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Abstract

BACKGROUND: Abnormal cognitive aging is closely related to
dementia.

OBJECTIVES: This study aimed to estimate the effect of
cardiovascular health (CVH) metrics on abnormal cognitive
aging.

DESIGN: A longitudinal cohort study.

SETTING: Participants were recruited from the Chinese
Longitudinal Health Longevity Survey.

PARTICIPANTS: A total of 3298 participants aged =65 years
with normal cognitive performance at baseline were included.
MEASUREMENTS: Cognitive performance was measured
by the Chinese version of the Mini-Mental State Examination
(MMSE). CVH was assessed with six metrics, including
hypertension, diabetes, exercise, body mass index (BMI),
diet, and smoking. Group-based trajectory model was used
to identify the trajectory groups of cognitive aging over 12
years (2002-2014 and 2005-2018). The parametric g-formula was
applied to estimate the effect of each single six CVH metrics and
their combinations on the 12-year cognitive aging trajectory.
RESULTS: Four trajectory groups of cognitive aging were
identified: Stable-high (77.4%), Unstable (4.9%), Slow decline
(11.1%), and Rapid decline (6.6%). Unstable, Slow decline, and
Rapid decline trajectory groups were considered as abnormal
cognitive aging (22.6%). Single interventions on hypertension,
exercise, BMI, and diet could reduce the risk of abnormal
cognitive aging. Moreover, the risk ratios of joint intervention
on exercise, BMI, and diet for Unstable, Slow decline, and Rapid
decline trajectory groups were 0.38 (95% CI: 0.30-0.48), 0.45 (95%
CI: 0.37-0.54), and 0.3 (95% CI: 0.23-0.41), respectively.
CONCLUSION: A considerable proportion of the participants
experienced abnormal cognitive aging during their aging
process. Interventions on these CVH metrics (i.e., exercise, BMI,
and diet), which are fairly practical and feasible for older adults,
may be effective strategies for preventing abnormal cognitive

aging.
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Introduction

for health and social care worldwide due

to declining fertility rates and increasing life
expectancy (1). By 2050, it is estimated that approximately
one-sixth of the global population will be aged 65 years
and older (2). Since cognitive function is widely believed
to be one of the most important capacities influencing the
well-being of older adults, the maintenance of cognitive
function is essential for healthy aging (3). Cognitive aging
refers to longitudinal and dynamic cognitive changes
throughout the aging process (4). A series of studies
have shown that the trajectories of cognitive aging vary
widely, and two to four trajectory groups of cognitive
aging have been reported (5, 6). Most studies identified
a relatively stable and high functioning trajectory
group, and contrasted this were one or more groups
that declined to varying extents or improved over time,
which indicated significant interindividual heterogeneity
in terms of cognitive aging (3). Notably, when abnormal,
these cognitive changes can be considered symptoms
of pathological conditions and are closely related to
dementia (3). Thus, the need to identify the risk and
protective factors of abnormal cognitive aging is
becoming increasingly valued.

Cardiovascular health (CVH) metrics were first
established by the American Heart Association (AHA)
and include 7 modifiable risk factors (i.e., hypertension,
diabetes, total cholesterol, exercise, body mass index, diet,
and smoking) for cardiovascular diseases (7). According
to a previous study (8), interventions involving overall
CVH metrics may be more effective at reducing the risk
of cardiovascular events than any single factor since
these factors often coexist and share mutual causal
pathways. Moreover, prior research also highlighted that
CVH metrics had measurable health benefits beyond
heart disease, and in particular altering cognitive aging
(9). Recently, there also has been strong evidence that

Population aging has been a great challenge
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Figure 1. Flow chart of study population from CLHLS

CLHLS 2002-2014 waves
n=16064 at baseline

CLHLS 2005-2018 waves
n=15638 at baseline

13719 excluded
- Age < 65 years (44)
» - MMSE at baseline=< 18 (4199)

- Follow-up waves of MMSE < 4 (13588)
- Missing values on CVH metrics at baseline (0)

14685 excluded
- Included in prior 2002 wave (8175)
- Age < 65 years (65)
- MMSE at baseline< 18 (2189)
- Follow-up waves of MMSE < 4 (13085)
- Missing values on CVH metrics at baseline (0)
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3298 Participants included in following analysis.

Notes: CLHLS, Chinese Longitudinal Healthy Longevity Survey

cardiovascular mechanisms are associated with the
etiology of dementia, Alzheimer’s disease (AD) and
vascular dementia (10). A meta-analytic study reported
that the treatment of hypertension and hyperlipidemia
could significantly reduce the incidence of dementia or
AD (11). Research based on the Northern Manhattan
Study demonstrated the benefits of ideal CVH promotion
for cognitive aging (12). Several 1- to 2-year follow-
up random clinical trials (RCTs) also showed a strong
relationship between interventions on diet and exercise
and cognitive decline (13, 14).

However, some studies investigating the effect of
CVH metrics on cognitive aging showed contradictory
results. In an Austrian RCT study, 24-month
multidomain interventions on exercising, healthy diet,
and antihypertension were found to have no beneficial
effect on the prevention of cognitive decline (15). A study
that harmonized data from 20 population-based cohorts
across 15 countries (not including China) demonstrated
significant ethno-regional differences in the associations
of diabetes, total cholesterol and smoking with cognitive
decline (16). It is noteworthy that previous studies had
some limitations. The majority of the present studies
have shown the association of CVH metrics, individually
or in various combinations, with cognitive decline (17),
but fewer have investigated the effect of CVH metrics,
collected completely and measured together as a
composite score, on cognitive aging (12). In addition,
previous observational studies were implemented by
either only using the data of CVH metrics at baseline or
without adjusting for time-varying confounders, which
may not adequately estimate the influence of CVH on
cognitive aging (18, 19). Considering the long duration
of cognitive decline (20), conclusions drawn from short

follow-up RCTs may also have limited generalizability
(19). Nevertheless, RCTs investigating the long-term
effects of interventions on CVH metrics are usually
impractical because of the high loss to follow-up and
high cost (21). Additionally, considering the potential
ethno-regional differences (16), there remains a paucity of
representative national-based studies that investigate the
associations between CVH metrics and cognitive aging
among the Chinese older adults. Therefore, it is vital
and meaningful to accurately estimate the relationship
between interventions on CVH metrics and abnormal
cognitive aging using a representative sample based on a
longitudinal study:.

The parametric g-formula is the appropriate analytic
approach when RCTs are not feasible, and standard
approaches (e.g., logistic regression) fail to estimate the
unbiased effect of intervention in the presence of time-
varying confounders if those confounders are affected
by prior intervention (19). The g-formula that was
first described by Robins allows to simulate different
interventions and estimate their effect, regardless of
whether the interventions had been implemented in the
data used in model construction (22). In particular, the
parametric g-formula is fairly effective when evaluating
the causal effect of complex joint interventions (23).
Recently, the parametric g-formula has been widely
used to quantify the long-term effect of hypothetical
interventions on outcomes of interest (such as
investigating the relationship between sleep disturbance,
unemployment, and multimorbidity with depression)
in psychiatry, psychology, and epidemiology, which
have indicated several types of interventions that can be
applied in clinical practice (24, 25). Thus, the parametric
g-formula may be a reliable approach for exploring the
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long-term effect of CVH metrics on abnormal cognitive
aging.

Therefore, in the present study, based on a nationally
representative 12-year follow-up cohort of older adults
in China, we aimed to estimate the effect of CVH metrics
on abnormal cognitive aging by using the parametric
g-formula.

Methods

Data and participants

The present study was based on the Chinese
Longitudinal Health Longevity Survey (CLHLS)
from wave 3 (2002) to wave 8 (2018). As a nationally
representative survey, the CLHLS randomly selected
half of the counties and cities in 23 of the 31 provinces,
covering approximately 85% of the total population of
China. The initial survey was conducted in 1998, and
follow-up was performed every two or three years. By
2023, a total of 8 waves (1998, 2000, 2002, 2005, 2008, 2011-
2012, 2014, and 2017-2018) were generated. In each wave,
new participants were continually enrolled to replace
participants lost to attrition, as death and loss to follow-
up were inevitable. Throughout each survey, face-to-
face interviews were conducted by trained interviewers.
In the case of any situation where the participants
could not answer the questions independently, a proxy
respondent (usually a caregiver or a close relative) was
interviewed. However, the questions related to the Mini-
Mental State Examination (MMSE) had to be answered
by the participants themselves. The present investigation
focused on CVH metrics that were completely collected
since wave 3. Thus, data from the first two waves were
not included in this study. Subjects from the 2002-2014
cohort, supplemented by 953 participants from 2005-2018
cohort, that met the following criteria were eligible for
this study: (1) aged 65 years and above, (2) completed at
least one CVH metric at baseline, (3) had an MMSE score
of 19 or higher at baseline, (4) had no reported dementia
at baseline, and (5) completed the MMSE follow-up in
at least 4 out of 5 waves. The flow chart of the sample
selection process was shown in Figure 1.

The CLHLS was approved by the Biomedical Ethics
Committee of Peking University (IRB00001052-13074).
Each participant or his/her legal representative provided
written informed consent.

Measures

Outcome variable

The Chinese revised version of the MMSE was used to
measure cognitive performance at each wave, which has
been validated among Chinese older adults (26). The total
score ranged from 0 to 30, with a higher score indicating

better cognitive performance. As recommended by a
previous study (27), a cutoff score > 18 on the MMSE
was used to classify participants with normal cognitive
performance at baseline. The trajectory groups of
cognitive aging were estimated by group-based trajectory
model, and the participants were considered to have
abnormal cognitive aging if their MMSE scores did not
maintain a high level over the follow-up.

Intervention variables

According to the AHA’s recommendation (7), CVH was
assessed with six metrics, namely, hypertension, diabetes,
exercise, body mass index, diet, and smoking. Since total
cholesterol was not recorded in each survey, we had to
exclude it from the CVH metrics in the present study.

The criteria for each metric were categorized into 2
levels (i.e., ideal or poor): (1) Hypertension: Participants
with a systolic blood pressure (SBP) =140 mmHg or
diastolic blood pressure (DBP) =90 mmHg or self-reported
hypertension were defined as poor, while others were
defined as ideal (28). (2) Diabetes: Participants with self-
reported diabetes were defined as poor, while others were
defined as ideal. (3) Exercise: Participants who currently
engage in regular exercise (referring to intentional
physical activities, including walking, running, qigong
and so on) were defined as ideal, while others were
defined as poor. (4) BMI: Participants with a BMI between
18.5 and 24 kg/m? were defined as ideal, while others
were defined as poor (29). (5) Diet: A modified healthy
diet score based on the intake frequency of fruits,
vegetables, fish, bean products, and tea was defined
according to the AHA’s recommended diet goals (7)
and “Dietary Guidelines for Chinese residents 2016”
(30). The intake frequency of each food group was
measured as “always or almost every day”, “sometimes
or occasionally”, or “rarely or never”, which received
scores of 2, 1, or 0, respectively. The scores were summed
and categorized into 2 categories: ideal (7-10) and poor
(0-7) (31). (6) Smoking: Participants who never smoked
were defined as ideal, while others were defined as poor.

The present study calculated the 6-point CVH total
score by summing the number of ideal CVH metrics,
which ranged from 0 to 6. CVH was also stratified into
three levels: ideal (4-6), intermediate (3), and poor (0-2)
(32).

Confounders

According to prior literature (33,34), the following
variables were identified as potential confounders. The
baseline sociodemographic variables included age,
sex (male/female), education status (literacy (having
schooling education)/illiteracy (without schooling
education)), marital status (married/others (i.e.,
separated, divorced, widowed, and never married)), and
living arrangement (with household members/others).
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The time-varying confounders included psychological
resilience, social support, and social engagement.

According to a previous study (33, 34), psychological
resilience was assessed by five items (“1. feel the older,
the more useless you are”, “2. look on the bright side
of things”, “3. feel fearful or anxious”, “4. feel lonely
and isolated”, and “5. make own decisions concerning
personal affairs”). The response options were coded as
“always” (5), “often” (4), “sometimes” (3), “seldom”
(2), or “never” (1). Before summation, the first, third,
and fourth items were coded reversely. The total score
ranged from 5 to 25, with higher scores indicating greater
psychological resilience.

As described in a previous study (35), social support
consisted of items related to participants’ perceptions
of the availability of emotional, instrumental, and
financial support from others. In the CLHLS, the data
were collected by questioning the availability of a person
who would provide help when the participants were
experiencing the following situations: when you had
problems; when you needed to share some of your
thoughts, when you wanted to talk frequently in daily
life; when you were sick; when you needed financial
support (i.e., the amount of money received from
your son and daughter). The responses were coded as
“someone” (1) or “nobody” (0). The total score ranged
from 0-6, with higher scores indicating greater social
support.

Social engagement was measured with three indicators,
namely, the frequency of taking part in outdoor activities,
playing cards/mahjong, and organized social activities
(36). The responses were coded as “always” (2),
“sometimes” (1), or “rarely or never” (0). The total score
ranged from 0-6, with a higher score indicating greater
social engagement.

Hypothetical interventions on CVH metrics for
abnormal cognitive aging

The parametric g-formula was used to estimate the risk
of trajectory groups of abnormal cognitive aging and 6
hypothetical single interventions were assessed first. In
our models, we made all participants hypothetically (1)
not suffer from hypertension, (2) not suffer from diabetes,
(3) become current exercising, (4) maintain their BMI
between 18.5 and 24 kg/m? (5) have an ideal diet, and (6)
never smoke. These interventions were demonstrated at
each survey during follow-up. Then, joint interventions
consisting of combinations of single interventions that
were found to be significant aforementioned were
simulated.

Statistical analysis

The trajectory groups of cognitive aging were
identified by group-based trajectory model, which is a
type of potential class growth model used to identify the

heterogeneity of longitudinal changes and further clusters
individuals who follow similar trajectories on an outcome
over time. The grouping was achieved by estimating
the posterior probabilities of each participant belonging
to each potential trajectory group, and those with the
highest probability was determined as the final group
membership. In the present study, the time metric (0-12)
was the number of years since baseline, and the MMSE
scores of five waves were used to estimate the trajectory
groups of cognitive aging. A censored normal model
form was used, considering the continuous outcome of
the MMSE score. To find the optimal trajectory groups,
the number of groups (2-5 groups) was determined by
selecting the smallest absolute Bayesian information
criterion (BIC) value. In addition, the average posterior
probability (AvePP; above 0.7 indicating good fit) and
percentage of group assignments (no less than 5%) were
also considered. After determining the number, the shape
of each trajectory group was estimated by specifying the
order of the polynomial (linear, quadratic, or cubic) (37).

The distribution of baseline characteristics across the
trajectory groups of cognitive aging was presented. The
chi-square test for categorical variables and the F test
for continuous variables were performed to estimate the
differences among participants in different trajectory
groups. Then, multinormal logistic regression analysis
was applied to examine the impact of CVH at baseline
on trajectory groups of abnormal cognitive aging.
Three models were constructed: unadjusted Model 1;
age, sex, education status, and living arrangement were
adjusted for in Model 2; and psychological resilience,
social support, and social engagement were additionally
adjusted for in Model 3. The analyses of the individual
CVH metrics in the three models were all adjusted for the
rest CVH metrics. Odds ratios (OR) and 95% confidence
intervals (95% CI) were reported.

The risk of trajectory groups of abnormal cognitive
aging under each hypothetical intervention was estimated
by the parametric g-formula. A simplified description
of the analytical steps was as follows: (1) fit parametric
models for trajectory groups of abnormal cognitive
aging, for time-varying covariates (i.e., CVH metrics,
psychological resilience, social support, and social
engagement); (2) use the observed values of covariates at
baseline; (3) use parametric models to estimate the joint
distribution of covariates at the next wave; (4) intervene
by setting the values of the time-varying exposures (i.e.,
single CVH metrics or combined CVH metrics) to the
values determined by the aforementioned hypothetical
interventions (in Section 2.3); and (5) use these new
values to simulate the predicted risks of trajectory
groups of abnormal cognitive aging by Monte Carlo
simulation. To estimate the risk of each trajectory group
of abnormal cognitive aging under each hypothetical
intervention, steps 1-5 were repeated. The risk ratios
(RR) were calculated by comparing the simulated risks
under various interventions with the natural course (i.e.,
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Table 1. General characteristics of participants at baseline

Variables Total (3298) Trajectory groups
Stable-high Unstable (N=153) Slow decline Rapid decline X2/F P
(N=2590) (N=337) (N=218)
Age (Mean, SD) 73.9 (8.0) 72.1(6.7) 81.1(9.4) 79.2 (8.1) 82.3 (8.4) 207.32° <0.001
Sex (n, %)
Male 1593 (48.3) 1353 (52.2) 41 (26.8) 124 (36.8) 75 (34.4) 79.15 <0.001
Female 1705 (51.7) 1237 (47.8) 112 (73.2) 213 (63.2) 143 (65.6)
Education status (n, %)
Literacy 1627 (49.4) 1434 (55.5) 36 (23.5) 93 (27.7) 64 (29.6) 176.06 <0.001
Illiteracy 1664 (50.6) 1152 (44.5) 117 (76.5) 243 (72.3) 152 (70.4)
Marital status (n, %)
Married 1884 (57.1) 1633 (63.1) 53 (34.6) 135 (40.1) 63 (28.9) 179.70 <0.001
Others 1414 (42.9) 957 (36.9) 100 (65.4) 202 (59.9) 155 (71.1)
Living arrangement (n, %)
With household members 2860 (86.7) 2280 (88.0) 122 (79.7) 287 (85.2) 171 (78.4) 24.03 <0.001
Others 438 (13.2) 310 (12.0) 31 (20.3) 50 (14.8) 47 (21.6)
Psychological resilience (Mean, SD) 19.2 (3.1) 19.5 (3.0) 17.9 (3.0) 18.3 (3.2) 18.0 (3.5) 29.73 <0.001
Social support (Mean, SD) 5.5(0.9) 5.5(0.8) 5.4 (1.0) 5.5(0.9) 5.3 (1.0) 1.63 0.180
Social engagement (Mean, SD) 21(1.2) 21(1.2) 1.8(1.2) 1.8(1.1) 1.9(1.1) 8.50 <0.001
CVH (n, %)
Ideal 1495 (45.4) 1210 (46.8) 60 (39.2) 130 (38.8) 95 (43.8) 14.96 0.021
Intermediate 1091 (33.2) 852 (32.9) 53 (34.6) 113 (33.7) 72 (33.6)
Poor 705 (21.4) 524 (20.3) 40 (26.1) 92 (27.5) 49 (22.6)
Hypertension (n, %)
Ideal 1635 (50.4) 1311 (50.6) 75 (49.0) 149 (44.2) 100 (45.9) 6.22 0.102
Poor 1663 (49.6) 1279 (49.4) 78 (51.0) 188 (55.8) 118 (54.1)
Diabetes (n, %)
Ideal 3228 (97.9) 2533 (97.8) 150 (98.0) 329 (97.6) 216 (99.1) 158 0.679
Poor 70 (2.1) 57 (2.2) 3(2.0) 8(2.4) 2(0.9)
Exercise (n, %)
Ideal 1231 (37.4) 1000 (38.6) 50 (32.7) 100 (29.8) 81(37.2) 11.5 0.009
Poor 2064 (62.6) 1588 (61.4) 103 (67.3) 236 (70.2) 137 (62.8)
BMI (n, %)
Ideal 1717 (52.1) 1388 (53.6) 67 (43.8) 162 (48.1) 100 (46.1) 11.88 0.008
Poor 1580 (47.9) 1202 (46.4) 86 (56.2) 175 (51.9) 117 (53.9)
Diet (n, %)
Ideal 1424 (43.2) 1189 (45.9) 50 (32.7) 115 (34.2) 70 (32.1) 36.79 <0.001
Poor 1871 (56.7) 1399 (54.1) 103 (67.3) 221 (65.8) 148 (67.9)
Smoke (n, %)
Ideal 2027 (61.5) 1534 (59.3) 104 (68.0) 231 (68.8) 158 (72.5) 26.79 <0.001
Poor 1269 (38.5) 1055 (40.7) 49 (32.0) 105 (31.3) 60 (27.5)

Notes: CVH, cardiovascular health metric; BMI, body mass index. a.The ages of trajectory groups show unequal variance. Welch’s ANOVA was performed. b. The cells
of trajectory classes in diabetes have expected count less than 5. Fisher’s exact test was performed. Result with p-value<0.05 are marked with bold digits.

simulated risks under no intervention). In addition, 95% and logistic regression analyses were conducted with
CI were computed by nonparametric bootstrapping with  SPSS 26.0 (IBM Corp). A two-tailed p value <0.05 was
500 samples. Sensitivity analyses were also performed by considered to indicate statistical significance.
changing the ordering of time-varying covariates in the
model.
The Stata (Stata Corp) Traj plug-in (38) and gformula
(39) were used to model the trajectory groups of cognitive
aging and g-computation formula. And the trajectory
groups plot was also generated by Stata. The descriptive
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Results

Description of the cohort characteristics

The current study included 3298 participants
with a mean (SD) age of 73.9 (8.0) years. At baseline,
approximately half of the participants were male (48.3%),
had literacy (49.4%), and were married (57.1%). The
majority were living with household members (86.7%).
For cardiovascular health, the proportions of individuals
with ideal, intermediate, and poor level of CVH were
45.4%, 33.2%, and 21.4%, respectively. 3.0% of the
participants met all six criteria for ideal CVH metrics
(see Table S1 in the Supplementary material). Specifically,
49.6% of the participants had hypertension, 2.1% had
diabetes, 37.4% reported currently exercising, 52.1% had
an ideal BMI, 43.2% had an ideal dietary pattern, and
61.5% had never smoked (see Table 1).

Trajectory groups of cognitive aging

Among the 2-5 group, the 4-group showed the best
model fit (see Table S2 in the Supplementary material).
Thus, four trajectory groups of cognitive aging were
identified throughout the 12-year follow-up (see Figure
2): (1) Group 1 was characterized by the maintenance of
high MMSE scores over the 12-year follow-up, which was
therefore named as Stable-high (77.4%); (2) Group 2 was
characterized by a rapid decline in the first two waves
and then relative improvement, which was therefore
named as Unstable (4.9%); (3) Group 3 was characterized
by a steady decline throughout, which was named as
Slow decline (11.1%); and (4) Group 4 was characterized
by a rapid decline in the first four waves and subsequent
maintenance at a low level, which was named as Rapid
decline (6.6%). And Unstable, Slow decline, and Rapid
decline were considered as trajectory groups of abnormal
cognitive aging, while Stable-high as trajectory group of
normal cognitive aging.

In addition, the results of univariate analysis across
trajectory groups of cognitive aging are shown in Table 1.
There were significant differences between the subgroups
in terms of age, sex, education status, marital status,
living arrangement, psychological resilience, and social
engagement. For cardiovascular health, older adults with
ideal level of CVH, exercise, BMI, and diet were more
likely to be classified as Stable-high trajectory group of
cognitive aging.

Associations between CVH metrics and
abnormal cognitive aging

According to the final multinormal logistic regression
analysis adjusted for all covariates, when considering
the components of CVH, those with poor level of diet
(OR=1.75, 95% CI [1.02-2.99]) and smoking (OR=1.98, 95%

CI [1.09-3.57]) both showed increased risk for Unstable
trajectory group compared with those with ideal level of
the corresponding metrics (see Table 2). In addition, when
CVH was treated as a continuous variable, older adults
with higher CVH scores had a significantly lower risk for
Unstable (OR=0.80, 95% CI [0.63-0.99]) and Slow decline
(OR=0.88, 95% CI [0.77-0.99]) trajectory groups. Similarly,
when CVH was used as a categorical variable, the ideal
level of CVH was associated with reduced risks for both
Unstable (OR=0.53, 95% CI [0.29-0.99]) and Slow decline
(OR=0.70, 95% CI [0.49-1.00]) trajectory groups.

Figure 2. Trajectory groups of cognitive aging over 12
years follow-up

(=3
o«
el
™
Lo |
5N
Q
G-
=
Se-
o -
o
T T T T T
0 3 6 9 12
Years since baseline
== Stable-high, 77.4% = Unstable, 4.9%
— Slow decline, 11.1% = Rapid decline, 6.6%

Notes: The solid lines show the estimated values, and the dotted lines
show the 95% Cls.

The effect of CVH metrics simulated by the
parametric g-formula

The simulated risks under no interventions (Unstable:
5.61%; Slow decline: 10.42%; Rapid decline: 7.59%) of
the three trajectory groups of abnormal cognitive aging
were similar to the observed risks (Unstable: 5.58%; Slow
decline: 11.51%; Rapid decline: 7.76%) (see Table 3), which
indicated that the g-formula model was satisfactory.

As illustrated in Table 3, both ideal exercise and diet
were effective single interventions on decreasing risks
for Unstable (exercise: RR=0.60, 95% CI [0.47-0.78]; diet:
RR=0.55, 95% CI [0.43-0.71]), Slow decline (exercise:
RR=0.81, 95% CI [0.69-0.95]; diet: RR=0.64, 95% CI [0.54-
0.76]), and Rapid decline (exercise: RR=0.75, 95% CI
[0.61-0.91]; diet: RR=0.52, 95% CI [0.41-0.67]) trajectory
groups. In addition, the single intervention of improving
BMI to an ideal level also lowered the risks for Unstable
(RR=0.61, 95% CI [0.47-0.78]) and Rapid decline (RR=0.77,
95% CI [0.64-0.94]) trajectory groups. The effects of
other CVH metrics were as follows: never smoking for
Slow decline trajectory group (RR=1.21, 95% CI [1.05-
1.40]), and not suffering from hypertension for Rapid
decline trajectory group (RR=0.78, 95% CI [0.64-0.95]).
However, hypothetical intervention on diabetes did not
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Table 2. The association of CVH metrics and the trajectory groups of cognitive aging by multinormal logistic regression

Characteristic (Ref)? Model 1* Model 2* Model 3*

Slow decline ®
OR (95% CI)

Unstable ®
OR (95% CI)

Slow decline ®
OR (95% CI)

Unstable ®
OR (95% CI)

Slow decline ®
OR (95% CI)

Unstable ®
OR (95% CI)

Rapid decline ®
OR (95% CI)

Rapid decline ®
OR (95% CI)

Rapid decline ®
OR (95% CI)

Components (Ref) *

Hypertension (ideal) 1.05 (0.75-1.45) 1.29 (1.03-1.63) 1.21 (0.91-1.60) 0.61 (0.35-1.06) 1.19 (0.93-1.52) 1.12 (0.83-1.51) 0.75 (0.47-1.20) 1.21 (0.92-1.59) 1.00 (0.68-1.47)

Diabetes (ideal) 0.91(0.28-2.96)  1.14 (0.53-2.43) 0.39 (0.09-1.63) 1.54 (0.45-5.20) 1.72(0.77-3.84)  0.73(0.17-3.12)  2.33(0.52-10.46)  1.02 (0.35-3.01) 1.13 (0.25-5.10)

BMI (18.5-23.9) 1.41(1.01-1.96)  1.15(0.91-1.44) 1.28 (0.96-1.69) 1.24 (0.87-1.75) 1.06 (0.83-1.36)  1.17 (0.86-1.59) 1.20 (0.75-1.93) 1.05 (0.80-1.39) 0.93 (0.63-1.38)

Diet (ideal) 1.63 (1.14-2.32)  1.48 (1.16-1.90) 1.77 (1.31-2.40) 1.40 (0.96-2.04) 1.32 (1.02-1.72)  1.56 (1.12-2.18) 1.75 (1.02-2.99) 1.26 (0.94-1.69) 1.49 (0.97-2.29)

Smoke (ideal) 0.74 (0.52-1.05)  0.71 (0.56-0.91) 0.60 (0.44-0.81) 1.53 (0.99-2.35) 1.06 (0.78-1.45)  0.93 (0.64-1.37) 1.98 (1.09-3.57) 1.05 (0.74-1.48) 0.84 (0.51-1.40)

Exercise (ideal) 1.13 (0.79-1.62) 1.34 (1.04-1.73) 0.87 (0.65-1.17) 1.06 (0.72-1.56) 1.23 (0.94-1.63) 0.89 (0.64-1.23) 1.24 (0.71-2.18) 1.13 (0.82-1.55) 1.23 (0.78-1.94)

Composite Score

CVH (No.) 0.84 (0.73-0.98) 0.83 (0.75-0.92) 0.90 (0.79-1.02) 0.84 (0.71-0.98) 0.84 (0.75-0.94) 0.89 (0.77-1.02) 0.80 (0.63-0.99) 0.88 (0.77-0.99) 0.91 (0.76-1.10)
CVH (category, poor)
Intermediate 0.82(0.53-1.25)  0.76 (0.56-1.02)  0.92 (0.63-1.34)  0.73(0.46-1.14)  0.73 (0.53-1.00)  0.82 (0.54-1.23)  0.85(0.48-1.52)  0.84 (0.59-1.20)  0.91 (0.53-1.56)
Ideal 0.65 (0.43-0.98) 0.61 (0.46-0.82) 0.84 (0.59-1.20) 0.62 (0.40-0.97) 0.62 (0.46-0.85)  0.78 (0.53-1.16) 0.53 (0.29-0.99) 0.70 (0.49-1.00) 0.97 (0.57-1.63)

Note: CVH, cardiovascular health metrics; BMI, body mass index. *Modell: no covariates adjusted; Model2: adjusted for age, sex, education status, marital status, and living arrangement; Model3:
additionally adjusted for psychological resilience, social support, and social engagement. The analysis of the individual CVH metric in three models were all adjusted for the rest CVH metrics.
a. (Ref): (Reference). b. reference: Stable-high trajectory group. Result with p-value<0.05 are marked with bold digits.

Table 3. Risks for trajectory groups of abnormal cognitive aging under hypothetical single and joint interventions

Intervention

Natural course®

Single interventions

Unstable

Risk (95% CI)*
5.61 (4.48-6.74)

RR (95% CI)®
1.00

Slow decline

Risk (95% CI*
10.42 (8.74-12.10)

RR (95% CI)®
1.00

Rapid decline

Risk (95% CI)*
7.59 (6.24-8.93)

RR (95% CI®
1.00

Hypertension 6.19 (4.33-8.07)  1.10(0.89-1.36)  11.76 (8.43-13.09)  1.13(0.98-1.31)  5.95 (4.30-7.60)  0.78 (0.64-0.95)
Diabetes 5.10 (3.93-6.27)  0.91 (0.73-1.14) 9.87 (8.23-11.51) 0.95(0.81-1.10)  6.88 (5.63-8.12)  0.91 (0.75-1.09)
Exercise 3.39 (2.01-4.77)  0.60 (0.47-0.78) 8.44 (5.93-10.95) 0.81 (0.69-0.95)  5.66 (3.88-7.45)  0.75 (0.61-0.91)
BMI 3.40 (2.00-4.77)  0.61 (0.47-0.78) 9.98 (7.85-12.10) 0.96 (0.82-1.12)  5.88 (4.35-7.40)  0.77 (0.64-0.94)
Diet 3.10 (1.44-4.75)  0.55 (0.43-0.71) 6.66 (4.63-8.70) 0.64 (0.54-0.76)  4.13 (2.57-5.69)  0.52 (0.41-0.67)
Smoke 6.49 (5.03-7.95)  1.16 (0.94-1.43) 12.64 (10.74-14.54) 1.21(1.05-1.40)  8.26 (6.69-9.84)  1.09 (0.91-1.30)

Joint interventions

BMI + Exercise
Diet + BMI

Diet + Exercise

Diet + BMI + Exercise

2.73 (1.38-4.04)
2.73 (1.34-4.13)
1.93 (0.61-3.25)
1.71 (0.61-2.82)

0.49 (0.37-0.63)
0.49 (0.37-0.63)
0.34 (0.26-0.46)
0.30 (0.23-0.41)

7.17 (4.05-8.18)
6.12 (4.05-8.18)
4.68 (2.67-6.69)
4.65 (2.61-6.68)

0.69 (0.58-0.81)
0.59 (0.49-0.70)
0.45 (0.37-0.54)
0.45 (0.37-0.54)

4.34 (2.56-6.13)
3.56 (1.91-5.20)
3.31 (1.74-4.88)
2.85 (1.43-4.26)

0.57 (0.46-0.71)
0.47 (0.37-0.59)
0.44 (0.35-0.55)
0.38 (0.30-0.48)

Note: RR, risk ratio; BMI, body mass index. a. The observed risks for “Unstable”, “Slow decline”, “Rapid decline” trajectory groups are 5.58%, 11.51%, 7.76%. b. Estimated
using the parametric g-formula with fixed covariates: age, sex, education status, marriage status, living arrangement; and time-varying covariates: hypertension, diabetes,
exercise, BMI, diet, smoke, psychological resilience, social support, and social engagement. c. As simulated under no intervention.

substantially reduce the risks for the three trajectory
groups of abnormal cognitive aging.

Based on the results of single hypothetical
interventions, exercise, BMI, and diet were combined as
joint interventions. All the combinations can significantly
reduce the risks for Unstable, Slow decline, and Rapid
decline trajectory groups (see Table 3). In particular, the
“Diet + BMI + Exercise” joint interventions reduced the
risk most for Unstable (RR=0.30, 95% CI [0.23-0.41]), Slow
decline (RR=0.45, 95% CI [0.37-0.54]), and Rapid decline
(RR=0.38, 95% CI [0.30-0.48]) trajectory groups, followed
by the combined interventions on “Diet + Exercise”, “Diet
+ BMI”, and “BMI + Exercise”.

The sensitivity analyses, which examined whether
the order of the time-varying covariates could affect the
results, showed that the estimates of RR did not change
materially (see Table S3-7 in the Supplementary material).

Discussion

The present investigation, based on the nationally
representative 12-year follow-up cohort of the CLHLS,
examined the effect of CVH metrics on abnormal
cognitive aging. Our findings indicated that single
interventions on hypertension, exercise, BMI, and diet
significantly reduced the risks for Unstable, Slow decline
or Rapid decline trajectory groups of abnormal cognitive
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aging. Moreover, the joint interventions of exercise, BMI,
and diet had stronger effects on decreasing the risk for
all trajectory groups of abnormal cognitive aging. To the
best of our knowledge, this is the first study to explore
hypothetical interventions on CVH metrics for abnormal
cognitive aging utilizing the parametric g-formula.

Our study revealed the presence of four distinct
trajectory groups of cognitive aging, namely, Stable-
high, Unstable, Slow decline, and Rapid decline. And
the Unstable, Slow decline, and Rapid decline trajectory
groups of cognitive aging accounted for 22.6% of the
participants in total, indicating that a considerable
proportion of the participants experienced abnormal
cognitive aging during their aging process. In previous
studies, Slow decline and Rapid decline trajectory
groups have been widely reported (5, 6). However, it is
noteworthy that an increasing number of studies have
shown that a small number of older adults exhibit large
fluctuations in addition to an overall pattern of decline
in cognitive aging (40, 41). A population-based study
conducted in China also revealed that some older adults
experienced relative improvement in cognitive function
in the context of a downward trend (41). It is noteworthy
that a percentage of people diagnosed with mild cognitive
impairment returned to normal cognition, which
is similar to the pattern of Unstable trajectory group.
According to prior research, the APOE-4 carrier status
may underlie the transition from MCI back to normal
cognition (42). More importantly, the survival analysis
of a longitudinal study suggested that participants who
met the criteria for MCI and then improved remained at
increased risk for retransition to MCI or dementia over
the longer term (42). Some previous studies showed
that Slow decline and Rapid decline trajectory groups of
cognitive aging, as well as Unstable, did exhibit various
degrees of cognitive decline (6, 40). This decline was
rather uncommon in healthy older adults and most likely
reflects pathologic processes in cognitive function (40).
Thus, in the present study, it was highly important to
consider Unstable, Slow decline, and Rapid decline as
trajectory groups of abnormal cognitive aging and to
further explore their potential risk factors.

The results from the logistic regression analysis
showed that those with poor level of diet and smoking
at baseline were more likely to exhibit Unstable trajectory
group, which were partly in line with the findings of
previous studies (43, 44). Prior study has shown the effect
of dietary patterns on the prevention of cognitive decline
(14). A meta-analysis concluded that high adherence to
the Mediterranean diet, which was widely believed to
be a healthy eating pattern, was associated with normal
cognitive aging (44). However, a previous study revealed
that the protective effect of diet on cognitive decline
differed greatly, which might be due to the unique dietary
patterns of different regions (21). Thus, in the present
study, we defined the diet metric based on the AHA’s
recommended diet goals and “Dietary Guidelines for

Chinese Residents 2016” to better explore the effect of
CVH metrics on abnormal cognitive aging.

Additionally, our study demonstrated that better
CVH, measured as a composite continuous or categorical
score, was associated with a reduced risk for Unstable
trajectory group. We also revealed the significant
relationship between CVH and Slow decline trajectory
group even when the significant effect of each single
CVH metric was not observed, which was consistent with
a prospective study based on the Northern Manhattan
Study (12). These results indicated that combined CVH
metrics may be more effective in reducing the risk of
cognitive decline than any single CVH metric. Thus, the
association between CVH and cognitive performance
is vital for preventing cognitive decline and dementia.
Nevertheless, data elucidating the relationship between
CVH and abnormal cognitive aging in older adults
were still limited. Therefore, our study filled a gap in
the understanding of the effect of CVH on abnormal
cognitive aging, and had significant implications for
the prevention of cognitive decline. It was also found
that only 3% of participants in present study met all six
criteria for ideal CVH metrics. This finding was in line
with the prior researches conducted in Korea and the
USA, which reported a low prevalence of meeting all
CVH metrics ranged from 0% to 3% (12, 45). Considering
the AHA target of improving CVH, it is urgent to make
effort to improve the health conscious about CVH among
older adults, and explore the practical and feasible
interventions on CVH metrics for the prevention of
abnormal cognitive aging.

Moreover, the present study further adjusted for time-
varying confounders and simulated a 12-year follow-up
RCT to estimate the causal effect of each single CVH
metric and their combinations on trajectory groups of
abnormal cognitive aging. Notably, the results from the
parametric g-formula extended the findings of logistic
regression analyses, especially when considering the
significant effect of CVH metrics on Rapid decline
trajectory groups, which was not observed in logistic
regression analyses. It confirmed the idea that the
parametric g-formula may be a better approach for
investigating the long-term causal effect, as analyses
using only baseline data could underestimate the effect
estimate (46). We independently intervened on all
participants to the ideal level of exercise, BMI, and diet,
which resulted in significant reductions in the risk of
Unstable, Slow decline, and Rapid decline trajectory
groups of abnormal cognitive aging. The hypothetical
combined intervention of these three factors had a
significant effect on decreasing the risk for abnormal
cognitive aging, which was consistent with previous
evidence (13, 14). A prior RCT showed that older adults
who had undergone 2 years of multidomain intervention
involving exercise, BMI, diet and other vascular risk
monitoring were at lower risk for cognitive decline (14). A
prospective study conducted in China also suggested that
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intervention on exercise was associated with improved
cognitive function (13). Previous studies indicated that
exercise, obesity, and dietary patterns could all induce
changes in the distribution of cerebral blood flow (CBF)
and further cause altered functional connectivity (FC)
between related brain regions through neurovascular
coupling (47, 48). It is widely believed that both altered
CBF and aberrant FC are early pathological changes
associated with cognitive impairment and dementia (49).
Therefore, the CBF and FC theories may underlie the
association between these CVH metrics and abnormal
cognitive aging.

In addition, the intervention on hypertension
significantly reduced the risk in Rapid decline trajectory
group but not in Unstable and Slow decline trajectory
groups. The relationship between hypertension
and cognitive decline is complex. Several RCTs and
prospective studies showed that antihypertensive
treatments were associated with a reduced risk
of dementia (50), while other studies showed only a
weak or no association (15, 51). The inconsistencies in
the prior literature could be attributed to the fact that
the traditional definition of ideal blood pressure may
not apply to older adults, as low blood pressure is
also associated with increased dementia risk in older
individuals (52).

Notably, intervention on keeping the ideal level of
smoking was associated with an increased risk for Slow
decline trajectory group. The relationship between
smoking and cognitive function has not yet been
determined. Previous studies showed contradictory
results concerning the relationship between smoking and
cognitive decline (53, 54). A meta-analysis concluded that
the association between smoking and cognitive function
may be age dependent. Specifically, smoking, which had
a harmful effect on cognitive development in younger
children, may have a beneficial effect on cognitive
performance in aging adults (53). Jacobsen et al. also
suggested that variation in cognitive-related genotypes
may underlie cross-study differences in the impact of
smoking on cognitive decline (54).

Indeed, the current study did not observe the
significant effect of diabetes on abnormal cognitive
aging, while several large prospective studies showed
that intervention on diabetes was a protective factor
for cognitive decline (55, 56). Notably, a meta-analysis
revealed that good glycemic control in diabetic patients
had a small impact on cognitive function (57). Several
previous studies were inclined to focus on the disease
duration and glycemic control rather than diabetes itself
to investigate the relationship with cognitive decline
(58, 59). Thus, the inconsistent results regarding the
relationship between diabetes and cognitive decline may
be due to the different features of diabetes on which
different studies have focused. In addition, although we
defined the ideal level of each CVH metric following the
recommendations of the AHA, diabetes was self-reported
in the present study and likely to be underestimated,

which may also contribute to the contradictory results.
According to prior research, approximately 10% of
Chinese older adults suffered from diabetes in 2000-
2004 (60). Therefore, in future studies, more detailed
information about diabetes, such as disease duration and
glycemic control, should be collected to further explore its
relationship with cognitive decline.

The current study had several strengths, including
a nationally representative sample, longer follow-up
time, standardized survey methods, and a data-driven
approach for identifying the trajectory groups of
abnormal cognitive aging. We collected CVH metrics,
which were measured as individual components and
composite scores, to comprehensively investigate their
influence on abnormal cognitive aging. Furthermore,
we used the parametric g-formula to simulate long-
term single and joint interventions on the CVH metrics
for trajectory groups of abnormal cognitive aging with
adjustment for time-varying confounders. However,
limitations still exist. First, the participants included
in our research were Chinese older adults with a mean
(SD) baseline age of 73.9 (8.0) years. The findings of the
present study cannot be generalized to younger adults
and non-Chinese population. Second, CVH metrics
employed in the present study did not include total
cholesterol, which may compromise comparability
with future studies using CVH metrics based on the
7 items. The present study also modified the AHA's
criteria for hypertension and diabetes considering that
data about individuals’ treatment of these diseases
were not collected. And the diabetes metric was solely
categorized by self-reporting. These may underestimate
the effect of these corresponding interventions for
abnormal cognitive aging. Third, cognitive performance
was measured solely by the Chinese version of the
MMSE. Although MMSE as a relatively belief instrument
was widely used to assess the cognitive performance in
population-based surveys, it may not be sensitive enough
to detect subtle cognitive changes. A more comprehensive
neuropsychological assessment may yield more robust
results on the relationship between CVH metrics and
cognitive aging. Fourth, the validity of our parametric
g-formula results was based on the following common
assumptions for observational study: no measurement
error, no unmeasured confounders, and no model
misspecification. Although multiple potential risk
factors were adjusted for in the present study to alleviate
these problems, measurement error and unmeasured
confounders (such as depression and APOE-4 carrier
status, which are not available in the present research)
were inevitable in observed study. Given the evidence
for increased cognitive decline risk from depression and
genetic effects, future studies are required to validate the
present findings while taking these factors into account.
In addition, the absence of model misspecification in
the current study has been confirmed, considering that
the simulated risks under no interventions (i.e., natural
course) from the g-formula were similar to the observed
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risks. And the sensitivity analyses further showed that the
results were robust across different specifications.

Conclusion

Based on a large population-based longitudinal survey
and the application of the parametric g-formula, we
identified the trajectory groups of abnormal cognitive
aging (i.e., Unstable, Slow decline, and Rapid decline),
and further found that hypothetical interventions on CVH
metrics such as hypertension, exercise, BMI, and diet
were beneficial for protecting older adults from abnormal
cognitive aging. Moreover, the joint intervention of
exercise, BMI, and diet had a significant effect on risk
reduction for all trajectory groups of abnormal cognitive
aging. The main findings suggest that efforts to promote
interventions on exercise, BMI, and diet, which could be
implemented without medicine and are fairly practical
and feasible for older adults, may be effective strategies
for preventing abnormal cognitive aging and cognitive
decline.

Funding: This work was supported by the National Nature Science Foundation
(82003539). The funding agency had no role in the design and conduct of the study;
in the collection, analysis, and interpretation of the data; in the preparation of the
manuscript; or in the review or approval of the manuscript.

Acknowledgements: The authors thank the staff and the participants of the
CLHLS study.

Conflict of Interest: On behalf of all authors, the corresponding author states that
there is no conflict of interest.

Data Availability: The datasets generated and/or analyzed during the current
study are available in https:/ / opendata.pku.edu.cn/dataverse/ CHADS.

Ethics approval and consent to participate: The CLHLS was approved by the
Biomedical Ethics Committee of Peking University (IRB00001052-13074). Each
participant or his/her legal representative provided written informed consent.
This study was approved by the Ethics Committee of Peking University Sixth
Hospital (2021-Lunshen No. 36).

Author Contribution: X.L. conceptualized the study. S.H. and Z.Z. analyzed
the data and drafted the manuscript. SW,, Y.X,, JW, ZW., HW,, X.Y,, and X.L.
reviewed and revised the manuscript. S.H., Z.Z,, SW., Y.X,, JW.,, ZW., HW,,
X.Y., and X.L. contributed to the interpretation of the data and discussion. All the
authors read and approved the final manuscript.

Open Access: This article is distributed under the terms of the Creative
Commons Attribution 4.0 International License (http://creativecommons.org/
licenses /by /4.0/), which permits use, duplication, adaptation, distribution and
reproduction in any medium or format, as long as you give appropriate credit
to the original author(s) and the source, provide a link to the Creative Commons
license and indicate if changes were made.

References

1. Zhao Y, Atun R, Oldenburg B, et al. Physical multimorbidity, health service
use, and catastrophic health expenditure by socioeconomic groups in China:
an analysis of population-based panel data. The Lancet Global health. Jun
2020;8(6):€840-e849. doi:10.1016 /s2214-109x(20)30127-3

2. Affairs. World Population Prospects 2019. 2022;

3. Wu Z, Phyo AZZ, Al-Harbi T, Woods RL, Ryan J. Distinct Cognitive
Trajectories in Late Life and Associated Predictors and Outcomes:
A Systematic Review. Journal of Alzheimer’s disease reports. Oct 24
2020;4(1):459-478. doi:10.3233 / adr-200232

4. Harada CN, Natelson Love MC, Triebel KL. Normal cognitive aging. Clinics in
geriatric medicine. Nov 2013;29(4):737-52. d0i:10.1016 /j.cger.2013.07.002

5. Min JW. A longitudinal study of cognitive trajectories and its factors for
Koreans aged 60 and over: A latent growth mixture model. International
journal of geriatric psychiatry. May 2018;33(5):755-762. doi:10.1002/ gps.4855

10

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

Tu L, Lv X, Yuan C, et al. Trajectories of cognitive function and their
determinants in older people: 12 years of follow-up in the Chinese
Longitudinal Healthy Longevity Survey. International psychogeriatrics. Jun
2020;32(6):765-775. doi:10.1017 / s1041610220000538

Lloyd-Jones DM, Hong Y, Labarthe D, et al. Defining and setting national
goals for cardiovascular health promotion and disease reduction: the
American Heart Association’s strategic Impact Goal through 2020 and beyond.
Circulation. Feb 2 2010;121(4):586-613. doi:10.1161 / circulationaha.109.192703
Zhang N, Yang Y, Wang A, et al. Association of ideal cardiovascular health
metrics and cognitive functioning: the APAC study. European journal of
neurology. Sep 2016;23(9):1447-54. d0i:10.1111/ ene.13056

Vicario A, Cerezo GH. At the Heart of Brain Disorders - Preventing
Cognitive Decline and Dementia. European cardiology. Jul 2015;10(1):60-63.
doi:10.15420/ ecr.2015.10.01.60

Brain J, Greene L, Tang EYH, et al. Cardiovascular disease, associated risk
factors, and risk of dementia: An umbrella review of meta-analyses. Frontiers
in epidemiology. 2023;3:1095236. doi:10.3389/ fepid.2023.1095236

Larsson SC, Markus HS. Does Treating Vascular Risk Factors Prevent
Dementia and Alzheimer’s Disease? A Systematic Review and Meta-Analysis.
Journal of Alzheimer’s disease : JAD. 2018;64(2):657-668. doi:10.3233/jad-
180288

Gardener H, Wright CB, Dong C, et al. Ideal Cardiovascular Health and
Cognitive Aging in the Northern Manhattan Study. Journal of the American
Heart Association. Mar 16 2016;5(3):¢002731. doi:10.1161/jaha.115.002731

Chen Y, Qin J, Tao L, et al. Effects of Tai Chi Chuan on Cognitive Function
in Adults 60 Years or Older With Type 2 Diabetes and Mild Cognitive
Impairment in China: A Randomized Clinical Trial. JAMA network open. Apr
32023;6(4):237004. doi:10.1001/jamanetworkopen.2023.7004

Ngandu T, Lehtisalo J, Solomon A, et al. A 2 year multidomain intervention of
diet, exercise, cognitive training, and vascular risk monitoring versus control
to prevent cognitive decline in at-risk elderly people (FINGER): a randomised
controlled trial. Lancet (London, England). Jun 6 2015;385(9984):2255-63.
doi:10.1016/50140-6736(15)60461-5

Matz K, Teuschl Y, Firlinger B, et al. Multidomain Lifestyle Interventions for
the Prevention of Cognitive Decline After Ischemic Stroke: Randomized Trial.
Stroke. Oct 2015;46(10):2874-80. d0i:10.1161/ strokeaha.115.009992

Lipnicki DM, Makkar SR, Crawford JD, et al. Determinants of cognitive
performance and decline in 20 diverse ethno-regional groups: A COSMIC
collaboration cohort study. PLoS medicine. Jul 2019;16(7):e1002853.
doi:10.1371/journal. pmed.1002853

Pankratz VS, Roberts RO, Mielke MM, et al. Predicting the risk of mild
cognitive impairment in the Mayo Clinic Study of Aging. Neurology. Apr 7
2015;84(14):1433-42. doi:10.1212/ wn1.0000000000001437

Ma F, Wu T, Zhao ], et al. Prevalence of Mild Cognitive Impairment and
Its Subtypes among Chinese Older Adults: Role of Vascular Risk
Factors. Dementia and geriatric cognitive disorders. 2016;41(5-6):261-72.
doi:10.1159/000446507

Vangen-Lonne AM, Ueda P, Gulayin P, Wilsgaard T, Mathiesen EB, Danaei
G. Hypothetical interventions to prevent stroke: an application of the
parametric g-formula to a healthy middle-aged population. European journal
of epidemiology. Jun 2018;33(6):557-566. doi:10.1007 / s10654-017-0344-x
Sperling RA, Aisen PS, Beckett LA, et al. Toward defining the preclinical
stages of Alzheimer’s disease: recommendations from the National Institute
on Aging-Alzheimer’s Association workgroups on diagnostic guidelines for
Alzheimer’s disease. Alzheimer’s & dementia : the journal of the Alzheimer’s
Association. May 2011;7(3):280-92. doi:10.1016/jjalz.2011.03.003

Zhou Z, Cai L, Fu ], Han Y, Fang Y. Hypothetical Interventions on Risk Factors
for Cognitive Impairment among Chinese Older Adults: An Application of the
Parametric G-Formula. International journal of environmental research and
public health. Feb 6 2020;17(3)d0i:10.3390/ jjerph17031021

Robins J. A new approach to causal inference in mortality studies with a
sustained exposure period—application to control of the healthy worker
survivor effect. Mathematical Modelling. 1986;7(9-12):1393-1512. doi:https:/ /
doi.org/10.1016/0270-0255(86)90088-6

Nascimento GG, Peres MA, Mittinty MN, et al. Diet-Induced Overweight and
Obesity and Periodontitis Risk: An Application of the Parametric G-Formula
in the 1982 Pelotas Birth Cohort. American journal of epidemiology. Mar 15
2017;185(6):442-451. doi:10.1093/ aje / kww187

Zhang N, Wang C, Li Y, Chen F, Yan P. Hypothetical interventions on risk
factors for depression among middle-aged and older community-dwellers
in China: An application of the parametric g-formula in a longitudinal
study. Journal of affective disorders. Apr 14 2023;327:355-361. doi:10.1016/j.
jad.2023.01.113

Ren J, Li G, Zhang L, Zhang N, Ren J. Hypothetical Interventions for Falls
Among Older Adults: An Application of the Parametric G-Formula. Frontiers
in medicine. 2021;8:732136. d0i:10.3389 / fmed.2021.732136

Lv YB, Gao X, Yin ZX, et al. Revisiting the association of blood pressure with



JPAD - Volume

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

mortality in oldest old people in China: community based, longitudinal
prospective study. BMJ (Clinical research ed). Jun 5 2018;361:k2158.
d0i:10.1136 /bm;j.k2158

Liang F, Fu J, Turner-McGrievy G, et al. Association of Body Mass Index
and Plant-Based Diet with Cognitive Impairment among Older Chinese
Adults: A Prospective, Nationwide Cohort Study. Nutrients. Jul 29 2022;14(15)
d0i:10.3390/nu14153132

Du ], Zhu G, Yue Y, Liu M, He Y. Blood pressure and hypertension prevalence
among oldest-old in China for 16year: based on CLHLS. BMC geriatrics. Sep 9
2019;19(1):248. doi:10.1186 /512877-019-1262-4

Han X, Jiang Z, Li Y, et al. Sex disparities in cardiovascular health metrics
among rural-dwelling older adults in China: a population-based study. BMC
geriatrics. Mar 4 2021;21(1):158. doi:10.1186 / s12877-021-02116-x

CN S. Dietary guidelines for Chinese residents 2016. People’s Health
Publishing House. 2016;

Jin X, He W, Zhang Y, et al. Association of APOE &4 genotype and lifestyle
with cognitive function among Chinese adults aged 80 years and older: A
cross-sectional study. PLoS medicine. Jun 2021;18(6):e1003597. doi:10.1371/
journal.pmed.1003597

Cho S, Yang PS, Kim D, et al. Association of cardiovascular health with the
risk of dementia in older adults. Scientific reports. Sep 19 2022;12(1):15673.
doi:10.1038 / s41598-022-20072-3

Lou Y, Irakoze S, Huang S, et al. Association of social participation and
psychological resilience with adverse cognitive outcomes among older
Chinese adults: A national longitudinal study. Journal of affective disorders.
Apr 14 2023;327:54-63. d0i:10.1016 /jjad.2023.01.112

Jankovi¢ J, Davidovi¢ M, Bjegovié-Mikanovi¢ V, Jankovié¢ S. Status of
cardiovascular health in the Republic of Serbia: Results from the National
Health Survey. PloS one. 2019;14(3):e0214505. d0i:10.1371/journal.
pone.0214505

Fan Z, Lv X, Tu L, Zhang M, Yu X, Wang H. Reduced social activities and
networks, but not social support, are associated with cognitive decline among
older chinese adults: A prospective study. Social science & medicine (1982).
Nov 2021;289:114423. d0i:10.1016 /j.socscimed.2021.114423

Zhang Q, Wu Y, Han T, Liu E. Changes in Cognitive Function and Risk Factors
for Cognitive Impairment of the Elderly in China: 2005-2014. International
journal of environmental research and public health. Aug 9 2019;16(16)
doi:10.3390/ijerph16162847

Nagin DS. Group-based trajectory modeling: an overview. Annals of nutrition
& metabolism. 2014;65(2-3):205-10. doi:10.1159 /000360229

Jones BL, Nagin DS. A Note on a Stata Plugin for Estimating Group-based
Trajectory Models. 2013;42(4):608-613. doi:10.1177/0049124113503141

Daniel RJA, Statistics D. gformula: Estimating causal effects in the presence of
time-varying confounding or mediation. 2012;

Yu L, Boyle PA, Segawa E, et al. Residual decline in cognition after
adjustment for common neuropathologic conditions. Neuropsychology. May
2015;29(3):335-43. doi:10.1037 /neu0000159

Wang T. LY, Wang Y., Zhong Y. The trajectory analysis of cognitive function
changes in middle-aged and elderly people based on the latent growth
mixture model. Chin J Prev Contr Chronic Dis. 2022;30(11):801-805.

Koepsell TD, Monsell SE. Reversion from mild cognitive impairment to
normal or near-normal cognition: risk factors and prognosis. Neurology. Oct 9
2012;79(15):1591-8. doi:10.1212/ WNL.0b013e31826€26b7

Garcia-Esquinas E, Ortold R, Lara E, et al. Objectively measured secondhand
tobacco smoke and cognitive impairment in disability-free older adults.
Environmental research. Sep 2022;212(Pt D):113352. doi:10.1016/j.
envres.2022.113352

Coelho-Junior HJ, Trichopoulou A, Panza F. Cross-sectional and longitudinal
associations between adherence to Mediterranean diet with physical
performance and cognitive function in older adults: A systematic review and
meta-analysis. Ageing research reviews. Sep 2021;70:101395. doi:10.1016/j.
arr.2021.101395

11

45.

46.

47.

48.

49.

50.

51.

53.

54.

55.

56.

57.

59.

60.

Lee HJ, Suh B, Yoo TG, Lee H, Shin DW. Trends in Cardiovascular Health
Metrics among Korean Adults. Korean journal of family medicine. Nov
2013;34(6):403-12. doi:10.4082 / kjfm.2013.34.6.403

Lodi S, Sharma S, Lundgren JD, et al. The per-protocol effect of immediate
versus deferred antiretroviral therapy initiation. AIDS (London, England).
Nov 13 2016;30(17):2659-2663. doi:10.1097 / qad.0000000000001243

Birdsill AC, Carlsson CM, Willette AA, et al. Low cerebral blood flow is
associated with lower memory function in metabolic syndrome. Obesity
(Silver Spring, Md). Jul 2013;21(7):1313-20. d0i:10.1002 / oby.20170

Meissner A, Garcia-Serrano AM, Vanherle L, et al. Alterations to Cerebral
Perfusion, Metabolite Profiles, and Neuronal Morphology in the
Hippocampus and Cortex of Male and Female Mice during Chronic Exposure
to a High-Salt Diet. International journal of molecular sciences. Dec 24
2022;24(1)d0i:10.3390/ijms24010300

Moretti R, Caruso P. Small Vessel Disease-Related Dementia: An Invalid
Neurovascular Coupling? International journal of molecular sciences. Feb 7
2020;21(3)d0i:10.3390/ijms21031095

Hwang D, Kim S, Choi H, et al. Calcium-Channel Blockers and Dementia Risk
in Older Adults- National Health Insurance Service - Senior Cohort (2002-
2013). Circulation journal : official journal of the Japanese Circulation Society.
Oct 25 2016;80(11):2336-2342. doi:10.1253 / circj.CJ-16-0692

Offer A, Arnold M, Clarke R, et al. Assessment of Vascular Event Prevention
and Cognitive Function Among Older Adults With Preexisting Vascular
Disease or Diabetes: A Secondary Analysis of 3 Randomized Clinical
Trials. JAMA network open. Mar 1 2019;2(3):e190223. do0i:10.1001/
jamanetworkopen.2019.0223

Ou YN, Tan CC, Shen XN, et al. Blood Pressure and Risks of Cognitive
Impairment and Dementia: A Systematic Review and Meta-Analysis of 209
Prospective Studies. Hypertension (Dallas, Tex : 1979). Jul 2020;76(1):217-225.
doi:10.1161/hypertensionaha.120.14993

Swan GE, Lessov-Schlaggar CN. The effects of tobacco smoke and nicotine
on cognition and the brain. Neuropsychology review. Sep 2007;17(3):259-73.
d0i:10.1007 / $11065-007-9035-9

Jacobsen LK, Pugh KR, Mencl WE, Gelernter J. C957T polymorphism of the
dopamine D2 receptor gene modulates the effect of nicotine on working
memory performance and cortical processing efficiency. Psychopharmacology.
Nov 2006;188(4):530-40. d0i:10.1007 / s00213-006-0469-1

Chou CY, Chou YC, Chou Y], Yang YF, Huang N. Statin use and incident
dementia: a nationwide cohort study of Taiwan. International journal of
cardiology. May 1 2014;173(2):305-10. doi:10.1016/j.ijcard.2014.03.018
Zissimopoulos JM, Barthold D, Brinton RD, Joyce G. Sex and Race Differences
in the Association Between Statin Use and the Incidence of Alzheimer Disease.
JAMA neurology. Feb 1 2017;74(2):225-232. d0i:10.1001 /jamaneurol.2016.3783
Awad N, Gagnon M, Messier C. The relationship between impaired
glucose tolerance, type 2 diabetes, and cognitive function. Journal of
clinical and experimental neuropsychology. Nov 2004;26(8):1044-80.
doi:10.1080/13803390490514875

Moheet A, Mangia S, Seaquist ER. Impact of diabetes on cognitive function
and brain structure. Annals of the New York Academy of Sciences. Sep
2015;1353:60-71. doi:10.1111 / nyas.12807

Kim M]J, Fritschi C. Relationships Between Cognitive Impairment and
Self-Management in Older Adults With Type 2 Diabetes: An Integrative
Review. Research in gerontological nursing. Mar-Apr 2021;14(2):104-112.
doi:10.3928/19404921-20201117-01

Yang L, Shao J, Bian Y, et al. Prevalence of type 2 diabetes mellitus among
inland residents in China (2000-2014): A meta-analysis. Journal of diabetes
investigation. Nov 2016;7(6):845-852. doi:10.1111 /jdi.12514

© The Authors 2024

How to cite this article: S. Huang, Z. Zhao, S. Wang, et al. Hypothetical
Interventions on Cardiovascular Health Metrics for Abnormal Cognitive
Aging: An Application of the Parametric g-formula in the CLHLS Cohort Study
with 12 Years Follow-Up. J Prev Alz Dis 2024; http:/ /dx.doi.org/10.14283/
jpad.2024.143




