	1.34(0.48 to 3.74)
	0.96(0.33 to 2.77)
	1.49(0.36 to 6.17)
	1.19(0.40 to 3.53)

	Treated SBP 120-139 or DBP 80-89 mmHg
	1.72(0.68 to 4.35)
	2.01(0.78 to 5.21)
	1.67(0.63 to 4.35)
	5.58(1.40 to 21.98)
	1.70(0.62 to 4.66)

	Treated SBP ≥140 or DBP≥90 mmHg
	3.86(1.46 to 10.07)
	4.48(1.67 to 12.06)
	3.35(1.23 to 9.21)
	3.00(0.78 to 11.47)
	4.06(1.46 to 11.25)

	Older (≥65 years) participants

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.021
1.26(1.12 to 1.43)
	R2=0.026
1.28(1.13 to 1.46)
	R2=0.047
1.25(1.09 to 1.42)
	R2=0.059
1.21(1.04 to 1.40)
	R2=0.035
1.28(1.13 to 1.46)

	DBP (per 5 mmHg)
	R2=0.036

1.20(1.07 to 1.34)
	R2=0.023

1.62(1.03 to 2.53)
	R2=0.050

1.23(1.11 to 1.39)
	R2=0.059

1.21(1.04 to 1.39)
	R2=0.037

1.26(1.13 to 1.42)

	Antihypertensive medications (yes vs no)
	R2=0.004

1.39(0.90 to 2.16)
	R2=0.006

1.39(0.90 to 2.16)
	R2=0.033

1.43(0.90 to 2.27)
	R2=0.046

1.15(0.68 to 1.97)
	R2=0.016

1.42(0.90 to 2.23)

	(B)
	R2=0.018
	R2=0.022
	R2=0.070
	R2=0.077
	R2=0.065

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	1.15(0.54 to 2.46)
	1.28(0.59 to 2.77)
	1.07(0.49 to 2.34)
	0.86(0.34 to 2.23)
	1.13(0.52 to 2.44)

	Untreated SBP ≥140 and DBP≥90 mmHg
	2.66(1.14 to 6.17)
	2.92(1.25 to 4.82)
	1.51(0.61 to 3.67)
	1.86(0.63 to 5.42)
	2.12(0.88 to 5.10)

	Treated SBP <120 and DBP<80 mmHg
	1.36(0.59 to 3.16)
	1.43(0.61 to 3.32)
	0.90(0.37 to 2.14)
	0.88(0.32 to 2.39)
	1.17(0.49 to 2.80)

	Treated SBP 120-139 or DBP 80-89 mmHg
	1.95(0.89 to 4.26)
	2.12(0.96 to 4.66)
	1.79(0.80 to 4.01)
	1.42(0.54 to 3.71)
	2.03(0.89 to 4.62)

	Treated SBP ≥140 or DBP≥90 mmHg
	2.64(1.19 to 5.87)
	2.86(1.28 to 6.42)
	2.20(0.97 to 5.05)
	2.58(0.60 to 4.18)
	2.69(1.17 to 6.17)


APOE=apolipoprotein E genotype; CI=confidence interval; DBP=diastolic blood pressure; OR=odds ratio; SBP=systolic blood pressure

fully adjusted=alcohol consumption, depression score, education, sex, smoking status
risk factor adjusted=current smoking, diabetes, HDL cholesterol, sex, total cholesterol

Table S30. Association of (A) blood pressure and its treatment, and (B) blood pressure/treatment category with deep white matter hyperintensities (DWMH) Fazekas score stratified by sex 

	Variable
	OR (95% CI) crude
	OR (95% CI) 

adjusted age
	OR (95% CI)

fully adjusted
	OR (95% CI) 

fully adjusted plus APOE-ε4
	OR (95% CI)

risk factor adjusted

	Men

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.004
1.12(0.97 to 1.27)
	R2=0.035
1.08(0.95 to 1.25)
	R2=0.047
1.09(0.95 to 1.26)
	R2=0.059
1.13(0.97 to 1.32)
	R2=0.040
1.09(0.95 to 1.26)

	DBP (per 5 mmHg)
	R2=0.001
1.01(0.90 to 1.12)
	R2=0.034
1.05(0.94 to 1.19)
	R2=0.046
1.06(0.94 to 1.20)
	R2=0.056
1.08(0.93 to 1.25)
	R2=0.040
1.08(0.96 to 1.22)

	Antihypertensive medications (yes vs no)
	R2=0.005

1.55(0.99 to 2.41)
	R2=0.034
1.20(0.75 to 1.90)
	R2=0.053
1.13(0.69 to 1.82)
	R2=0.054
0.88(0.50 to 1.54)
	R2=0.038
1.23(0.76 to 2.01)

	(B)
	R2=0.010
	R2=0.039
	R2=0.051
	R2=0.064
	R2=0.044

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	0.90(0.41 to 1.93)
	0.91(0.42 to 2.01)
	1.03(0.47 to 2.29)
	0.83(0.31 to 2.18)
	0.92(0.42 to 2.05)

	Untreated SBP ≥140 or DBP≥90 mmHg
	1.19(0.50 to 2.83)
	1.05(0.44 to 2.51)
	1.11(0.45 to 2.72)
	1.28(0.44 to 3.67)
	1.08(0.44 to 2.66)

	Treated SBP <120 and DBP<80 mmHg
	0.98(0.36 to 2.64)
	0.65(0.24 to 1.79)
	0.61(0.21 to 1.73)
	0.44(0.14 to 1.46)
	0.70(0.25 to 1.95)

	Treated SBP 120-139 or DBP 80-89 mmHg
	1.60(0.66 to 3.82)
	1.27(0.53 to 3.10)
	1.38(0.56 to 3.35)
	1.08(0.37 to 3.22)
	1.26(0.51 to 3.13)

	Treated SBP ≥140 or DBP≥90 mmHg
	1.97(0.82 to 4.81)
	1.51(0.61 to 3.74)
	1.51(0.59 to 3.82)
	1.08(0.37 to 3.16)
	1.70(0.66 to 4.35)

	Women

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.022
1.28(1.13 to 1.48)
	R2=0.072
1.16(1.01 to 1.32)
	R2=0.082
1.13(0.97 to 1.30)
	R2=0.070
1.15(0.97 to 1.36)
	R2=0.083
1.15(1.01 to 1.32)

	DBP (per 5 mmHg)
	R2=0.004
1.11(0.98 to 1.25)
	R2=0.073
1.15(1.02 to 1.30)
	R2=0.083
1.14(1.00 to 1.28)
	R2=0.078
1.21(1.03 to 1.43)
	R2=0.084
1.14(1.01 to 1.30)

	Antihypertensive medications (yes vs no)
	R2=0.019
2.27(1.42 to 3.63)
	R2=0.073
1.73(1.07 to 2.80)
	R2=0.087
1.86(1.14 to 3.06)
	R2=0.075
1.93(1.06 to 3.49)
	R2=0.085
1.73(1.05 to 2.89)

	(B)
	R2=0.034
	R2=0.079
	R2=0.090
	R2=0.087
	R2=0.090

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	1.04(0.55 to 1.97)
	0.81(0.43 to 1.55)
	0.85(0.44 to 1.67)
	1.14(0.47 to 2.72)
	0.85(0.44 to 1.63)

	Untreated SBP ≥140 or DBP≥90 mmHg
	3.25(1.45 to 7.32)
	1.73(0.74 to 4.01)
	1.49(0.62 to 3.60)
	3.19(0.96 to 10.49)
	1.84(0.78 to 4.31)

	Treated SBP <120 and DBP<80 mmHg
	2.46(1.16 to 5.21)
	1.55(0.72 to 3.35)
	1.75(0.79 to 3.86)
	2.20(0.83 to 5.81)
	1.77(0.80 to 3.90)

	Treated SBP 120-139 or DBP 80-89 mmHg
	2.69(1.27 to 5.70)
	1.70(0.78 to 3.67)
	1.80(0.82 to 3.97)
	3.25(1.22 to 8.67)
	1.70(0.76 to 3.86)

	Treated SBP ≥140 or DBP≥90 mmHg
	3.90(1.77 to 8.50)
	2.44(1.08 to 5.47)
	2.34(1.02 to 5.31)
	2.36(0.88 to 6.30)
	2.34(1.02 to 5.31)


APOE=apolipoprotein E genotype; CI=confidence interval; DBP=diastolic blood pressure; OR=odds ratio; SBP=systolic blood pressure

fully adjusted=age, alcohol consumption, depression score, education, smoking status
risk factor adjusted=age, current smoking, diabetes, HDL cholesterol, total cholesterol

Table S31. Association of (A) blood pressure and its treatment, and (B) blood pressure/treatment category with deep white matter hyperintensities (DWMH) Fazekas score stratified by age

	Variable
	OR (95% CI) crude
	OR (95% CI) 

adjusted sex
	OR (95% CI)

fully adjusted
	OR (95% CI) 

fully adjusted plus APOE-ε4
	OR (95% CI)

risk factor adjusted

	Younger (<65 years) participants

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.004
1.13(0.98 to 1.28)
	R2=0.009
1.17(1.01 to 1.36)
	R2=0.010
1.17(1.01 to 1.36)
	R2=0.025
1.25(1.02 to 1.51)
	R2=0.012
1.16(0.99 to 1.35)

	DBP (per 5 mmHg)
	R2=0.007

1.14(1.01 to 1.30)
	R2=0.012

1.19(1.04 to 1.35)
	R2=0.013
1.19(1.03 to 1.35)
	R2=0.036
1.28(1.08 to 1.54)
	R2=0.015
1.17(1.03 to 1.34)

	Antihypertensive medications (yes vs no)
	R2=0.004

1.51(0.90 to 2.53)
	R2=0.006
1.51(0.90 to 2.53)
	R2=0.007
1.48(0.87 to 2.48)
	R2=0.013
1.27(0.66 to 2.46)
	R2=0.011
1.60(0.92 to 2.77)

	(B)
	R2=0.007
	R2=0.009
	R2=0.018
	R2=0.026
	R2=0.023

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	1.04(0.57 to 1.88)
	1.17(0.63 to 2.18)
	0.90(0.49 to 1.68)
	1.42(0.58 to 3.49)
	1.02(0.55 to 1.90)

	Untreated SBP ≥140 or DBP≥90 mmHg
	1.46(0.68 to 3.13)
	1.68(0.76 to 3.74)
	1.19(0.54 to 2.72)
	3.16(1.03 to 9.68)
	1.23(0.56 to 2.72)

	Treated SBP <120 and DBP<80 mmHg
	1.54(0.63 to 3.78)
	1.62(0.65 to 3.97)
	1.17(0.46 to 3.00)
	1.51(0.46 to 4.95)
	1.40(0.54 to 3.63)

	Treated SBP 120-139 or DBP 80-89 mmHg
	1.42(0.61 to 3.29)
	1.57(0.66 to 3.67)
	1.22(0.51 to 2.94)
	2.53(0.77 to 8.25)
	1.34(0.54 to 3.29)

	Treated SBP ≥140 or DBP≥90 mmHg
	2.08(0.84 to 5.16)
	2.29(0.91 to 5.81)
	1.68(0.66 to 4.35)
	1.88(0.58 to 6.05)
	2.01(0.78 to 5.26)

	Older (≥65 years) participants

	(A)
	
	
	
	
	

	SBP (per 10 mmHg)
	R2=0.005
1.12(0.99 to 1.26)
	R2=0.009
1.14(1.00 to 1.28)
	R2=0.035
1.11(0.97 to 1.26)
	R2=0.046
1.08(0.93 to 1.26)
	R2=0.028
1.13(0.99 to 1.27)

	DBP (per 5 mmHg)
	R2=0.001

1.02(0.92 to 1.14)
	R2=0.004
1.04(0.93 to 1.16)
	R2=0.032
1.03(0.92 to 1.15)
	R2=0.044
1.00(0.87 to 1.15)
	R2=0.025
1.06(0.95 to 1.19)

	Antihypertensive medications (yes vs no)
	R2=0.004

1.45(0.93 to 2.25)
	R2=0.007
1.46(0.94 to 2.25)
	R2=0.038
1.60(1.02 to 2.53)
	R2=0.045
1.27(0.75 to 2.16)
	R2=0.027
1.48(0.94 to 2.34)

	(B)
	R2=0.012
	R2=0.015
	R2=0.061
	R2=0.051
	R2=0.056

	Untreated SBP <120 and DBP<80 mmHg
	Reference
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg
	0.79(0.37 to 1.67)
	0.88(0.41 to 1.88)
	0.81(0.38 to 1.75)
	0.79(0.31 to 1.97)
	0.74(0.35 to 1.58)

	Untreated SBP ≥140 or DBP≥90 mmHg
	1.57(0.68 to 3.60)
	1.72(0.73 to 3.97)
	1.01(0.41 to 2.46)
	1.42(0.49 to 4.14)
	1.15(0.48 to 2.72)

	Treated SBP <120 and DBP<80 mmHg
	1.11(0.48 to 2.53)
	1.17(0.51 to 2.69)
	0.96(0.41 to 2.29)
	0.96(0.36 to 2.56)
	0.98(0.42 to 2.29)

	Treated SBP 120-139 or DBP 80-89 mmHg
	1.52(0.70 to 3.29)
	1.67(0.76 to 3.63)
	1.63(0.74 to 3.60)
	1.57(0.61 to 4.06)
	1.42(0.63 to 3.19)

	Treated SBP ≥140 or DBP≥90 mmHg
	1.92(0.88 to 4.22)
	2.10(0.95 to 4.66)
	1.88(0.83 to 4.26)
	1.35(0.52 to 3.53)
	1.92(0.84 to 4.35)


APOE=apolipoprotein E genotype; CI=confidence interval; DBP=diastolic blood pressure; OR=odds ratio; SBP=systolic blood pressure

fully adjusted=alcohol consumption, depression score, education, sex, smoking status
risk factor adjusted=current smoking, diabetes, HDL cholesterol, sex, total cholesterol

Table S32. Association of (A) blood pressure and its treatment, and (B) blood pressure/treatment category with periventricular (PVH) and deep white matter hyperintensities (DWMH) Fazekas score stratified by APOE-ε4 (non-carriers vs carriers) 

	
	APOE-ε4 non-carriers
	APOE-ε4 carriers

	
	OR (95% CI) crude
	OR (95% CI) crude

	Variable
	PVH
	DWMH
	PVH
	DWMH

	(A)
	
	
	

	SBP (per 10 mmHg)
	R2=0.022
1.26(1.11 to 1.43)
	R2=0.080
1.17(1.04 to 1.32)
	R2=0.022
1.29(0.99 to 1.67)
	R2=0.002
1.09(0.84 to 1.40)

	DBP (per 5 mmHg)
	R2=0.010
1.15(1.03 to 1.28)
	R2=0.001
1.04(0.93 to 1.15)
	R2=0.001
1.05(0.83 to 1.32)
	R2=0.002
1.06(0.84 to 1.34)

	Antihypertensive medications (yes vs no)
	R2=0.015
1.97(1.25 to 3.08)
	R2=0.013
1.94(1.25 to 3.00)
	R2=0.001
0.98(0.43 to 2.22)
	R2=0.001
0.86(0.38 to 1.93)

	(B)
	R2=0.028
	R2=0.023
	R2=0.043
	R2=0.006

	Untreated SBP <120 and DBP<80 mmHg 
	Reference
	Reference
	Reference
	Reference

	Untreated SBP 120-139 or DBP 80-89 mmHg 
	1.12(0.54 to 2.34)
	1.05(0.53 to 2.06)
	0.66(0.15 to 2.92)
	1.04(0.25 to 4.23)

	Untreated SBP ≥140 or DBP≥90 mmHg 
	2.66(1.15 to 6.14)
	2.45(1.10 to 5.46)
	3.35(0.72 to 15.67)
	1.48(0.32 to 6.75)

	Treated SBP <120 and DBP<80 mmHg 
	1.91(0.81 to 4.50)
	1.89(0.84 to 4.28)
	0.92(0.19 to 4.46)
	0.83(0.18 to 3.81)

	Treated SBP 120-139 or DBP 80-89 mmHg 
	2.71(1.20 to 6.12)
	2.88(1.32 to 6.30)
	1.94(0.42 to 8.90)
	1.34(0.30 to 6.01)

	Treated SBP ≥140 or DBP≥90 mmHg 
	3.25(1.48 to 7.13)
	2.71(1.28 to 5.71)
	0.93(0.16 to 5.25)
	0.82(0.15 to 4.41)


APOE=apolipoprotein E genotype; CI=confidence interval; DBP=diastolic blood pressure; OR=odds ratio; SBP=systolic blood pressure.

Table S33. Performance of the study cohort in different cognitive domains stratified by Fazekas score

	Fazekas score
	Global cognition
	Verbal memory
	Non-verbal memory
	Executive function
	Language
	Attention/

speed of processing

	PVH

0 (n=20)

1 (n=285)

2 (n=156)

3 (n=61)
	0.18±0.63

0.12±0.52

0.01±0.53

-0.28±0.59*†‡
	-0.03±1.0

0.12±0.86

-0.06±0.98

-0.38±0.96†
	0.19±1.14

0.17±0.91

-0.09±1.00†
-0.62±1.08*†‡
	0.21±0.71

0.11±0.59

-0.03±0.59

-0.35±0.60*†‡
	0.12±0.66

0.06±0.73

-0.01±0.81

-0.28±0.95†
	0.22±0.60

0.06±0.61

-0.02±0.59

-0.27±0.96*

	DWMH

0 (n=57)

1 (n=256)

2 (n=157)

3 (n=52)
	0.05±0.55

0.14±0.50

-0.07±0.57†
-0.13±0.54†
	0.02±1.0

0.11±0.86

-0.13±0.97

-0.14±0.97
	0.23±0.97

0.12±0.95

-0.15±1.02†
-0.39±1.07*†
	0.07±0.59

0.13±0.58

-0.10±0.63†
-0.19±0.61†
	-0.11±0.90

0.11±0.71

-0.12±0.81†
-0.06±0.87
	0.05±0.62

0.06±0.62

-0.04±0.63

-0.15±0.95


DWMH=deep white matter hyperintensities; PVH=periventricular white matter hyperintensities. Data are mean±standard deviation. 

ANOVA results for the overall effect of Fazekas score on cognition: PVH: global cognition: F(3, 518)=10.51, p<0.001); verbal memory: F(3, 541)=5.74, p<0.001; non-verbal memory: F(3, 543)=12.09, p<0.001), executive function: F(3, 536)=11.22, p<0.001; language: F(3,548)=3.48, p=0.016; attention/speed of processing: F(3,549)=5.16, p=0.002; DWMH: global cognition: (F(3, 518)=6.75, p<0.001); verbal memory: F(3, 541)=2.69, p=0.046; non-verbal memory: F(3, 543)=6.52, p<0.001; executive function: F(3, 536)=7.45, p<0.001; language:F(3, 548)=3.69, p=0.012; attention/speed of processing: F(3, 549)=1.93, p=0.124

*p<0.05 compared with Fazekas score 0

†<p<0.05 compared with Fazekas score 1
‡<p<0.05 compared with Fazekas score 2
Table S34. Association of Fazekas scores with global cognition (z-score) in the total study cohort

	Fazekas score
	β (95% CI) crude
	β (95% CI) 

adjusted age, sex
	β (95% CI) 

fully adjusted 
	β (95% CI) 

fully adjusted plus APOE-ε4 
	β (95% CI) 

risk factor adjusted

	PVH

0

1

2

3
	R2=0.052

Reference

-0.06(-0.30 to 0.18)

-0.18(-0.42 to 0.07)

-0.46(-0.73 to -0.19)
	R2=0.144

Reference

0.03(-0.20 to 0.26)

-0.01(-0.24 to 0.24)

-0.16(-0.43 to 0.10)
	R2=0.238

Reference

-0.02(-0.23 to 0.20)

-0.04(-0.26 to 0.19)

-0.15(-0.40 to 0.11)
	R2=0.290

Reference

-0.06(-0.50 to 0.38)

-0.08(-0.52 to 0.36)

-0.15(-0.61 to 0.30)
	R2=0.161

Reference

0.02(-0.21 to 0.24)

-0.02(-0.06 to 0.21)

-0.17(-0.44 to 0.09)

	DWMH

0

1

2

3
	R2=0.032

Reference

0.09(-0.06 to 0.24)

-0.12(-0.28 to 0.05)

-0.17(-0.37 to 0.03)
	R2=0.145

Reference

0.14(-0.01 to 0.29)

0.03(-0.13 to 0.19)

0.04(-0.16 to 0.23)
	R2=0.245

Reference

0.15(0.02 to 0.29)

0.05(-0.10 to 0.20)

0.08(-0.11 to 0.27)
	R2=0.300

Reference

0.14(-0.02 to 0.30)

0.02(-0.15 to 0.19)

0.07(-0.13 to 0.28)
	R2=0.162

Reference

0.14(-0.01 to 0.29)

0.04(-0.12 to 0.20)

0.04(-0.16 to 0.23)


APOE=apolipoprotein E genotype; β=unstandardized weight in linear regression; CI=confidence interval; DWMH=deep white matter hyperintensities; PVH=periventricular white matter hyperintensities

fully adjusted=age, alcohol consumption, depression score, education, sex, smoking status
risk factor adjusted=age, current smoking, diabetes, HDL cholesterol, sex, total cholesterol

Table S35. Association of Fazekas scores with verbal memory (z-score) in the total study cohort

	Fazekas score
	β (95% CI) crude
	β (95% CI) 

adjusted age, sex
	β (95% CI) 

fully adjusted 
	β (95% CI) 

fully adjusted plus APOE-ε4 
	β (95% CI) 

risk factor adjusted

	PVH

0

1

2

3
	R2=0.025

Reference

-0.16(-0.26 to 0.57)

-0.03(-0.46 to 0.40)

-0.35(-0.81 to 0.11)
	R2=0.172

Reference

0.19(-0.20 to 0.58)

0.10(-0.30 to 0.50)

-0.11(-0.55 to 0.34)
	R2=0.198

Reference

0.18(-0.21 to 0.56)

0.11(-0.29 to 0.51)

-0.07(-0.52 to 0.38)
	R2=0.241

Reference

0.05(-0.78 to 0.88)

0.07(-0.76 to 0.91)

-0.15(-1.02 to 0.71)
	R2=0.168

Reference

0.18(-0.21 to 0.56)

0.08(-0.33 to 0.48)

-0.15(-0.59 to 0.30)

	DWMH

0

1

2

3
	R2=0.009

Reference

0.09(-0.18 to 0.34)

-0.15(-0.43 to 0.12)

-0.16(-0.50 to 0.18)
	R2=0.169

Reference

0.16(-0.08 to 0.40)

-0.01(-0.26 to 0.26)

0.06(-0.27 to 0.38)
	R2=0.199

Reference

0.20(-0.04 to 0.44)

0.04(-0.22 to 0.30)

0.11(-0.21 to 0.44)
	R2=0.237

Reference

0.09(-0.21 to 0.40)

0.05(-0.27 to 0.37)

0.11(-0.28 to 0.49)
	R2=0.163

Reference

0.16(-0.08 to 0.40)

-0.01(-0.26 to 0.26)

0.04(-0.29 to 0.36)


APOE=apolipoprotein E genotype; β=unstandardized weight in linear regression; CI=confidence interval; DWMH=deep white matter hyperintensities; PVH=periventricular white matter hyperintensities

fully adjusted=age, alcohol consumption, depression score, education, sex, smoking status
risk factor adjusted=age, current smoking, diabetes, HDL cholesterol, sex, total cholesterol
Table S36. Association of Fazekas scores with non-verbal memory (z-score) in the total study cohort

	Fazekas score
	β (95% CI) crude
	β (95% CI) 

adjusted age, sex
	β (95% CI) 

fully adjusted 
	β (95% CI) 

fully adjusted plus APOE-ε4 
	β (95% CI) 

risk factor adjusted

	PVH

0

1

2

3
	R2=0.061

Reference

-0.02(-0.46 to 0.42)

-0.28(-0.73 to 0.17)

-0.81(-1.29 to -0.33)
	R2=0.158

Reference

0.16(-0.25 to 0.58)

0.06(-0.37 to 0.50)

-0.24(-0.72 to 0.24)
	R2=0.243

Reference

0.12(-0.28 to 0.52)

0.04(-0.39 to 0.45)

-0.22(-0.68 to 0.24)
	R2=0.296

Reference

-0.08(-0.93 to 0.77)

-0.20(-1.06 to 0.66)

-0.46(-1.34 to 0.42)
	R2=0.172

Reference

0.14(-0.28 to 0.55)

0.03(-0.40 to 0.46)

-0.27(-0.75 to 0.21)

	DWMH

0

1

2

3
	R2=0.029

Reference

-0.11(-0.38 to 0.17)

-0.38(-0.67 to -0.09)

-0.62(-0.98 to -0.25)
	R2=0.148

Reference

0.01(-0.25 to 0.27)

-0.09(-0.37 to 0.19)

-0.20(-0.55 to 0.15)
	R2=0.237

Reference

0.04(-0.21 to 0.28)

-0.04(-0.31 to 0.22)

-0.17(-0.53 to 0.17)
	R2=0.292

Reference

-0.02(-0.32 to 0.29)

-0.16(-0.49 to 0.17)

-0.33(-0.72 to 0.07)
	R2=0.161

Reference

-0.01(-0.27 to 0.25)

-0.08(-0.36 to 0.20)

-0.21(-0.56 to 0.14)


APOE=apolipoprotein E genotype; β=unstandardized weight in linear regression; CI=confidence interval; DWMH=deep white matter hyperintensities; PVH=periventricular white matter hyperintensities

fully adjusted=age, alcohol consumption, depression score, education, sex, smoking status
risk factor adjusted=age, current smoking, diabetes, HDL cholesterol, sex, total cholesterol

Table S37. Association of Fazekas scores with executive function (z-score) in the total study cohort

	Fazekas score
	β (95% CI) crude
	β (95% CI) 

adjusted age, sex
	β (95% CI) 

fully adjusted 
	β (95% CI) 

fully adjusted plus APOE-ε4 
	β (95% CI) 

risk factor adjusted

	PVH

0

1

2

3
	R2=0.054

Reference

-0.10(-0.37 to 0.17)

-0.24(-0.51 to 0.04)

-0.56(-0.86 to -0.26)
	R2=0.144

Reference

0.01(-0.26 to 0.26)

-0.04(-0.31 to 0.23)

-0.23(-0.53 to 0.07)
	R2=0.251

Reference

-0.06(-0.30 to 0.18)

-0.09(-0.34 to 0.16)

-0.24(-0.52 to 0.04)
	R2=0.278

Reference

-0.06(-0.56 to 0.45)

-0.09(-0.60 to 0.41)

-0.21(-0.74 to 0.31)
	R2=0.153

Reference

-0.02(-0.27 to 0.24)

-0.05(-0.31 to 0.22)

-0.24(-0.54 to 0.06)

	DWMH

0

1

2

3
	R2=0.035

Reference

0.06(-0.12 to 0.23)

-0.17(-0.35 to 0.01)

-0.27(-0.49 to -0.05)
	R2=0.134

Reference

0.12(-0.05 to 0.28)

-0.01(-0.18 to 0.17)

-0.04(-0.26 to 0.18)
	R2=0.252

Reference

0.11(-0.04 to 0.26)

0.01(-0.16 to 0.17)

-0.03(-0.23 to 0.18)
	R2=283

Reference

0.11(-0.07 to 0.29)

-0.02(-0.22 to 0.17)

-0.03(-0.26 to 0.20)
	R2=0.150

Reference

0.11(-0.05 to 0.27)

0.01(-0.16 to 0.18)

-0.04(-0.25 to 0.18)


APOE=apolipoprotein E genotype; β=unstandardized weight in linear regression; CI=confidence interval; DWMH=deep white matter hyperintensities; PVH=periventricular white matter hyperintensities

fully adjusted=age, alcohol consumption, depression score, education, sex, smoking status
risk factor adjusted=age, current smoking, diabetes, HDL cholesterol, sex, total cholesterol

Table S38. Association of Fazekas scores with language (z-score) in the total study cohort

	Fazekas score
	β (95% CI) crude
	β (95% CI) 

adjusted age, sex
	β (95% CI) 

fully adjusted 
	β (95% CI) 

fully adjusted plus APOE-ε4 
	β (95% CI) 

risk factor adjusted

	PVH

0

1

2

3
	R2=0.013

Reference

-0.07(-0.42 to 0.29)

-0.14(-0.50 to 0.23)

-0.40(-0.80 to -0.01)
	R2=0.073

Reference

0.05(-0.30 to 0.39)

0.08(-0.28 to 0.44)

-0.05(-0.45 to 0.35)
	R2=0.097

Reference

-0.01(-0.35 to 0.33)

0.04(-0.31 to 0.39)

-0.05(-0.45 to 0.35)
	R2=0.088

Reference

-0.06(-0.77 to 0.65)

0.02(-0.70 to 0.74)

-0.14(-0.88 to 0.60)
	R2=0.075

Reference

0.03(-0.31 to 0.38)

0.07(-0.28 to 0.43)

-0.08(-0.48 to 0.31)

	DWMH

0

1

2

3
	R2=0.014

Reference

0.06(0.01 to 0.45)

-0.01(-0.24 to 0.23)

0.05(-0.24 to 0.34)
	R2=0.085

Reference

0.30(0.08 to 0.51)

0.18(-0.06 to 0.41)

0.30(0.01 to 0.59)
	R2=0.112

Reference

0.31(0.10 to 0.52)

0.19(-0.04 to 0.42)

0.34(0.05 to 0.63)
	R2=0.095

Reference

0.29(0.03 to 0.56)

0.24(-0.04 to 0.52)

0.30(-0.03 to 0.52)
	R2=0.086

Reference

0.30(0.09 to 0.51)

0.19(-0.04 to 0.42)

0.28(-0.01 to 0.57)


APOE=apolipoprotein E genotype; β=unstandardized weight in linear regression; CI=confidence interval; DWMH=deep white matter hyperintensities; PVH=periventricular white matter hyperintensities

fully adjusted=age, alcohol consumption, depression score, education, sex, smoking status
risk factor adjusted=age, current smoking, diabetes, HDL cholesterol, sex, total cholesterol
Table S39. Association of Fazekas scores with attention/speed of processing (z-score) in the total study cohort

	Fazekas score
	β (95% CI) crude
	β (95% CI) 

adjusted age, sex
	β (95% CI) 

fully adjusted 
	β (95% CI) 

fully adjusted plus APOE-ε4 
	β (95% CI) 

risk factor adjusted

	PVH

0

1

2

3
	R2=0.022

Reference

-0.16(-0.46 to 0.14)

-0.24(-0.54 to 0.07)

-0.49(-0.82 to -0.16)
	R2=0.085

Reference

-0.07(-0.36 to 0.23)

-0.05(-0.35 to 0.25)

-0.18(-0.52 to 0.15)
	R2=0.095

Reference

-0.08(-0.36 to 0.21)

-0.03(-0.33 to 0.26)

-0.16(-0.49 to 0.18)
	R2=0.104

Reference

-0.13(-0.75 to 0.48)

-0.14(-0.76 to 0.48)

-0.21(-0.85 to 0.43)
	R2=0.086

Reference

-0.06(-0.35 to 0.23)

-0.06(-0.36 to 0.25)

-0.19(-0.52 to 0.15)

	DWMH

0

1

2

3
	R2=0.005

Reference

0.01(-0.18 to 0.20)

-0.09(-0.28 to 0.11)

-0.20(-0.44 to 0.04)
	R2=0.082

Reference

0.07(-0.11 to 0.25)

0.07(-0.12 to 0.27)

0.02(-0.22 to 0.27)
	R2=0.093

Reference

0.07(-0.10 to 0.25)

0.09(-0.10 to 0.28)

0.06(-0.18 to 0.30)
	R2=0.103

Reference

0.01(-0.22 to 0.23)

0.02(-0.22 to 0.26)

-0.03(-0.31 to 0.25)
	R2=0.084

Reference

0.08(-0.10 to 0.26)

0.09(-0.11 to 0.28)

0.02(-0.22 to 0.26)


APOE=apolipoprotein E genotype; β=unstandardized weight in linear regression; CI=confidence interval; DWMH=deep white matter hyperintensities; PVH=periventricular white matter hyperintensities

fully adjusted=age, alcohol consumption, depression score, education, sex, smoking status
risk factor adjusted=age, current smoking, diabetes, HDL cholesterol, sex, total cholesterol
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Figure S1. Mediation analysis of the interdependence of systolic blood pressure (SBP), periventricular white matter hyperintensities Fazekas score (PVH) and performance in different cognitive domains. Regression coefficients with 95% confidence intervals are shown, per standard deviation increase for the continuous variables (SBP: 17.2 mmHg, Verbal memory: 0.9 z-score, Non-verbal memory: 1.0 z-score, Executive function: 0.6 z-score, Language: 0.7 z-score, Attention/speed of processing: 0.6 z-score), per increase of 1 point for PVH Fazekas score.
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Figure S2. Mediation analysis of the interdependence of systolic blood pressure (SBP), deep white matter hyperintensities Fazekas score (DWMH) and cognitive performance in different domains. Regression coefficients with 95% confidence intervals are shown, per standard deviation increase for the continuous variables (SBP: 17.2 mmHg, Verbal memory: 0.9 z-score, Non-verbal memory: 1.0 z-score, Executive function: 0.6 z-score, Language: 0.7 z-score, Attention/speed of processing: 0.6 z-score), per increase of 1 point for DWMH Fazekas score.
