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Abstract

INTRODUCTION: Cardiovascular risk factors in midlife have been linked to late life risk for
Alzheimer’s disease and related dementias (ADRD). The relation of vascular risk factors on
cognitive decline within midlife has been less studied.

METHODS: Using data from the Study of Women’s Health Across the Nation, we examined
associations of midlife hypertension, elevated lipid levels, diabetes, fasting glucose, central
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adiposity and Framingham Heart Age with rates of cognitive decline in women who completed
multiple cognitive assessments of processing speed, working and verbal memory during midlife.

RESULTS: Diabetes, elevated fasting glucose, central obesity, and heart age greater than
chronological age were associated with rate of decline in processing speed during midlife.
Vascular risk factors were not related to rate of decline in working or verbal memory.

DISCUSSION: Midlife may be a critical period for intervening on cardiovascular risk factors to
prevent or delay of later life cognitive impairment and ADRD.
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BACKGROUND

With the aging of the population and increasing life expectancy, the burden of Alzheimer’s
disease and related dementias (ADRD) is rising exponentially [1], and emphasis on
identifying modifiable factors to delay or prevent onset is increasing [2,3]. Although
currently there are no treatments, a third of ADRD cases may be preventable, and
cardiovascular risk factors are promising prevention targets [2—4]. Better understanding
the impact of modifiable risk factors prior to the onset of cognitive impairment is
particularly critical, as prevention efforts may be most impactful if applied early [5].
Midlife cardiovascular risk factors have been linked to later life cognitive impairment

and dementia [6-8] and may be stronger predictors than risk factors measured in old age
[6,7]. However, fewer studies have examined associations of cardiovascular risk factors
with midlife cognitive change [9-14]. Prior studies have used a limited number of midlife
cognitive assessments, and most have not addressed cognitive change prior to the 81" decade,
when dementia rates begin to accelerate [15].

We examined associations of cardiovascular risk factors with change in cognitive
performance using data from the Study of Women’s Health Across the Nation (SWAN),
a multi-ethnic cohort of women which includes multiple longitudinal midlife cognitive
assessments. We hypothesized that presence of adverse risk factors would predict greater
rates of midlife cognitive decline.

METHODS

Sample

SWAN is a longitudinal study of the menopause transition, with sites in Boston, MA,
Chicago, IL, Detroit, MI, Los Angeles, CA, Newark, NJ, Oakland, CA and Pittsburgh,

PA.. Each recruited non-Hispanic White women and women from one minority group (non-
Hispanic Black, Chinese, Hispanic, Japanese). Informed consent procedures were approved
by local Human Subjects Review Boards [16]. Eligible women were ages 42-52 years at
screening, had an intact uterus and at least one intact ovary, were not pregnant or breast
feeding, and reported menstrual bleeding and that they had not used exogenous hormones
affecting ovarian or pituitary function within the past three months. Clinic visits were
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conducted at baseline (1996-1997) and approximately annually through 2017. Cognitive
testing was initiated at the fourth visit (2000-2002), attended by 2,658 (80.5%) of 3,302
women in the inception cohort, and was repeated at visits 6, 7-10, 12-13 and 15.

Prior SWAN analyses demonstrate improved cognitive performance across the initial three
assessments and show that this reflects mainly learning effects adjusted for age [17]. To
minimize the impact of these effects on our measures of cognitive change, the cognitive
baseline for the present analysis was chosen as the third cognitive assessment (SWAN Visit
7, 2003-2005), the point at which learning effects were no longer evident. Analyses include
women who completed their third cognitive assessment at this study visit. Women from the
NJ site (which recruited Hispanic women) are not included, as SWAN Visit 7 was not the
third cognitive assessment at this site. Follow-up through Visit 15 (2015-2017) is included.

Women with history of stroke (N=13), myocardial infarction (N=21), or angina (N=29) prior
to the cognitive baseline were excluded. Women using hormone therapy at baseline were
excluded (N=313), as hormone therapy has been associated with cardiovascular risk and
with cognitive function in some studies [18]. Women with missing data for cardiovascular
risk factors (N=208), or covariates (N=68), or those who did not complete cognitive
assessments in the same language at each visit (N=13) also were excluded, leaving an
analytic sample of 1,139 women, who contributed 5,958 study visits. Participants’ visits
were censored due to incident stroke (N=31) or reported hormone use (N=496), leaving
5,431 visits in the analysis (Figure 1).

Cognitive Assessments

Selection of the cognitive battery took into consideration the cohort’s relatively young

age when cognitive assessments began and SWAN’s focus on the menopause transition.
Processing speed was assessed with the written Symbol Digit Modalities Test (SDMT)
score, which represents the number of test items correct (range 0-110 [19]. Processing speed
has been shown to decline prior to old age, and lower processing speed may influence
degradation of multiple cognitive domains [20]. Verbal episodic memory was assessed with
the East Boston Memory Test (EBMT) immediate and delayed recall, (range 0-12) [21].
Menopausal hormonal changes are hypothesized to preferentially impact this domain [22].
Working memory was evaluated by Digit Span Backward (DSB; range 0-12) [23], which
has been shown to be sensitive to changes before old age [24]. For each test, higher score
reflects better cognitive performance. Tests were professionally forward and back translated
into Spanish, Japanese, and Chinese. An adjudication panel resolved discrepancies, and tests
were administered by native or highly fluent speakers.

Cardiovascular Risk Factors at Cognitive Baseline

Standardized protocols were used to measure waist circumference, and blood pressure.
Central obesity was defined as waist circumference > 80 cm for Japanese and Chinese
women, and > 88 cm for all others [25]. Blood pressure was measured twice, and values
were averaged. Hypertension was defined as mean systolic = 130 mmHg or mean diastolic =
85 mmHg, or use of antihypertensive treatment [26]. Diabetes was defined as fasting glucose
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= 126 mg/dl on two or more study visits between enrollment and cognitive baseline or ever
use of diabetes medications.

Lipids and lipoproteins were analyzed on EDTA-treated plasma [27,28]. Total cholesterol
(TC) and triglycerides (TG) were analyzed by enzymatic methods on a Hitachi 747 analyzer
(Boehringer Mannheim Diagnostics, Indianapolis, IN) [27]. High density lipoprotein
cholesterol (HDL-C) was isolated using heparin-2M manganese chloride [28]. Low density
lipoprotein cholesterol (LDL-C) was estimated by the Friedewald equation [29], and was
set to missing where TG exceeded 400 mg/dl. Lipid values were dichotomized according to
NIH consensus criteria: LDL = 130 mg/dl or use of lipid lowering medication, HDL < 50
mg/dl, triglycerides = 150 mg/dI [30].

Glucose was measured using a hexokinase coupled reaction on a Hitachi 747-200 (Roche
Molecular Biochemicals Diagnostics, Indianapolis, IN), and was dichotomized as = 100
mg/dl per the 2019 American Diabetes Association definition for pre-diabetes [31].

Heart age was computed based on the Framingham General Cardiovascular Risk Score,
which estimates 10-year risk for a clinical cardiovascular event using a weighted score based
on age, TC, HDL, systolic blood pressure, smoking and diabetes [32]. Heart age translates
an individual’s risk score to the age of a person with the same risk but for whom all other
risk factors are within the normal range [32]. We categorized heart age according to whether
it was greater than chronological age.

Analyses included the following time-invariant covariates: study site, race/ethnicity,
education (> versus < high school), and physical activity at cognitive baseline. Physical
activity was assessed using an adaptation of the Kaiser Physical Activity Survey based on
the Baecke questionnaire. An overall score was computed as the sum of domain specific
indices for: sports/exercise, household/care giving, and daily activities [33]. Physical activity
was considered time invariant, using the assessment closest to the cognitive baseline, (Visit
6), as it was not available at all visits.

Time-varying covariates were self-reported alcohol use (none/infrequent versus twice a
week or more), current smoking, difficulty paying for basics (not very hard versus
somewhat/ very hard), menopause status, and central obesity. Menopause status was defined
retrospectively by menstrual bleeding patterns reported at each visit and was classified as:

1) pre-menopause (bleeding within past 3 months and no change in regularity) 2) early peri-
menopause (at least one menstrual period within the past 3 months and changing regularity),
3) late peri-menopause (3 consecutive months of amenorrhea), 4) natural postmenopause

(= 12 months of amenorrhea), 5) surgical menopause (bilateral oophorectomy) or 6)
indeterminate status (hysterectomy with unknown ovarian status).

Statistical Analysis

Characteristics at the cognitive baseline visit were compared for participants included and
excluded from this analysis. Categorical variables are presented as number and percent and
compared by chi-square test. Continuous variables are presented by mean and standard
deviation and compared by t-test if distributed approximately normal, or by median and
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interquartile range with Wilcoxon rank-sum test p-value if skewed. Cross-sectional analyses
compared the mean of baseline SDMT and DSB scores by cardiovascular risk status,

using parametric t-tests. Since EBMT showed a skewed distribution, median scores were
compared by Wilcoxon rank-sum test.

Baseline level and the change over time (slope) were estimated for each cognitive test using
longitudinal mixed-effects regression models, with separate models for each cardiovascular
risk factor. Cognitive scores were modeled as a function of baseline risk status, baseline
age, time (years) between baseline and follow-up cognitive tests, and an interaction term for
risk factor status by time. Models included random effects for the intercept and slope. Fully
adjusted models included time-invariant covariates: study site, race/ethnicity, education,
physical activity score, and time-varying covariates: menopausal status, difficulty paying for
basics, alcohol use, central obesity, and current smoking.

SDMT and DSB scores were modeled with linear mixed-effects regression. EBMT values
were transposed by reverse-scoring so that the outcome variable represents the number

of items missed. Reverse-scored EBMT was then modeled using Poisson mixed-effects
regression. All analyses were performed using SAS 9.4 (SAS Institute, Cary, NC, USA).

Characteristics of the study population at the cognitive baseline are shown in Table 1. At

the cognitive baseline, the mean age was 53.4 + 2.6 years, and 55% were postmenopausal.
Financial strain was reported by 25.5% and 16.2% had less than or equal to high school
education. Women excluded from the analysis were slightly older, more likely to be Black,
less likely to have education beyond high school and tended to have higher prevalence of
risk factors versus included women. The mean number of cognitive assessments included
was 4.7, and mean age at last follow-up was 62.5 + 4.1 years. Nearly half met criteria for
central adiposity or hyperlipidemia, one third had hypertension and one third had heart age >
chronological age. The baseline summary cognitive scores were within the normal range for
individuals of this age [34].

Table 2 displays the results for unadjusted cross-sectional comparisons of baseline cognitive
test scores by cardiovascular risk status. Mean SDMT scores were at least 2 points higher
among those with central obesity (60.0 versus 57.5), high glucose (59.1 versus 57.1),
diabetes (59.2 versus 53.9), hypertension (60.1 versus 56.4), and heart age greater than
chronological age (60.0 versus 56.5) compared to those without (all p<0.05). There was no
statistically significant difference in SDMT for any of the lipid measures. Baseline DSB
results showed a similar pattern, with lower scores among those with central obesity, high
glucose, diabetes, hypertension, and heart age greater than chronological age compared to
those without (all p<0.01), but no differences by lipid status. We also observed statistically
greater number of EBMT items missed when comparing mean Wilcoxon scores for each CV
risk factor except high triglycerides and high LDL.

Table 3 shows results from linear (SDMT and DSB) or Poisson regression (EBMT)
models relating cardiovascular risk status at baseline to cognitive performance over follow-
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up, adjusted for covariates. For each risk factor, the main effect indicates the baseline
comparison between those with and without the risk factor. Estimates for the time parameter
indicate change per year in cognitive performance, and the interaction term (risk factor x
time) indicates whether the rate of change in cognitive performance over time differed by
presence of the risk factor.

For SDMT, models indicated a declining trend in processing speed over follow-up, with

a mean change of —0.21 to —0.25 points per year in age adjusted models (Model 1;
p<0.001). This trend persisted after adjustment for additional covariates (Model 2). In
model 1, we observed statistically significant estimates of baseline effects on cognitive
performance for central obesity, elevated fasting glucose, diabetes, hypertension, and heart
age > chronological age. The largest effect sizes were for diabetes (beta=—5.22), heart age
(beta= —3.41), and hypertension (beta=-3.32). Cross-sectional associations were attenuated
in model 2, where estimates for diabetes, heart age, and hypertension were each reduced to
< =2 points (all p>0.05). In contrast, risk factor by time estimates showed several significant
associations of risk factors with rate of decline in processing speed. Women with diabetes or
elevated glucose experienced an estimated —0.26 (p<0.010) and —0.15 (p<0.01) faster annual
rate of change in SDMT per year, respectively. Greater rates of change were also observed
for women with central obesity (—=0.09; p=0.01), hypertension (-0.07; p=0.05) and heart age
> chronological age (—0.08; p=0.03), and associations persisted after full adjustment (Model
2). Figure 2 illustrates confounder adjusted mean SDMT score over follow-up stratified by
risk factor status. Lipid risk factors were not significantly associated with either baseline
level or change in SDMT.

Women showed a mean annual decline in working memory, with estimated declines in DSB
score ranging from —0.01 to —0.02 points across models (Table 3, column B). The estimates
for overall decline remained significant in fully adjusted models (-0.02 <beta< -0.01,
p<0.01), with the exception of central obesity (p=0.114). Baseline associations between
DSB and central obesity, high glucose, diabetes, hypertension and heart age > chronological
age were attenuated with full adjustment (Table 3, Model 2; p > 0.05). We did not observe
risk factor by time interactions, indicating that rate of change in DSB was unrelated to risk
factor status (all p > 0.14).

EBMT delayed recall also showed a general pattern of decline over follow-up. Women
missed an average of 1.01 times more items (mean ratio (MR) =1.01) per year of follow-
up. For a woman who missed two of the twelve EBMT items at cognitive baseline, an

MR of 1.01 per year would represent an expected value of 2.19 missed items over 10
years. Baseline effects on delayed recall were observed for central obesity, diabetes and
hypertension, but were attenuated in fully adjusted models (Table 3; 0.05<MR<1.10, all p
>0.06). Women with high glucose missed 1.23 times more items at baseline (p=0.001), and
the association persisted after full covariate adjustment (MR=1.17, p=0.012). Heart age>
chronological age was associated with 1.31 times more missed items at baseline, adjusted
for age (MR=1.31, p<0.001) and 1.18 times (MR=1.18, p=0.001) in the fully adjusted
model. None of the risk factors were associated with annual rate of change in delayed recall
(0.99< MR <1.00, all p >0.15). There was no evidence for decline in EBMT immediate
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recall over follow-up, and no associations with cardiovascular risk factors were observed
(results not shown).
DISCUSSION

We observed subtle, but statistically significant declines in processing speed, working
memory and delayed recall in the SWAN cohort based on an average of 4.7 cognitive
assessments obtained over nearly 10 years during the 6 to 7t decades of life (mean ages:
baseline 53.6 + 2.6 years; follow-up 62.5 = 5.1 years). Diabetes, elevated fasting glucose,
central obesity, and the heart age composite index of cardiovascular risk were associated
with annual rate of change in processing speed during midlife. These results align with
prior evidence suggesting that diabetes and hypertension are the risk factors with the most
consistent associations with cognitive outcomes [35, 36]. We did not observe associations
between cardiovascular risk factors and change in working or verbal memory. This agrees
with prior work indicating that vascular disease may be more strongly related to processing
speed and executive function than with memory [12].

Subtle cognitive changes are detectable years prior to the emergence of clinically recognized
cognitive impairment, and brain pathology related to ADRD are detectable 10-20 years
prior to emergence of clinical cognitive symptoms [5]. Although the age at which cognitive
decline begins has not been established, it may be as early as the 5" decade [37]. Prior

work in SWAN has provided evidence for midlife as a critical period when adverse cognitive
changes in processing speed and verbal memory are detectable [38]. This analysis confirms
these observations over an extended follow-up and also shows a significant midlife decline
in working memory.

A number of studies have linked midlife cardiovascular risk factors to cognitive decline or
dementia risk. The present analyses extend prior work in two important ways. First, while
prior studies have examined the impact of cardiovascular risk factors on cognitive decline
during the transition from midlife to late life, fewer have focused on cognitive effects within
midlife. Prior studies have begun later, or extended follow-up into the 8" decade when rates
of cognitive impairment begin to accelerate. Second, in the majority of studies which are
based on only 2-3 cognitive assessments, it is difficult to disentangle learning effects from
estimates of cognitive decline. The present analysis examined cognitive change based on a
relatively large number of cognitive assessments (4.7) that all occurred after the point in
follow-up where learning effects are diminished in the SWAN cohort. [17]

Studies in older adults have demonstrated increased dementia risk among persons with
diabetes [39], hyperinsulinemia [40] or hyperglycemia [41]. Fewer studies have examined
these relationships in individuals younger than age 65, and longitudinal studies are
particularly lacking [42]. Among postmenopausal women, greater cognitive decline and
dementia risk have been associated with elevated glucose levels in the pre-diabetes range
[41]. Midlife diabetes has been associated with rates of cognitive decline over 10-12 years
in the Whitehall 11 [14], and Maastricht Aging [43] studies, and over 20 years in the
ARIC cohort [44]. We extend these findings to a cohort with follow-up over a younger
range with multiple midlife cognitive assessments. With respect to age, our results are
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most similar to observations from the ARIC cohort where diabetes predicted cognitive
decline beginning at ages 47-57 years [12]. Our results agree with prior work showing
stronger associations between diabetes or glucose level with processing speed rather than
with memory [12,41,44]. A recent meta-analysis focused on the relation of type Il diabetes
to cognition before age 65 and found that processing speed was particularly affected, with
greater effect sizes at younger ages [42].

Midlife hypertension has been associated with late life cognitive function and dementia
[6,8], and with lower brain weight and increased Alzheimer’s pathology at autopsy [45].
However, the age at which blood pressure begins to impact cognition is unknown. In the
ARIC cohort, hypertension and SBP level were associated with decline in processing speed
only among those over age 58 [12]. The Maine-Syracuse Longitudinal Study of Aging has
reported that hypertension in adults as young 18-47 years predicts 20-year cognitive decling,
although only for verbal fluency [46].

Prior findings regarding the association of midlife obesity with cognition and dementia risk
have been inconsistent [47]. Inconsistencies may be due to differences in defining obesity,
with some suggesting that central obesity may be better a predictor of cognitive outcomes
than is BMI [48,49]. We observed an association between central adiposity, defined by waist
circumference, and midlife decline in processing speed. This agrees with findings from
Framingham showing an inverse association between midlife waist to hip ratio and cognitive
performance 12 years later, specifically for executive function [49].

Whether adverse lipid levels in midlife predict later life cognitive decline has not been
consistently shown [50]. Adverse levels of LDL, triglycerides or HDL in midlife were not
associated with midlife cognitive decline in the SWAN cohort.

Composite cardiovascular risk scores have been developed to quantify the joint effects

of multiple risk factors. The Framingham general cardiovascular risk score and heart age
predict transitions from mild cognitive impairment to dementia [51] and are associated with
elevated cerebrospinal fluid biomarkers of amyloid and tau [52]. Cross-sectional analyses
show an association between higher Framingham risk score and worse cognitive function

in individuals as young as 35-44 years [10], and report. that that favorable cardiovascular
health behaviors during young adulthood and midlife are associated with better midlife
cognitive performance [11]. Notably few studies have examined Framingham risk score in
relation to midlife cognitive change. An exception is the Whitehall 11 study, in which midlife
Framingham score (mean age 55.6 years) predicted 10-year rate of cognitive decline [53].
Similarly, the present results suggest that elevated heart age may identify women at risk for
cognitive decline even during midlife.

The current analysis has several limitations. Multiple associations were tested, increasing
the possibility of chance findings. Results showed a consistent pattern of associations
between indices of impaired glucose metabolism and hypertension with processing speed.
However, sensitivity to early cognitive change may not be equivalent for the cognitive
tests examined. SDMT showed the largest annual decline and thus, our ability to identify
factors associated with change may be greater for processing speed. Our ability to identify
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factors associated with change in verbal memory may have been limited, as the EBMT
demonstrates ceiling effects in SWAN. Further, the present analyses may underestimate the
impact of cardiovascular risk, as excluded women had higher risk factor prevalence.

Our results suggest multiple areas for further research. First, a strength of the analysis

is that SWAN is a multiethnic cohort from seven regions of the US designed to be
nationally generalizable. Sensitivity analyses which tested interactions by race/ethnicity

did not suggest that the observed effects varied by race/ethnic group. However, future

work is required to examine associations within groups. Second, ApoE genotype modifies
associations between cardiovascular risk indicators and cognitive outcomes but is not
available in SWAN. Future work is needed to explore whether ApoE moderates the observed
associations. Similarly, work is needed to clarify whether white matter hyperintensities
mediate associations between cardiovascular risk factors and cognition. Finally, our analysis
considered only baseline risk status. Further work is necessary to explore the cumulative
impact of cardiovascular risk on cognitive decline from midlife into early old age.

Dementia is a multifactorial condition, with vascular disease is present in the majority of
cases. Whether vascular disease impacts ADRD risk via direct effects on neurodegeneration
is not established. Regardless, vascular disease exacerbates the clinical manifestations of AD
pathology [54]. The FINGERS trial, and others suggest that behavioral health interventions,
and management of chronic conditions may slow cognitive decline even in older adults

[55]. On a population level, small effects on cognitive trajectories in midlife may have a
significant impact on the future public health burden of ADRD [1].

The burden of cognitive disability disproportionately affects older women, due to longer
life expectancy and higher dementia prevalence versus men [1,9]. Our findings suggest that
adverse cognitive effects of hypertension, diabetes and obesity in women may begin in
midlife and add to evidence suggesting the need for midlife preventive interventions. This
is particularly important given the current epidemic of diabetes and obesity, and the current
lack of therapeutic treatments for ADRD.
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Research in Context

1 Systematic Review: The authors reviewed the literature using traditional
sources. While numerous studies have linked midlife cardiovascular risk
factors to later life cognitive outcomes, few have examined the relation of
these factors to cognitive changes during midlife and these have been limited
by lack of multiple repeated cognitive assessments within the midlife period.

2. Interpretation: Processing speed, working and verbal memory declined
significantly in this ethnically diverse sample of women followed from the 6%
through 7t decades of life. Diabetes, elevated fasting glucose, central obesity,
and heart age greater than chronological age were associated with rate of
decline in processing speed, while risk factors were not related to change in
working or verbal memory. Control of vascular risk factors in midlife may be
critical for preventing or delaying later cognitive impairment.

3. Future Directions: Future studies are needed to explore the cumulative effects
of cardiovascular risk factors and role of risk factor control on midlife
cognitive decline.
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SWAN cohort n=3302
- 1566 with fewer than 3 cognitive visits, or cognitive baseline >

| visit 7, or missing a cognitive test at cognitive baseline

v

Third cognitive visit at SWAN visit

07
CV events reported prior to/at cognitive baseline:
n=1736
l - 13 with stroke
_—
- 21 with Ml (in addition to above)
n=1673
- 29 with angina (in addition to above)
- 313 with current hormone use at cognitive baseline
n=1360

- 140 missing CV exposure data
- 68 missing a covariate value at cognitive baseline
I
- 13 who changed language of cognitive assessment during
follow-up
n=1139

participants

Cognitive Visits:

Analytic sample of 1139 women
represents 5958 cognitive visits

- 31 visits censored for stroke

- 496 (additional) visits censored for hormone use after cognitive
baseline

n=5431

cognitive visits

Longitudinal analysis sample: n=1139 participants,
5431 visits

Figurel.
Flow-Chart for Analysis Sample

Alzheimers Dement. Author manuscript; available in PMC 2022 August 01.



1duosnuely Joyiny 1duosnuey Joyiny

1duosnuepy Joyiny

Derby et al.

Page 16

Central Obesity

High Glucose

oL _
(¥ L9y

II 3

Diabetes

Heart Age

~N N WA DM OO OO NN
o o O OO 0 O 0 O 00 O O O
| | | | | | | | | | | | |

Symbol Digit Modalities Score

65

W A A oo
g O o0 O o O
| | | | | |

T

50

Cardiovascular Risk Factor Exposure Status

T T

55 60

65

Age

T

50

T I T

55 60 65

® No 4 Yes

Figure2.

Estimated Mean SDMT Score by CV Exposure Status, Confounder-Adjusted.
n=1139 participants, 5431 total visits
Estimated least squares mean and 95% confidence limits of Symbol Digit Modalities Test
(SDMT) score from linear mixed models adjusted for confounders (single measures of:
study site, race/ethnicity, education, physical activity score at cognitive baseline, and time-
varying measures of: menopausal status, difficulty paying for basics, alcohol use, central
obesity, current smoking, length of follow-up, and an interaction term between exposure
status and follow-up length). Models estimate mean SDMT value at 0, 5, and 10 years of
follow-up from the mean baseline age of 53.4 years. Each panel is stratified by a separate
exposure. Black circles indicate participant without that exposure, grey triangles indicate

1duosnue Joyiny

participants with the exposure. Range of the y-axis represents + 2 standard deviations around
baseline mean SDMT score.
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Table 1.
Participant Characteristics at Cognitive Baseline
Demographic characteristics, n (%) Included Excluded p
Number of participants 1139 2163] 0.007
Age, mean + sd 53.4+26 53.7+27
Race/Ethnicity <.001

Black 294 (25.8) 640 (29.6)

White 565 (49.6) 986 (45.6)

Chinese 116 (10.2) 134 (6.2)

Hispanic 0 (0) 286 (13.2)

Japanese 164 (14.4) 117 (5.4)
Menopausal Status <.001

Post by BSO or hysterectomy 54 (4.7) 121 (10.7)

Natural Post 573 (50.3) 669 (58.9)

Late Peri 139 (12.2) 96 (8.5)

Early Peri or Pre 373(32.7) 250 (22.0)
Education < high school 185(16.2) 634 (29.7) <.001
Somewhat/very hard to pay for basics 291 (25.5) 368(32.9) <.001
Alcohol use > 2/week 261(22.9) 260 (23.1) 0921
Current Smoker 114 (10.0) 180 (14.6) 0.001
Exposure characteristics, n (%)

n:7142
Central obesity 537 (47.1) 367 (51.4) 0.075
Glucose = 100 mg/dl 188 (16.5)  145(20.3)  0.038
Diabetes 82(7.2) 83 (11.6) 0.001
Triglycerides = 150 mg/d 239 (21.0) 209(29.3) <.001
HDL < 50 mg/dl (%) 299 (26.3) 203(28.4)  0.304
Hyperlipidemia 528 (46.4)  332(46.5)  0.952
Hypertension 399 (35.0) 330(46.2) <.001
Heart age > Chronological age 385(33.8) 342(47.9) <.001
Cognitive outcomes at baseline n:8593
Symbol Digit Modalities, mean + sd 58.8+10.3 55.2+12.1 <.001
Digit Span Backward, mean + sd 70+£23 6.7+23 0.012
East Boston Memory Test: Delayed, median (IQR) 10 (10, 12) 10 (9, 12) <.001

Some characteristics contain missing data in the excluded group.

2 - . .
Among excluded participants with CV risk factor data (n=714).

Participant n for cognitive outcomes at baseline among those excluded ranges from n= 859 (Digit Span Backward) to n=912 (East Boston

Memory Test).
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