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Abstract

Background and Objectives

Cardiovascular risk factors have a recently established association with cognitive decline and
dementia, yet most studies examine this association through cross-sectional data, precluding an
understanding of the longitudinal dynamics of such risk. The current study aims to explore how
the ongoing trajectory of cardiovascular risk affects subsequent dementia and memory decline
risk. We hypothesize that an accelerated, long-term accumulation of cardiovascular risk, as
determined by the Framingham Risk Score (FRS), will be more detrimental to cognitive and
dementia state outcomes than a stable cardiovascular risk.

Methods

We assessed an initially healthy, community-dwelling sample recruited from the prospective
cohort Betula study. Cardiovascular disease risk, as assessed by the FRS, episodic memory
performance, and dementia status were measured at each S-year time point (T) across 20 to 25
years. Analysis was performed with bayesian additive regression tree, a semiparametric
machine-learning method, applied herein as a multistate survival analysis method.

Results

Of the 1,244 participants, cardiovascular risk increased moderately over time in 60% of sample,
with observations of an accelerated increase in 18% of individuals and minimal change in 22% of
individuals. An accelerated, as opposed to a stable, cardiovascular risk trajectory predicted an
increased risk of developing Alzheimer disease dementia (average risk ratio [RR] 3.3-5.7, 95%
CI2.6-17.5at T2,1.9-6.7 at TS) or vascular dementia (average RR 3.3-4.1,95% CI 1.1-16.6 at
T2, 1.5-7.6 at TS) and was associated with an increased risk of memory decline (average RR
1.4-1.2,95% CI 1-1.9 at T2, 1-1.5 at TS). A stable cardiovascular risk trajectory appeared to
partially mitigate Alzheimer disease dementia risk for APOE €4 carriers.

Discussion

The findings of the current study show that the longitudinal, cumulative trajectory of cardio-
vascular risk is predictive of dementia risk and associated with the emergence of memory
decline. As a result, clinical practice may benefit from directing interventions at individuals with
accelerating cardiovascular risk.
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Glossary

AD = Alzheimer disease; ARR = absolute risk reduction; BART = bayesian additive regression tree; CVD = cardiovascular
disease; DSM-IV = Diagnostic and Statistical Manual of Mental Disorders, 4th edition; EM = episodic memory; FRS =
Framingham Risk Score; NNT = number needed to treat; RR = risk ratio; VaD = vascular dementia.

An estimated 40 to 50 million people currently live with de-
mentia, a number that is expected to rise 3-fold to 152 million
by 2050." Of these dementia cases, 60% to 80% are a result
of Alzheimer disease (AD), while ~10% are considered to
result from vascular insult.> Despite the extensive social and
economic burden of these diseases (the financial cost within
the United States has surpassed that of cancer and heart
diseases®), few treatment options exist, and no cures are
currently available.

While vascular dementia (VaD) de facto results from vascular
injury,* recent evidence has also implicated the role of car-
diovascular factors in the progression of AD. Notably, ~80%
of patients diagnosed with AD exhibit vascular pathology
when inspected at autopsy.® Other studies have shown altered
blood-brain barrier integrity,6 alterations in cerebral blood
flow,” increased blood pressure,8 and increased cerebrovas-
cular resistance.” It is also of note that in preclinical AD,
detectable changes in vasculature occur before the detection
of current standard AD biomarkers, p-amyloid and tau.'® In
line with these observations, the use of blood pressure med-
ication by hypertensive patients has been associated with a
reduction of dementia risk."" While there are likely multiple
routes by which the onset of dementia occurs, interventions
targeting a reduction of cardiovascular risk represent thus far
one of the most viable and promising strategies for preventing
dementia onset or progression.'” This is exemplified by the
declining incidence rate of dementia within industrialized
nations over the last few decades, suggested to be a result at
least partially of the successful long-term treatment of car-
diovascular disease (CVD)." Despite the strong links between
CVD risk and dementia, few studies have examined longitu-
dinal CVD risk in relation to cognitive decline and dementia.

The Framingham Risk Score (FRS) is a well-validated, mul-
tivariable risk function used to quantify the risk of a CVD
event occurring within a subsequent 10-year period.'* This
score has previously been found to be a significant predictor
of late-life cognitive decline’*** and dementia.*" Previous
investigations have typically assessed dementia incidence or
cognitive decline as a function of cross-sectional FRS value.”'
Such an approach may underestimate the role of CVD risk
for cognitive aging: CVD risk increases with age, and there
may be large individual differences in the accumulation of
risk factors over time.'> Following the accumulated change
of vascular risk is of particular importance because it more
closely captures the ongoing, summative nature of vascular
risk development. Understanding the impact of an evolving
temporal CVD risk could help guide clinical practice by
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elaborating the potential for mitigation of dementia risk via
interventions directed at CVD risk. Recent research has
shown that a longitudinal worsening of CVD risk is associ-
ated with midlife cognitive decline,”* and the worsening of
single CVD risk factors has been shown to be associated with
an increased dementia risk.>>*® However, few studies have
examined, or are equipped to examine, the relationship of
longitudinal changes in multiple CVD risk factors with
regard to cognitive variation and dementia. Consequently,
the current study aims to provide an understanding of the
impact of longitudinal, dynamic CVD risk for both dementia
incidence and episodic memory (EM) decline. This is ach-
ieved by using data from the Betula study, a longitudinal,
multicohort study of memory, aging, and dementia. CVD
risk, dementia status, and memory performance were mea-
sured at S-year time points across 20 to 25 years in a large
sample of healthy adults (n = 1,244; age 35-80 years at
baseline). We hypothesized that the longitudinal, accumu-
lated trajectory of CVD risk, as determined by the FRS, can
be divisible across the sample and that such divisions will
show differences in cognitive decline and dementia risk.
Specifically, we hypothesized that individuals with an ac-
celerated CVD risk will have a higher incidence of dementia
at older ages and a higher incidence of EM decline in midlife,
before the onset of dementia.

Methods

Study Design and Participants

The data reported in the present study were obtained from the
longitudinal, population-based Betula study, based in Umes3,
northern Sweden.”” Two samples, randomly sampled from the
population registry and recruited at 2 different time points (T),
were included (T1: 1988-1990; T2: 1993-1995). Data were
collected from participants in both samples at S-year intervals
across 25 and 20 years, respectively (Figure 1). At recruitment,
each sample consisted of 1,000 individuals each, with 10 groups
of 100 participants evenly distributed across age ranges (35-80
in sample 1 and 40-8S in sample 3) and even sex distributions
(detailed sample characteristics are shown in Table 1 and
provided in full elsewhere®”). A total of 1,244 participants who
had sufficient data and attended at least 2 time points were
included in the current work.

Standard Protocol Approvals, Registrations,
and Patient Consents

The Regional Ethical Vetting Board at Ume& University ap-
proved this study, and written informed consent was obtained
for all participants.
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Figure 1 Overview of Sample Size Over Test Sessions and Number of Participants Characterized as Having Accelerated,

Average, or Stable FRS Trajectories

™ T2 T3 T4 T5 T6
1988-1990 1993-1995 1998-2000 2003-2005 2008-2010 2013-2015
| [ | [ [ |
579 1,241 1,226 1,152 813 498
Accelerated: 109 219 220 209 136 86
Average: 361 750 735 689 488 311
Stable: 109 272 271 254 189 101

FRS = Framingham Risk Score.

Health and Cognitive Testing

At each S-year test session, participants underwent cognitive
testing, health examinations (e.g., blood pressure measure-
ments and collection of blood samples), interviews, and
completed lifestyle questionnaires. All tests were carried out
or guided by a licensed nurse. APOE €4 carrier status was
determined via PCR and dichotomized into carriers/
noncarriers of the €4 allele.””

Dementia diagnoses were determined through evaluation of
written and computerized medical records covering the time
span from recruitment to the end of the study period. Di-
agnoses were clinical and based on the DSM-IV criteria®®;
diagnosis of AD and/or VaD was therefore determined via
evaluation of what was considered the primary pathology

underlying the cognitive impairment. Medical, psychiatric,
and pharmacologic data from inpatient and outpatient care
were integrated, when available, in the dementia diagnosis
process. Brain imaging may have been available as part of a
participant’s external clinical assessments but was not imple-
mented within the study as a direct source of information
from which to guide the diagnosis procedure. Participants
who were found to have dementia at either the time of re-
cruitment or the first diagnostic follow-up were excluded from
the study. To increase diagnostic precision, follow-up as-
sessments with the computerized medical record system were
performed without the study physician having access to pre-
viously determined status with regard to dementia status,
subtype, and disease onset. In addition to the medical records,
the results from health and memory assessments were

Table 1 Characteristics for the Sample and for Groups With Accelerating, Average, and Stable CVD Risk Trajectories

CVD risk

Overall Accelerated Average Stable
Total, n 1,244 220 750 274
Age at inclusion (mean, SD), y 55+ 12 57 £112P 52412 60 + 13*P
Female, n (%) 697 (56) 61 (28) 398 (53) 238 (87)°
Education, mean + SD, y 11+4 10 + 42 12+4 11+ 42
APOE 4 genotype 27 (2) 21(1) 28 (3) 29 (2)
(homozygous), %
CVD events, % 54 5 51 57
Stroke events, % 13 15 11 15
Age at first CVD event, mean + SD, y 67 £13 64+ 11 61+12 69 + 12
Systolic blood pressure, mean + SD, mm Hg 142 + 22 151 +213P 139+ 19 136 + 20°
Blood pressure medication, % 52 773 51 38°
BMI, mean + SD, kg/m? 26+4 27 + 4%P 26+4 25 +4°
Diabetic, % 12 3220 9 3°
Smoker, % 36 482> 37 1720
Abbreviations: BMI = body mass index; CVD = cardiovascular disease.
Descriptive data are presented as frequencies unless specified.
@ Significant differences (after Bonferroni correction) for the accelerated and stable groups relative to the average group (p < 0.05).
b Significant differences for the accelerated and stable groups relative to each other (p < 0.05).
Neurology.org/N Neurology | Volume 98, Number 20 | May 17,2022
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Figure 2 CVD Risk (Percent Within a 10-Year Period) at Each 5-
Year Assessment Over 25 Years for Groups With Ac-
celerated, Average, and Stable CVD Risk Trajectories

100+ —— Accelerated
—— Average
—— Stable
80
< 60
4
i)
[a)]
G 404
20
0 T T T T )
0 5 10 15 20 25
Year after study inclusion
Shaded areas represent 95% credible intervals. CVD = cardiovascular
disease.

considered with regard to the diagnosis. Participants fulfilling
1 or several of the following criteria were considered high risk
and underwent more extensive evaluation: (1) low score on a
composite cognition and memory tests (>1.8 SDs below age-
based norms), (2) suspected dementia signs observed by the
staff conducting the health assessments and cognitive testing,
(3) Mini-Mental State Examination score <24 or a decline of
at least 3 points in the Mini-Mental State Examination score
relative to the prior testing occasion, or (4) a subjective sense

of memory impairment reported by the participant. Disease
onset was defined as the time at which the clinical symptoms
became sufficiently severe to interfere with social functioning
and activities of daily living. Individuals with cardiovascular
burden accompanied by neurologic signs and a fluctuating
course were diagnosed as having VaD. In some instances, a
mixed condition was evident; these cases were denoted de-
mentia not otherwise specified and were excluded from the
analysis (n = 11 at T6). The diagnosed AD dementia and VaD
cases all showed a progressive decline as evident by symptoms
attributable to AD dementia or VaD, respectively. Further-
more, patients exhibiting an unspecified condition or exhib-
iting long-term low cognitive capacity after trauma, stroke,
tumor, or subarachnoid hemorrhage were excluded from the
analysis.

An EM composite score was constructed from performance
on § tasks: (1) immediate free recall of visually and orally
presented short sentences, (2) delayed cued recall of nouns
from the previously presented sentences, (3) immediate free
recall of enacted sentences, (4) delayed cued recall of nouns
from the enacted sentences, and (5) immediate free recall of a
list of orally presented nouns. Each test has been described in
detail previously.”” Composite scores were constructed by
summation of performance on each task. The resulting scores
ranged from 0 to 76 (mean 35, SD 12), with a higher score
indicating better EM performance.

Cardiovascular Risk Trajectory Groups

CVD risk was assessed via the FRS,"* which is a tool widely
used in clinical settings to predict the likelihood of adverse
CVD events. We used the office-based version of the score,
which is computed from age, sex, systolic blood pressure,
blood pressure medication usage, body mass index, smoking
status, and diabetes diagnosis. These factors were aggregated

Figure 3 AD and VaD Incidence Across 25 Years in Older Individuals With Differing CVD Risk Trajectories
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Higher incidence of Alzheimer disease (AD) (A) and vascular dementia (VaD) (B) across 25 years in older individuals (=70 years of age at study inclusion) with
accelerated (n = 57) compared to stable (n = 92) and average (n = 94) cardiovascular disease risk trajectories. Shaded areas represent 95% credible intervals.
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Table 2 RR Results Across Time Points 2 Through 6 for Comparisons of Accelerated vs Stable and Average vs Stable

Groups
T2 T3 T4 5 T6

AD RR, 5.7 (2.6-17.5) 4.9 (2.4-12.0) 3.8(2.2-7.7) 3.4 (2.0-6.9) 3.3(1.9-6.7)
accelerated vs stable
AD RR, 3.1(1.3-8.9) 2.9(1.3-7.1) 2.5 (1.3-5.1) 2.4(1.2-4.4) 2.2(1.2-4.4)
average vs stable
AD RR, 4.2 (1.7-14.2) 3.5(1.5-9.7) 2.6 (1.4-5.7) 2.4(1.2-4.7) 23(1.1-4.7)
accelerated vs stable, APOE 4+
AD RR, 2.6 (1.2-7.6) 2.5(1.2-5.7) 2.0(1.2-4.2) 1.9 (1.1-3.5) 1.8 (1.0-3.5)
average vs stable, APOE g4+
AD RR, 7.0 (2.4-25.7) 6.2 (2.3-17.9) 4.9 (2.0-12.3) 4.3(1.6-(10.4) 4.1 (1.5-9.8)
accelerated vs stable,
APOE ¢4-
AD RR, 3.0(1.1-11.2) 2.9(1.1-8.8) 2.5 (1.0- (6.2) 2.4 (1.0- (5.3) 2.3(0.9-5.3)
average vs stable,
APOE ¢4-
VaD RR, 4.1 (1.1-16.6) 3.5(1.3-9.2) 3.4(1.5-7.5) 3.4(1.5-7.5) 3.3(1.5-7.6)
accelerated vs stable
VaD RR, 2.1(0.7-5.8) 2.0(0.7-4.5) 2.0(1.0-4.2) 2.0(1.0-4.2) 2.0(1.0-4.2)
average vs stable
EM decline RR, 1.4(1.0-1.9) 1.4(1.0-1.9) 1.4(1.0-1.8) 1.2(1.0-1.6) 1.2(1.0-1.5)
accelerated vs stable
EM decline RR, 1.2(0.9-1.4) 1.2(0.9-1.4) 1.2(1.0-1.4) 1.1 (1.0-1.3) 1.1(1.0-1.3)

average vs stable

Abbreviations: AD = Alzheimer disease; EM = episodic memory; RR = relative risk; VaD = vascular dementia.
Results for tests of AD using all participants >70 years of age and with subgroups of APOE ¢4+ and APOE e4- participants are shown, as well as tests of VaD and
EM decline. Numbers in parentheses show Cls. Significant elevated risk is determined as any RR value with Cls >1.

into a multivariable CVD risk score per individual according
to earlier descriptions'* that represents a probability of having
any form of CVD event within a 10-year period. Risk scores
were calculated at every time point. The average rate of CVD
change over time was analyzed with a linear model based on
the FRS values of up to S repeated time points over 20 to 25
years while accounting for nonignorable dropout with a pat-
tern mixture modeling approach.®® Participants with >2 FRS
values were classified as having average, accelerated, or stable
CVD risk trajectories in relation to their age and individual
baseline risk. Accelerated and stable CVD risks were defined
as rates of change >1 or <1 SD from the mean, respectively.
The average group showed a steady increase in FRS values,
reflecting the typical progression of CVD risk. For individuals
diagnosed with dementia, only FRS scores before diagnosis
were considered. On a group level, each FRS group had
similar average starting values (Figure 2).

Statistical Analysis

Bayesian additive regression tree (BART?") is a bayesian
machine learning method that combines ensemble learning
and semiparametric regression. BART can be implemented
for a variety of outcomes, including continuous, binary, and
time to event with right censoring. In this work, BART is used
to estimate multistate models, to impute missing covariates in
the FRS, and to estimate EM decline.

Neurology.org/N

BART was first used to impute the missing covariates in the
FRS score, assumed to be missing at random,*” with the ap-
proach described previously.*® Details of the procedure can be
found in the eMethods (links.lww.com/WNL/B894).

To characterize the association between dementia, mortality,
and CVD risk, we consider 2 multistate models.>* The first
model is the illness-death model in which each individual starts
in the healthy state and, depending on event, transitions to
either a state of dementia (AD dementia or VaD) or the final
state, death. An individual first diagnosed with dementia can
also transition to the final state of death. In the second model,
AD dementia and VaD were treated as 2 separate states. The
multistate model can be decoupled into a set of survival models,
fitting separate intensities to all permitted transitions with the
use of BART while making appropriate adjustments to the risk
set.’® BART was chosen because of its performance as a flexible
framework capable of modeling complex, nonlinear, and in-
teraction relationships of covariates when predicting or
explaining survival time (for a more complete primer on this
methodology, see reference 36). This extends to a capability in
handling nonproportional hazards (a requirement for other
models, including Cox regression analysis). Furthermore,
BART has been found to be more accurate than propensity
score matching, weighting, or regression adjustment in non-
linear scenarios (such as in the current analysis®’).

Neurology | Volume 98, Number 20 | May 17,2022
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Figure 4 AD Incidence for APOE e4- and APOE e4+ Participants With Differing CVD Risk Trajectories
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Incidence of Alzheimer disease (AD) is elevated in (A) APOE £4- (accelerated n = 39, average n = 62, stable n = 74) and (B) APOE &4+ participants (accelerated
n =18, average n = 32, stable n = 18) and highest in individuals with accelerated cardiovascular disease risk trajectories. Shaded areas represent 95% credible

intervals.

BART is used mainly for making predictions and does not
provide coefficient estimates. To overcome this, we imple-
ment a bayesian version of regression standardization®® to
study the association between CVD risk and dementia risk.
This involves estimating the BART survival models while
adjusting for covariates (age, sex, education, and APOE &4
status) and the FRS groups. When the model has been fitted,
we use Monte Carlo sampling and regression standardization
to estimate marginal measures of association, ie., sample
pseudodata (of size 10,000) for the baseline confounders for
each posterior sample of the parameters (using the approach
described in reference 39). Then, we use the BART model to
predict the survival function for the pseudodata separately for
each FRS group (treating FRS grouping as fixed). After this,
we average these predictions to produce standardized survival
functions for each posterior sample. Last, the standardized
survival functions for the FRS groups are contrasted to pro-
duce standardized (or marginal) measures of association, as
though the covariate distribution was the same in the groups.
These standardized measures are then used to provide in-
cidence rates for the events that occur (i.e., death, AD de-
mentia, VaD). The relationships of the incidence rates across
differing CVD risk trajectory groups are used to provide risk
ratios (RRs). A similar procedure is implemented to obtain
standardized measures for APOE €4, sex, and age groups
whereby we instead standardize over the observed distribu-
tion of the sample conditioning for that covariate. Because
dementia affects primarily older adults, analyses of dementia
incidence were performed on individuals who entered the
study at >70 years of age (n = 243). Similarly, because we
aimed to capture cognitive changes that occur before the
onset of dementia, the participants <70 years of age at study
inclusion were analyzed for EM changes. Samples from 1,000
of the standardized survival functions were used to obtain the
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target posterior distribution and to ensure negligible Monte
Carlo error. The chains were carefully monitored for con-
vergence and mixing via trace plots.

Implementation of BART for the analysis of cross-sectional
FRS values and for the prediction of EM decline is described
in the eMethods (links.lww.com/WNL/B894). Analyses
were conducted with R version 3.6.3 (R Foundation for Sta-
tistical Computing, Vienna, Austria).

Data Availability

Access to these original data is available on request from the
corresponding author and after approval by the Steering
Group of the Betula project (umu.se/en/betula).

Results

AD and VaD Across Different CVD Risk Groups

Seventy-eight individuals (6.3% of the sample) developed AD
dementia, and 39 (3.1%) developed VaD within the 20- to
25-year study time span. In older groups (>70 years of age at
inclusion, n = 243), 32% developed AD dementia and 16%
developed VaD. Only participants >65 years of age developed
dementia within this cohort. For AD dementia, the absolute
risk reduction (ARR) across the whole sample was 2.7% for
those in the average group relative to those in the accelerated
group, with a number needed to treat (NNT) of 37. Fur-
thermore, the ARR was 2.5% for those in the stable group
relative to those in the accelerated group, with an NNT of 40.
For VaD, also across the whole sample, both the average and
stable groups had an ARR of 3.4% compared to the acceler-
ated group and an NNT of 30 also for both comparisons. At
T3 (the point at which all participants recruited at T1 or T2
were asked to return), 1.5% of the sample dropped out. This

Neurology.org/N


http://links.lww.com/WNL/B894
http://neurology.org/n

Figure 5 Higher Incidence of EM Decline Events Across 25
Years in Younger Individuals (Aged 35-65 at Study
Inclusion) With Accelerated Compared to Stable
CVD Risk Trajectories
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Accelerated n = 163, average n = 656, stable n = 182. Shaded areas rep-

resent 95% credible intervals. CVD = cardiovascular disease; EM = episodic
memory.

was followed by 6% of the remaining sample at T4, 30% at T'S,
and 39% at T6.

Findings from the multistate model show that older adults who
had a subsequently stable CVD risk trajectory from study in-
clusion had a reduced likelihood of developing AD dementia or
VaD during the study period relative to participants with an
accelerated CVD risk trajectory (Figure 3). Detailed RRs are
presented in Table 2. The RR for those in the accelerated group
relative to the stable group ranged, on average, from 5.7 to 3.3
across the study time span for AD dementia (95% CI 2.6-17.5
at T2, 1.9-6.7 at TS; eFigure 1, linkslww.com/WNL/B894)
and from 4.1 to 3.3 across the study time span for VaD (95% CI
1.1-16.6 at T2, 1.5-7.6 at T’S; eFigure 2). Furthermore, those
with an average trajectory compared to those with a stable
trajectory were more likely to develop AD dementia, with an
RR ranging from 3.1 to 2.2 across the study time span (95% CI
1.3-8.9 at T2, 1.2-4.4 at TS). For VaD, the RR for participants
with an average trajectory relative to a stable trajectory ranged
from 2.1 to 2.0 across the study time span (95% CI 0.7-5.8 at
T2, 1.0-4.2 at TS).

Groupings of participants were also made and compared
according to FRS cutofts of <6%, 6% to 20%, and >20%. No
associations were found in relation to AD dementia with this
approach. Predictions of VaD outcome using baseline cutoffs
were revealed to be significant, with the high-risk group
(>20%) showing an increased incidence relative to the
medium-risk group (6%-20%) from T3 onward, with an av-
erage RR of 2.4 at T3 and 2.2 at TS (95% CI 1.0-7.2 at T3,

Neurology.org/N

1.0-5.8 at TS; eFigure 3, links.lww.com/WNL/B894). The
same split using the last available FRS values (i.e., S years
before a diagnosis) was not found to be a significant predictor
of AD dementia or VaD. No other significant differences were
found in comparisons of FRS groups split by cutoffs at either
baseline or with data from the last available time point. Sim-
ilarly, comparisons of groups split by tertile or quartile risk
level did not reveal any significant differences.

Due to the increased risk of AD dementia for APOE ¢4 car-
riers, we assessed potential interactions of carrier status with
regard to CVD risk trajectory (Figure 4). Both APOE €4+ and
APOE g4- participants who had a stable CVD risk trajectory
exhibited a reduced risk of developing AD dementia relative
to groups with accelerated trajectories, yet the risk was infla-
ted across all APOE g4+ participants. For APOE &4+ carriers,
the RR for those in the accelerated group relative to the stable
group was consistently elevated and ranged from 4.2 to 2.3
across the study time span (95% CI 1.7-14.2 at T2, 1.1-4.7 at
TS). Similarly, the RR ranged from 2.6 to 1.8 for the average
group relative to the stable group (95% CI 1.2-7.6 at T2,
1.0-3.5 at TS; eFigure 4, links.Iww.com/WNL/B894). The
RRs for the average and accelerated APOE g4+ participants
were significantly elevated relative to all APOE €4— partici-
pants, presumably as a result of elevated genetic and vascular
risk. Average APOE €4+ participants compared to accelerated
APOE g4~ participants had an RR of 2.3 to 2.5 (95% CI
1.1-5.5 at T2, 1.4-5.2 at TS), while accelerated APOE &4+
compared to accelerated APOE g4— participants showed an
RR of 5.0 to 4.7 (95% CI 2.7-10.1 at T2, 2.8-8.8 at TS).
However, the stable APOE g4+ participants did not show a
significantly increased risk relative to the accelerated APOE
e4— participants (RR of 0.9-1.3, 95% CI 0.3-2.5 at T2,
0.6-3.0at TS), suggesting that a degree of mitigation occurred
for those APOE €4+ participants. For APOE g4 participants,
the RR for those in the accelerated group relative to the stable
group ranged on average from 7.0 to 4.1 across the study time
span (95% CI 2.4-25.7 at T2, 1.5-9.8 at TS), while the RR for
the average group ranged from 3.0 to 2.3 relative to the stable
group across the study time span (95% CI 1.1-11.2 at T2,
0.9-5.3 at TS; eFigure 5).

Survival Across Different CVD Risk

Trajectory Groups

Because death is a competing risk for outcome in the elderly,
we also set out to investigate whether FRS trajectory is as-
sociated with survival either after or in the absence of de-
mentia (eFigure 6, links.Iww.com/WNL/B894). In total, 142
(11.2%) participants died within the study time span (40% of
adults >70 years of age at study inclusion). CVD risk trajec-
tory group was not found to be predictive of survival either in
the absence of dementia or after AD dementia. For VaD,
however, an accelerated CVD risk trajectory, relative to those
with an average trajectory, was found to predict a decreased
rate of survival after diagnosis, with an RR of 5.1 to 2.7 across
the study time span (95% CI 1.6-22.3 at year 0, 1.3-8.7 at
year 12).
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CVD Risk Trajectory Is Associated With Early
Manifestations of EM Decline

In total, 379 individuals (29.9% of the total sample) exhibited
relative EM decline during the observation period. Analysis
was carried out on those <65 years of age (i.e,, in the cohorts
<70 years of age) at study inclusion. The risk for EM decline
was increased in individuals with an accelerated CVD risk
trajectory relative to those with a stable risk trajectory
(Figure S), with an RR ranging from 1.4 to 1.2 across the
study time span (95% CI 1.0-1.9 at T2, 1.0-1.5 at TS). The
RR ranged from 1.2 to 1.1 for the average group relative to the
stable group (95% CI 0.9-1.4 at T2, 1.0-1.3 at T'S; eFigure 7,
links.Iww.com/WNL/B894).

Discussion

The findings of the current study suggest that the relative tra-
jectory of CVD risk is a significant component in determining
the risk of developing dementia in late life and is associated with
midlife EM decline in a healthy sample at inclusion. Our
findings are complementary to previous research showing an
association between longitudinal CVD risk and pathologic
cognitive decline yet provide a more dynamic view of this
process via a contrasting methodologic approach.”'** The
study classifies temporal CVD risk using an analysis of longi-
tudinal data, and links it to both cognitive decline and dementia
incidence within the same cohort. These results point to the
significance of accumulated vascular risk in relation to healthy
brain aging and promote the importance of continual CVD risk
observation to allow mitigation via medical treatment or in-
terventions focused on increasing cardiovascular health.*’

The FRS is well validated and easily accessed'* and has for this
reason been widely used in research and in clinical practice to
predict future CVD risk. Several risk parameters were elevated for
the group with an accelerating CVD risk, indicating that such
acceleration may arise from an accumulation of damage from a
combination of risk factors over time.*' While the degree of in-
fluence of single risk factors on dementia risk may vary across
individuals, addressing a combination of modifiable factors is cur-
rently suggested to be the best approach for mitigating or pre-
venting the onset of dementia.** Therefore, assessment of CVD
profiles, rather than single risk factors, is encouraged to capture a

comprehensive state of CVD-related dementia risk.! 7234

FRS values are elevated by aging alone; hence, active sup-
pression of the modifiable variables of the FRS (i.e., reduction
of blood pressure or body mass index or smoking cessation)
would have to take place to maintain a stable CVD risk tra-
jectory. Furthermore, because the cross-sectional FRS values
offered less predictive utility for survival or dementia out-
comes, it is suggested that the relative accrual of multiple risk
factors plays a larger part in determining outcome than
standalone measurements. An interesting finding is that, de-
spite the strong role of APOE €4 in AD risk and the relatively
increased proportion of APOE &4+ participants in the stable
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CVD risk group compared to the accelerated risk group, the
proportion of participants developing AD was still signifi-
cantly lower in the stable CVD risk group. This points toward
the importance of maintaining a stable CVD risk even in the
presence of increased genetic risk.

The pathologic processes culminating in dementia take place
across several years before symptomatic manifestation (such as
EM decline).* Of the multitude of factors likely modulating
this process, vascular changes are among the first'® and have
consistently been linked to cognitive decline across the lifespan.
EM decline, while showing marked interindividual variation in
the rate and pattern of change, is strongly associated with later
AD incidence.** In particular, early and rapidly declining EM
performance is associated with the transition to an AD state.””
Similar EM deficits are found in individuals with VaD; however,
the degree of impairment is generally lower than in AD.* The
FRS trajectories within the current study are shown to predict
the transition from healthy to a dementia state and are asso-
ciated with EM decline events at earlier ages. This suggests a
chain of events whereby increased CVD risk leads to EM de-
cline and ultimately dementia.

Limitations of the current research include the potential for
misclassification of AD and VaD cases. While the diagnosis
procedure used all resources available within the study
framework (detailed above), this did not include neuro-
imaging or biomarker assessment as part of the standard di-
agnostic procedure. As a result, diagnoses of AD and VaD
reflect the primary pathology as defined per the DSM-IV
criteria and are not necessarily made with absolute certainty.
In light of this, the RRs for both investigated forms of de-
mentia, while significantly increased in a similar manner,
should be treated with caution. However, given the similarity
in results for AD and VaD, our findings likely present a gen-
eralized increased risk for all-cause dementia. Limitations also
include the inability to firmly determine whether the sequence
of EM decline leading to dementia is initiated by an acceler-
ated FRS trajectory. Furthermore, while the current study
focuses on the involvement of cardiovascular risk in the
emergence of cognitive decline and dementia, we cannot rule
out that other factors can influence the outcome. For example,
tau deposition in the brain has recently been highlighted as a
potential mediator of brain atrophy and cognitive decline
related to vascular risk.*® Because the current study was not
able to incorporate data regarding protein deposition (such as
B-amyloid or tau), we are not able to entirely exclude the
possibility of such a mediating factor. However, previous re-
search has thus far not been able to establish a causal direction
of such mediating factors. Furthermore, a large data-driven
analysis has suggested that vascular factors influencing AD
risk arise before the emergence of abnormal protein accu-
mulation, raising the possibility that the apparent mediation
arises as a result of early vascular risk."” While the exact
mechanisms underlying a potential association between early
vascular risk and tau or B-amyloid deposition remain to be
elucidated, both cerebral hypoperfusion and blood-brain
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barrier degradation have been found to be associated with
vascular risk factors (e.g., hypertension, diabetes, and obesity)
and to emerge independently of tau biomarker abnormalities
in patients with AD. 8

Previous research implicates the importance of maintaining
vascular health throughout life as a protective measure against
both emergent dementia and cognitive decline, particularly with
regard to mechanistic damage (e.g, lesions, infarcts, microbleeds,
and reduced blood-brain barrier integrity), which can be irre-
versible and can elicit further damage.**** Hippocampal in-
tegrity (which is degraded within AD) has been shown to be
particularly sensitive to vascular stress and critical for EM func-
tion.* Such a mechanism may thus serve as a potential mediator
of CVD risk and cognitive decline, with vascular stress negatively
affecting brain reserve, leading to variable cognitive outcomes
downstream of that. The link between low CVD risk and pre-
served EM may reflect increased brain maintenance within that
subgroup, manifested as reduced vascular neuropathology such
as fewer lesions and lower perfusion.*

Our results indicate that cardiovascular-associated dementia
risk likely results from the dynamic progression of combina-
torial effects rather than static risk factors. Future research
may benefit from further exploring how longitudinal CVD
risk affects the accumulation of neuropathology.

Acknowledgment

The authors express their sincere gratitude to Rolf Adolfsson
for his contributions in diagnosing participants throughout
the study. They also thank the participants and site staff who

Appendix (continued)

Name Location Contribution
Maria Umea Center for Functional Drafting/revision of the
Josefsson, Brain Imaging, Umea manuscript for content,
PhD University; Center for including medical writing
Demographic and Aging for content; analysis or
Research, Umea University; interpretation of data
Department of Statistics,
Umea School of Business,
Economics and Statistics,
Umea University, Sweden
Anders Umea Center for Functional Drafting/revision of the
Wahlin, PhAD  Brain Imaging, Umea manuscript for content,

University; Department of
Radiation Sciences,
Radiation Physics, Umea
University, Sweden

including medical writing
for content; study concept
or design

Lars Nyberg,

PhD

Umea Center for Functional
Brain Imaging, Umea
University; Department of
Integrative Medical Biology
and Department of
Radiation Sciences,
Diagnostic Radiology, Umea
University, Sweden

Drafting/revision of the
manuscript for content,
including medical writing
for content; major role in
the acquisition of data

Nina Karalija,

Umea Center for Functional

Drafting/revision of the

PhD Brain Imaging, Umea manuscript for content,
University; Department of  including medical writing
Radiation Sciences, for content; study concept
Diagnostic Radiology, Umea or design; analysis or
University, Sweden interpretation of data
References

1.

Patterson C. World Alzheimer Report 2018 the State of the Art of Dementia Research:
New Frontiers. Accessed January 29, 2021. alz.co.uk/research/WorldAlzheimerRe-

port2018.pdf

contributed to this study.

Study Funding

This work was funded by the Swedish Brain Foundation, Knut
and Alice Wallenberg foundation, and the Swedish Founda-

tion for Humanities and Social Sciences P17-0196:1.

Disclosure

The authors report no disclosures relevant to the manuscript.

Go to Neurology.org/N for full disclosures.

Publication History

Received by Neurology July 2, 2021. Accepted in final form
February 4, 2022. Submitted and externally peer reviewed. The handling
editors were Rawan Tarawneh, MD, and Brad Worrall, MD, MSc,

FAAN.

Appendix Authors

Name Location Contribution
Bryn Umea Center for Functional Drafting/revision of the
Farnsworth Brain Imaging, Umea manuscript for content,
von University; Department of  including medical writing
Cederwald, Integrative Medical Biology, for content; study concept
PhD Umea University, Sweden or design; analysis or
interpretation of data
Neurology.org/N

2. 2021 Alzheimer’s disease facts and figures. Alzheimers Dement. 2021;17(3):327-406.

3. Hurd MD, Martorell P, Delavande A, Mullen KJ, Langa KM. Monetary costs of
dementia in the United States. N Engl ] Med. 2013;368(14):1326-1334.

4. Sundboll J, Horvath-Puho E, Adelborg K, et al. Higher risk of vascular dementia in
myocardial infarction survivors. Circulation. 2018;137(6):567-577.

S. Toledo JB, Arnold SE, Raible K, et al. Contribution of cerebrovascular disease in
autopsy confirmed neurodegenerative disease cases in the National Alzheimer’s
Coordinating Centre. Brain. 2013;136(pt 9):2697-2706.

6. Montagne A, Nation DA, Sagare AP, et al. APOE4 leads to blood-brain barrier
dysfunction predicting cognitive decline. Nature. 2020;581(7806):71-76.

7. Dai WY, Lopez OL, Carmichael OT, Becker JT, Kuller LH, Gach HM. Mild cognitive
impairment and Alzheimer disease: patterns of altered cerebral blood flow at MR
imaging. Radiology. 2009;250(3):856-866.

8. Skoog I, Lernfelt B, Landahl S, et al. 15-Year longitudinal study of blood pressure and
dementia. Lancet. 1996;347(9009):1141-1145.

9. Yew B, Nation DA; Alzheimer’s Disease Neuroimaging Initiative. Cerebrovascular
resistance: effects on cognitive decline, cortical atrophy, and progression to dementia.
Brain. 2017;140(7):1987-2001.

10.  Iturria-Medina Y, Sotero RC, Toussaint PJ, Mateos-Perez JM, Evans AC; Alzheimer’s
Disease Neuroimaging Initiative. Early role of vascular dysregulation on late-onset
Alzheimer’s disease based on multifactorial data-driven analysis. Nat Commun. 2016;
7:11934.

11.  Ding]J, Davis-Plourde KL, Sedaghat S, et al. Antihypertensive medications and risk for
incident dementia and Alzheimer’s disease: a meta-analysis of individual participant
data from prospective cohort studies. Lancet Neurol. 2020;19(1):61-70.

12. Hachinski V, Einhaupl K, Ganten D, et al. Preventing dementia by preventing stroke:
the Berlin Manifesto. Alzheimers Dement. 2019;15(7):961-984.

13.  Sposato LA, Kapral MK, Fang J, et al. Declining incidence of stroke and dementia:
coincidence or prevention opportunity?. JAMA Neurol. 2015;72(12):1529-1531.

14.  D’Agostino RB, Vasan RS, Pencina MJ, et al. General cardiovascular risk profile for use
in primary care: the Framingham Heart Study. Circulation. 2008;117(6):743-753.

15.  Kaffashian S, Dugravot A, Nabi H, et al. Predictive utility of the Framingham general
cardiovascular disease risk profile for cognitive function: evidence from the Whitehall
11 Study. Eur Heart . 2011;32(18):2326-2332.

16.  Rabin JS, Schultz AP, Hedden T, et al. Interactive associations of vascular risk and
beta-amyloid burden with cognitive decline in clinically normal elderly individuals
findings from the Harvard Aging Brain Study. JAMA Neurol. 2018;75(9):
1124-1131.

Neurology | Volume 98, Number 20 | May 17,2022

e2021


http://n.neurology.org/lookup/doi/10.1212/WNL.0000000000200255
http://alz.co.uk/research/WorldAlzheimerReport2018.pdf
http://alz.co.uk/research/WorldAlzheimerReport2018.pdf
http://neurology.org/n

e2022

17.

18.

19.
20.
21.

22.

23.

24.

2S.

26.

27.

28.
29.

30.
31

32.
33.

Neurology | Volume 98, Number 20 |

Song RX, Xu H, Dintica CS, et al. Associations between cardiovascular risk, structural
brain changes, and cognitive decline. ] Am Coll Cardiol. 2020;75(20):2525-2534.
‘Wang R, Fratiglioni L, Kalpouzos G, et al. Mixed brain lesions mediate the association
between cardiovascular risk burden and cognitive decline in old age: a population-
based study. Alzheimers Demen. 2017;13(3):247-256.

Viticchi G, Falsetti L, Buratti L, et al. Framingham Risk Score can predict cognitive
decline progression in Alzheimer’s disease. Neurobiol Aging. 2015;36(11):2940-2945.
Samieri C, Perier MC, Gaye B, et al. Association of cardiovascular health level in older
age with cognitive decline and incident dementia. JAMA. 2018;320(7):657-664.
Viticchi G, Falsetti L, Buratti L, et al. Framingham Risk Score and the risk of progression
from mild cognitive impairment to dementia. | Alzheimers Dis. 2017;59(1):67-75.
Rovio SP, Pahkala K, Nevalainen J, et al. Cardiovascular risk factors from childhood
and midlife cognitive performance: the Young Finns Study. ] Am Coll Cardiol. 2017;
69(18):2279-2289.

Yaffe K, Bahorik AL, Hoang TD, et al. Cardiovascular risk factors and accelerated
cognitive decline in midlife: the CARDIA Study. Neurology. 2020;95(7):e839-¢846.
Hakala JO, Pahkala K, Juonala M, et al. Cardiovascular risk factor trajectories since
childhood and cognitive performance in midlife: the cardiovascular risk in Young
Finns Study. Circulation. 2021;143(20):1949-1961.

Qiu C, von Strauss E, Winblad B, Fratiglioni L. Decline in blood pressure over time
and risk of dementia: a longitudinal study from the Kungsholmen project. Stroke.
2004;35(8):1810-1815.

‘Wagner M, Helmer C, Tzourio C, Berr C, Proust-Lima C, Samieri C. Evaluation of the
concurrent trajectories of cardiometabolic risk factors in the 14 years before dementia.
JAMA Psychiatry. 2018;75(10):1033-1042.

Nyberg L, Boraxbekk CJ, Sorman DE, et al. Biological and environmental predictors
of heterogeneity in neurocognitive ageing: evidence from Betula and other longitu-
dinal studies. Ageing Res Rev. 2020;64:101184.

Diagnostic and Statistical Manual of Mental Disorders: DSM-IV. 4th ed. American
Psychiatric Association; 1994.

Nilsson LG, Backman L, Erngrund K, et al. The Betula Prospective Cohort Study:
memory, health and aging. Aging Neuropsychol Cogn. 1997;4(1):1-32.

Josefsson M, de Luna X, Pudas S, Nilsson LG, Nyberg L. Genetic and lifestyle
predictors of 15-year longitudinal change in episodic memory. ] Am Geriatr Soc. 2012;
60(12):2308-2312.

Chipman HA, George EI, McCulloch RE. BART: bayesian additive regression trees.
Ann Appl Stat. 2010;4(1):266-298.

Rubin DB. Inference and missing data. Biometrika. 1976;63(3):581-590.

Xu D, Daniels MJ, Winterstein AG. Sequential BART for imputation of missing
covariates. Biostatistics. 2016;17(3):589-602.

May 17, 2022

34.

3s.

36.

37.

38.

39.

40.

41.

42.

43.

44.

4S.

46.

47.

48.

49.

S0.

Josefsson M, Sundstrom A, Pudas S, Nordin Adolfsson A, Nyberg L, Adolfsson R.
Memory profiles predict dementia over 23-28 years in normal but not successful
aging. Int Psychogeriatr. Epub 2019 Nov 25.

Meira-Machado L, de Una-Alvarez J, Cadarso-Suarez C, Andersen PK. Multi-state
models for the analysis of time-to-event data. Stat Methods Med Res. 2009;18(2):
195-222.

Sparapani RA, Logan BR, McCulloch RE, Laud PW. Nonparametric survival
analysis using bayesian additive regression trees (BART). Stat Med. 2016;
35(16):2741-2753.

Hill JL. Bayesian nonparametric modeling for causal inference. ] Comput Graph Stat.
2011;20(1):217-240.

Rothman KJ, Greenland S, Lash TL, editors. Modern Epidemiology, 3rd ed. Lippincott
Williams & Wilkins; 2008.

Josefsson M, Daniels MJ. Bayesian semi-parametric G-computation for causal in-
ference in a cohort study with MNAR dropout and death. ] R Stat Soc Ser C Appl Stat.
2021;70(2):398-414.

Burns JM, Cronk BB, Anderson HS, et al. Cardiorespiratory fitness and brain atrophy
in early Alzheimer disease. Neurology. 2008;71(3):210-216.

Song X, Mitnitski A, Rockwood K. Nontraditional risk factors combine to predict
Alzheimer disease and dementia. Neurology. 2011;77(3):227-234.

Barnes DE, Yaffe K. The projected effect of risk factor reduction on Alzheimer’s
disease prevalence. Lancet Neurol. 2011;10(9):819-828.

Ashford JW, Schmitt FA. Modeling the time-course of Alzheimer dementia. Curr
Psychiatry Rep. 2001;3(1):20-28.

Backman L, Small BJ, Fratiglioni L. Stability of the preclinical episodic memory deficit
in Alzheimer’s disease. Brain. 2001;124:96-102.

Graham NL, Emery T, Hodges JR. Distinctive cognitive profiles in Alzheimer’s
disease and subcortical vascular dementia. ] Neurol Neurosurg Psychiatry. 2004;
75(1):61-71.

Hu H, Meng L, Bi YL, et al. Tau pathologies mediate the association of blood pressure
with cognitive impairment in adults without dementia: the CABLE study. Alzheimers
Dement. 2022;18(1):53-64.

Montagne A, Barnes SR, Sweeney MD, et al. Blood-brain barrier breakdown in the
aging human hippocampus. Neuron. 2015;85(2):296-302.

Binnewijzend MA, Benedictus MR, Kuijer JP, et al. Cerebral perfusion in the pre-
dementia stages of Alzheimer’s disease. Eur Radiol. 2016;26(2):506-514.

Wahlin A, Nyberg L. At the heart of cognitive functioning in aging. Trends Cogn Sci.
2019;23(9):717-720.

Nyberg L, Lovden M, Riklund K, Lindenberger U, Backman L. Memory aging and
brain maintenance. Trends Cogn Sci. 2012;16(5):292-305.

Neurology.org/N


http://neurology.org/n

Neurology

Association of Cardiovascular Risk Trajectory With Cognitive Decline and I ncident
Dementia
Bryn Farnsworth von Cederwald, Maria Josefsson, Anders Wahlin, et al.
Neurology 2022;98;e2013-e2022 Published Online before print April 20, 2022
DOI 10.1212/WNL.0000000000200255

Thisinformation iscurrent as of April 20, 2022

Updated Information & including high resolution figures, can be found at:
Services http://n.neurol ogy.org/content/98/20/€2013.full
References This article cites 46 articles, 8 of which you can access for free at:

http://n.neurol ogy.org/content/98/20/€2013.ful l#ref-list-1

Subspecialty Collections This article, along with others on similar topics, appearsin the
following collection(s):
Alzheimer disease
http://n.neurology.org/cgi/collection/alzheimers _disease
Cardiac
http://n.neurology.org/cgi/collection/cardiac
Cognitive aging
http://n.neurol ogy.org/cgi/collection/cognitive_aging
Memory
http://n.neurology .org/cgi/collection/memory
Vascular dementia
http://n.neurology.org/cgi/collection/vascular_dementia

Permissions & Licensing Information about reproducing this article in parts (figures,tables) or in
its entirety can be found online at:
http://www.neurol ogy.org/about/about_the_journal#permissions

Reprints Information about ordering reprints can be found online:
http://n.neurol ogy.org/subscribers/advertise

Neurology ® isthe official journa of the American Academy of Neurology. Published continuously since
1951, it isnow aweekly with 48 issues per year. Copyright Copyright © 2022 The Author(s). Published by
Wolters Kluwer Health, Inc. on behalf of the American Academy of Neurology.. All rights reserved. Print
ISSN: 0028-3878. Online ISSN: 1526-632X.

AMERICAN ACADEMY OF

NEUROLOGY.



http://n.neurology.org/content/98/20/e2013.full
http://n.neurology.org/content/98/20/e2013.full#ref-list-1
http://n.neurology.org/cgi/collection/alzheimers_disease
http://n.neurology.org/cgi/collection/cardiac
http://n.neurology.org/cgi/collection/cognitive_aging
http://n.neurology.org/cgi/collection/memory
http://n.neurology.org/cgi/collection/vascular_dementia
http://www.neurology.org/about/about_the_journal#permissions
http://n.neurology.org/subscribers/advertise

