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TABLE S1 | Summary of epidemiologic studies examining the association between midlife elevated BP and cognitive decline/dementia.

References Population Main findings

Farmer et al. (1) Framingham study, N = 1,993, 27–87 years, US Mean SBP and DBP were inversely associated with cognitive function 28

years later

Launer et al. (2) Honolulu-Asia Aging study, N = 3,735 Japanese males living in

Hawaii, US

After accounting for confounders, high SBP (but not DBP) was associated

with increased risk of intermediate and poor cognitive function in late life

(mean age 78 years)

Swan et al. (3) Western Collaborative Group Study, N = 717, 39–59 years, US Those with persistently high SBP starting in midlife were at increased risk of

reduced verbal learning and memory function compared to those with

normal SBP; those with low SBP had reduced psychomotor speed

Swan et al. (4) National Heart, Lung, and Blood Institute (NHLBI) Twin Study, N

= 392 male, 43–53 years, US

High midlife SBP predicted cognitive decline and magnetic resonance

volumetric measures of brain atrophy in late life

Kilander et al. (5) N = 999, mean age 50 years, Sweden Elevated DBP was associated with greater cognitive decline 20 years later,

especially in those untreated

Cerhan et al. (6) Atherosclerosis risk in communities (ARIC) study, N = 13,840,

45–69 years, US, cross-sectional

Hypertension was associated with poorer performance on cognitive

measures only in women

Tzouiro et al. (7) N = 717, 59–71 years, France Hypertension was associated with greater cognitive decline over 4 years,

especially in those untreated

Launer et al. (8) Honolulu-Asia Aging study, N = 3,703 Japanese American

males, US

High SBP and DBP were independently associated with AD and vascular

dementia in late life in those who were never treated with antihypertensive

medication compared to those with normal SBP and DBP

Kilander et al. (9) N = 463 males, 69–74 years, Sweden Low DBP at age 50 years was associated with better performance on

cognitive tests assessing subcortico-frontal function 20 years later in those

without stroke

Knopman et al. (10) ARIC study, N = 10963, 47–70 years, US Hypertension was associated with greater decline in processing speed over

6 years

Pavlik et al. (11) NHANES (National Health and Nutrition Examination Survey)

study III, N = 3270, 30–59 years, US, cross-sectional

Hypertension and diabetes mellitus together were associated with worse

working memory, processing speed and reaction time

Singh-Manoux et al.

(12)

Whitehall II study, N = 5,838, mean age 44 years, UK Elevated SBP was associated with worse memory and verbal fluency scores

12 years later, particularly in women

Wolf et al. (13) Framingham Heart Study, N = 1,814, 40–69 years, US Hypertension was associated with worse performance on measures of visual

memory and executive functioning 12 years later

Knopman et al. (14) ARIC study, N = 1,130, mean 59 years, 62% female, 52%

Black, US, longitudinal study on vascular risk factors, APOE

genotype and cognition

Hypertension in midlife was independently associated with decline in the

word fluency test but not in other cognitive tests 14 years later

Shah et al. (15) Honolulu-Asia Aging study, N = 667 Japanese American

males, mean age 58 years, US

Plasma beta-amyloid related risk of AD was higher when midlife BP was

higher

Power et al. (16) Normative aging study, N = 758, mean age 37 years, US Hypertension diagnosed at any point and greater duration of hypertension

were associated with lower cognitive functioning 29 years later

Gottesman et al. (17) ARIC study, N = 13,476, 48–67 years (58% completed follow

up), 3 US communities

After accounting for confounders, high midlife BP and hypertension were

associated with more cognitive decline on testing 20 years later (in Whites

more than Blacks), this association was not seen with late life high BP

Gillett et al. (18) Reasons for Geographic and Racial Differences in Stroke

(REGARDS) study, N = 17,630, mean age 64 years, US

Hypertension was not associated with the development of cognitive decline

over 40 months

Shang et al. (19) N = 1,799, 40–85 years, China, cross-sectional Elevated SBP and DBP were associated with cognitive decline in

middle-aged but not older adults

Gottesman et al. (20) ARIC-positron emission tomography study, N = 322, 45–64

years, 58% female, 43% Black, 3 US communities

After accounting for confounders, vascular risk factors including high BP

were associated with increased amyloid deposition on PET scan 20 years

later, this association was not seen with late life high BP

Gottesman et al. (21) ARIC study, N = 15, 744, 44–66 years, 27% Black, 3 US

communities

Pre-hypertension and hypertension were independently associated with

incident dementia 25 years later

SBP, systolic blood pressure; DBP, diastolic blood pressure; AD, Alzheimer’s dementia; APOE, Apolipoprotein E.
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