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Abstract

Background—Discovering patterns of cognitive domains and characterizing how these patterns
associate with other risk factors and biomarkers can improve our understanding of the
determinants of cognitive aging.

Objective—To discover patterns of cognitive domains using neuropsychological test results in
Long Life Family Study (LLFS) and characterize how these patterns associate with aging markers.

Methods—5086 LLFS participants were administered neuropsychological tests at enroliment.
We performed a cluster analysis of six baseline neuropsychological test scores and tested

the association between the identified clusters and various clinical variables, biomarkers, and
polygenic risk scores using generalized estimating equations and the Chi-square test. We used
Cox regression to correlate the clusters with the hazard of various medical events. We investigated
whether the cluster information could enhance the prediction of cognitive decline using Bayesian
beta regression.
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Results—We identified 12 clusters with different cognitive signatures that represent profiles of
performance across multiple neuropsychological tests. These signatures significantly correlated
with 26 variables including polygenic risk scores, physical and pulmonary functions, and blood
biomarkers and were associated with the hazard of mortality (p-value=<0.01), CVD (p-value =
0.03), dementia (p-value = 0.01), and skin cancer (p-value = 0.03).

Conclusions—The identified cognitive signatures capture multiple domains simultaneously and
provide a holistic vision of cognitive function, showing that different patterns of cognitive function
can coexist in aging individuals. Such patterns can be used for clinical intervention and primary

care.
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Introduction

Cognitive change as a normal process of aging has been well documented in the scientific
literature [1, 2]. At an older age, maintaining good cognitive function is critical for
functional independence and effective communication. Understanding the mechanisms and
identifying the demographic, biological, and psychosocial factors of cognitive aging is
important to help people maintain their cognitive health as they grow older. However, our
knowledge of patterns and risk factors of cognitive aging is still limited.

While aging is generally associated with decline in processing speed, learning, and retrieval
of information [3], the cognitive performance of aging individuals varies both between
and within individuals [4-6]. Even when controlling for the effect of age, individuals
may experience different rates of cognitive decline, and the same individual may perform
dissimilarly in different cognitive domains [7, 8]. For example, some individuals may
maintain an overall better cognition than others, and the same individual may experience
severe decline in memory but subtle decline in executive function. The variability of the
cognitive performance, which is influenced by factors such as education [9, 10], genetic
factors [11-14], and psychosocial factors [15, 16], has also been associated with the
progression to cognitive impairment and Alzheimer’s disease [17-19]. Therefore, it is
important to understand which aspects of cognition are affected by certain risk factors
and what type of cognitive patterns might suggest the onset of functional impairment and
diseases.

Discovering patterns of cognitive domains and characterizing how these patterns associate
with other risk factors and biological markers can improve our understanding of the
determinants of cognitive aging. Moreover, identifying subgroups of participants who have
distinct cognitive profiles can assist in therapeutic interventions and primary care [20].

In this study, we aimed to accomplish these goals through a cluster analysis of scores

on multiple neuropsychological tests administered at enroliment in the Long Life Family
Study (LLFS) [21]. We hypothesize that, while individual tests capture specific aspects

of cognition, the combination of multiple neuropsychological test scores should capture
the global cognitive state of individuals. Therefore, to better describe global patterns
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of cognitive function, we sought to discover cognitive signatures defined as profiles

of performance across multiple neuropsychological tests. By associating these cognitive
signatures with various aging markers, clinical variables, and medical events, the patterns of
strengths and weaknesses across neuropsychological tests can inform about the underlying
biological and physical contributors to cognitive aging.

Materials and Methods

Participants and neuropsychological measures

The Long Life Family Study (LLFS) is an international, multicenter study of two-
generation families with longevity and healthy aging that was designed to discover genetic,
environmental, and behavioral determinants of exceptional survival. A total of 583 families
and 4,935 people were recruited between 2006 and 2009 based on a metric of familial
longevity, and additional 151 family members were recruited during 2014-2017. Readers
can refer to Wojczynski (2021) [19] for more details of the LLFS study. Cognitive function
was assessed at enrollment and visit-two by administering seven tests in the National
Alzheimer’s Coordinating Center Unified Data Set [20]. See descriptions of these tests in
LLFS in Paola (2020) [21]. In addition to those tests, participants (except those enrolled in
Denmark) are followed longitudinally with their cognitive function assessed by the Modified
Telephone Interview for Cognitive Status (TICS).

Neuropsychological tests

We used six neuropsychological test scores measured at enrollment in the cluster analysis:
logical memory test with immediate and delayed recall, semantic fluency, digit span forward
and backward, and Digit Symbol Substitution Test (DSST). The neuropsychological scores
were standardized within the strata defined by the different combinations of age, sex, and
education to ensure the resulting clusters are not dominantly explained by these variables.
We chose eight age categories to capture the range of ages at enrollment: <=49, 50-59,
60-69, 70-79, 80-84, 85-89, 90-94, and >=95. We also chose two education categories
based on whether participants’ years-of-education exceeded 12 years or not. In the analysis,
we only included participants with valid test scores, where the test validity was established
by the staff who administered the tests. Among these participants, we excluded participants
who had three or more missing test scores. We used the scaled Euclidean distance in
clustering to account for the missing values in the remaining participants.

Statistical analysis

Using the six standardized neuropsychological scores at enrollment, we performed a
hierarchical cluster analysis with scaled Euclidean distance and average linkage to

discover cognitive signatures in LLFS participants. We used the dynamic tree cut method
(Langfelder, Zhang, and Horvath 2008) in the R package “dynamicTreeCut 1.63.1” to detect
clusters on the dendrogram generated by hierarchical clustering. The optimal number of
clusters was decided by maximizing the Calinski-Harabasz (CH) index [22] (see Supplement
Table 1 for the CH indices under different parameters of the dynamic tree cut method). We
defined the associated cognitive signatures by the vector of the average values of the six
neuropsychological test scores at enrollment in the participants of each cluster.
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To examine the association between the identified clusters and various aging markers
summarized in Table 1, for continuous outcomes we used generalized estimating equations
method with cluster labels as categorical covariates, adjusted by age-at-enrollment and sex.
We used an exchangeable correlation structure to account for within-family correlation and
the Wald test to determine whether the effect of clusters on the continuous outcomes was
statistically significant. These analyses were conducted using the R package “geepack 1.3—
2. For discrete outcomes, we used a y? test to determine their association between the
clusters. Haplotype groups were defined as E2 = E2/E2 or E2/E3, E3 = E3/E3, and E4 =
E2/E4, E3/E4, or E4/E4, with E3 as the reference group. We used Benjamini-Hochberg [23]
adjusted p-value to adjust for multiple comparisons.

We used Cox proportional hazards regression to examine the association between clusters
and the hazard for mortality and other medical events. All models were stratified by

whether the birth year was >1935, which is the threshold that approximately separated
participants into two generations (Supplementary Figure 1). We used the likelihood-ratio
test to determine whether the effect of the cluster membership on mortality and medical
events were significant. See supplementary files for more details of the specification of those
models.

To understand whether using the cluster membership could enhance the prediction of other
outcomes, e.g., cognitive change over time, we fit two Bayesian beta regression models [24,
25] to predict trajectories of TICS scores. The first model, model (a), included cluster labels
as covariates and cluster-specific age effects, i.e., each cluster had its own age coefficient.
The second model, model (b), included the baseline neuropsychological test scores as
covariates and an overall age effect. Both models were adjusted for sex and education. We
compared two models by both Mean Square Error (MSE) and Mean Square Prediction Error
(MSPE) through a five-fold cross validation. Specifically, we calculated the MSE in the
training set and MSPE in the test set. All analyses were conducted using R version 4.0.2.

Clusters and their associated cognitive signatures

From the initial 5086 participants, we excluded 323 participants with invalid
neuropsychological tests at enrollment, 151 participants enrolled at visit-two, 65 participants
with three or more missing neuropsychological test scores, and seven participants with
missing years-of-education. Table 2 summarizes characteristics and neuropsychological test
scores at enrollment for the 4540 participants in our analysis, stratified by whether the birth
year was > 1935. Figure 1 shows the dendrogram (left panel) and the size of the 12 clusters
(right panel) detected by hierarchical clustering using the dynamic tree cut method.

The average values of the neuropsychological test scores per cluster (cognitive signatures),
with the annotation of the average age-at-enroliment of the participants in each cluster, are
visualized in heatmaps in Figure 2, and the summary statistics are reported in Table 3. In
Figure 2a, the clusters/columns are sorted by the mean age-at-enroliment of cluster members
from young (left, cluster 10, age-at-enrollment 66.68+13.45 years) to old (right, cluster 11,
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age-at-enrollment 74.60+15.67 years). In Figure 2b, the clusters/columns are sorted by the
similarity of the cognitive signatures, from worse (left) to better (right).

The heatmaps in both Figure 2a and Figure 2b depict the variety of the cognitive signatures
associated with the identified clusters. The signatures associated with clusters 2 and 6
represent better than average performance in four or five tests. The signatures associated
with clusters 3 and 12 represent better than average performance in logical memory but
lower than average DSST and Digit Span scores. The clusters 7, 10, and 5 included
participants of younger age with better than average performance in at most two tests,

while cluster 4 included participants of older age with worse than average performance in all
tests. Moreover, the cognitive signatures suggested that the differences in cognitive function
between clusters are not simply age-related. For example, cluster 11 included 45 participants
with better than average performance in all six tests but with the oldest average age (age-at-
enrollment: 75.6+£15.67 years). In contrast, cluster 10 included 77 participants with lower
than average performance in five tests but with the youngest average age (age-at-enrollment:
66.78+13.45 years).

of cognitive signatures with genetic and aging markers

Overall, the cognitive signatures based on the baseline neuropsychological test scores
correlated with three polygenic risk scores (PRS), 10 circulating aging markers, four
markers of physical and cardiovascular function at baseline, the scores of the same
neuropsychological tests administered at visit-two, education, and smoking. The average
values of all of these variables in each cluster, with the annotation of the average

age at enrollment, are visualized in Figure 3, and the summary statistics are reported

in Supplementary Table 4 and Table 5. We summarized the findings in the following
paragraphs.

Three PRS (educational attainment and two measures of cognitive performance) were
significantly associated with the cognitive signatures. The values of the three PRS appear
to have a positive relationship with cognitive signatures: clusters with better cognitive
signatures, such as cluster 11, have on average higher PRS, and clusters with worse
cognitive signatures, for example, cluster 4, 8, and 5, have on average lower PRS. Such

a relationship suggests that the substantially better than average cognitive performance of
these individuals at old age may be genetically determined.

The frequencies of APOE haplotype groups (Supplementary Table 3) were significantly
different across all the 12 clusters (;(2 p-value=0.04). Moreover, comparing each cluster to
cluster 1, the cluster 3, which included younger participants (68.3 + 14.7 years) with worse
than average performance in four of the six tests, was significantly enriched for E4 (24% of
individuals have E4 in cluster 3, /1/2 p-value=0.01).

The cognitive signatures were associated with the levels of a set of circulating biomarkers
including interleukin-6 (1L-6), hemoglobin A1C (HbAlc), and vitamin D2 and D3.
Interestingly, lower than average IL-6 levels were associated with both excellent and poor
cognitive signatures. Clusters 10, 7, 9, and 11 were associated with lower IL6 levels,

but the cognitive signatures of clusters 9 and 11 described better than average cognitive
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function across domains, while the cognitive signatures of clusters 10 and 7 described worse
than average cognitive function. Levels of vitamin D2 and D3 were also associated with

the cognitive signatures with complicated relations: higher than average levels in cluster

11 and lower than average levels in cluster 6, but both clusters show excellent cognitive
signatures. Both gait speed and grip strength were associated with the cognitive signatures,
but the associations appear to be explained by age. Typically, most clusters with younger
participants (clusters 3, 7, 10, and 12) were characterized by better than average physical
function, and most clusters with older participants (clusters 1, 6, and 11) were characterized
by worse than average physical function. Noticeable exceptions were cluster 5 of younger
individuals with worse than average physical and cognitive function, and cluster 9 of older
individuals with better than average physical and cognitive function. Our analyses indicated
that individual biomarkers can show a complex association with cognitive signatures, and
the combination of multiple biomarkers is needed to better characterize the profiles of
cognitive function.

Though we only used neuropsychological test scores at baseline for the clustering analysis,
in the identified clusters, the tests at visit-two showed a pattern like these tests at baseline.
For example, at both visits, cluster 5 has better than average Digit Span scores but lower
than average scores on the other tests, and cluster 12 has better than average logical memory
and semantic fluency scores but lower than average Digit Span and DSST scores.

The cluster analysis identified several interesting groups of participants. For example, cluster
12, which included a small number of participants with younger age and worse than average
performance in three tests, was characterized by the largest proportion of smokers (20%)
and the highest average 1L-6 level (98 mg/dL * 10.5). Cluster 6 included older individuals
(mean age 71 years + 16.3) with lower than average education level (11+ 3 years), but their
signature described better than average cognitive function. Interestingly, this cluster also

had a higher prevalence of carriers of APOEE2 (19%, Supplementary Table 4), which is
reported to have a protective effect on cognitive decline [26]. Moreover, some clusters had
similar profiles of biomarkers and risk factors, but their cognitive signatures were different.
For example, cluster 2 and cluster 5 were similar with respect to most of the circulating
biomarkers, physical function, education level, and even mean age-at-enroliment. However,
cluster 2 included participants with good performance in five of six tests, whereas cluster 5
included participants with good performance only in Digit Span tests. The PRS of education
and cognition in these two clusters were different, and hence the clusters’ different cognitive
signatures could be attributed to genetic differences.

Hazards of medical events

The cognitive signatures were significantly correlated with mortality, CVD, dementia, and
skin cancer (likelihood-ratio test p-value=<0.01, 0.03, 0.01, and 0.03, respectively). Table 4
summarizes the hazard ratios for those four outcomes in each cluster.

The participants in clusters 2, 3, 4, and 10 had statistically significant hazards for mortality
compared to the reference cluster (cluster 1). Cluster 2, which included participants with
better than average cognitive signatures, had a decreased hazard of mortality (HR=0.84,
p-value=0.03). Participants in this cluster were slightly younger than those in cluster
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1 (68.4+14.9 years vs. 70.3+15.6 years), but they had a significantly higher hazard of
cardiovascular disease (HR =1.3, p-value = 0.01) and skin cancer (HR=1.4, p-value = 0.02).
Cluster 3 included slightly younger people than cluster 1 (68.3£14.7 years vs. 70.3+£15.6
years) with better performance on the episodic memory test (i.e., logical memory) but worse
performance on tests of executive function (i.e., DSST, Digit Spans, and semantic fluency),
and a 20% increased hazard of mortality. Cluster 4 included slightly older people than
cluster 1 (71.6+15.7 years vs. 70.3+£15.6 years) with worse performance across all cognitive
domains and an almost 40% increased hazard of mortality. Interestingly, cluster 10 included
the youngest participants (66.7+13.5 years) but with substantially worse performance on
tests of episodic memory, attention, and working memory and a 70% increased hazard

of mortality compared to cluster 1. A significantly higher hazard of dementia was found
only for participants in cluster 4 (HR=2.00, p-value=0.01) and cluster 8 (HR=2.53, p-
value=0.01) who showed multi-domain impairment in episodic memory, working memory,
and processing speed.

Prediction of longitudinal changes of TICS scores

We compared two models predicting the trajectory of TICS: model (a) versus model (b).
Model (a) included cluster labels as covariates and cluster-specific age effects. Model (b)
included the baseline neuropsychological test scores as covariates and an overall age effect.
For a fair comparison, we used the same data to fit both models. We excluded participants
in cluster 12 due to insufficient outcomes: only three participants in this cluster were
administered with TICS.

Table 5 shows the estimated coefficients and credible intervals of the age effect on TICS
scores in both models as well as the predicted change of TICS scores from age 70 to age

85. In addition, the model with cluster labels produced cluster-specific rates of change of
TICS scores (see the forest plot in Figure 4). For example, participants in cluster 4 with the
worst cognitive signature and an increased hazard for dementia had the most rapid decline
of TICS scores (=3.1 from age 70 to 85); Participants in cluster 9 with better than average
cognitive signature had the slowest decline of TICS scores (-1.03 from age 70 to 85). These
cluster-specific rates could be more easily interpretable for clinical prediction.

We performed a five-fold cross-validation to compare the two models. Model (a) had an
average MSE of 5.06 and an average MSPE of 14.31, while model (b) had an average
MSE of 5.17 and an average MSPE of 9.70. The results showed that the model with cluster
membership produced a better fit, while the model with the original test scores produced
better predictions for new observations.

Discussion

Overview

We performed a hierarchical cluster analysis of six neuropsychological test scores at
enrollment and successfully identified 12 clusters of participants from the LLFS with
different cognitive signatures. We found 20 variables that were significantly correlated with
the signatures, including PRS, blood biomarkers, and markers of physical and pulmonary
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functions. In addition, the identified clusters were predictive of mortality, CVD, dementia,
and skin cancer, and the cluster membership could provide a more personalized prediction of
longitudinal change in TICS scores.

Main findings
The cognitive signatures that we discovered are defined as profiles of performance across
multiple neuropsychological tests. Previous studies have used the term cognitive signature
to describe functional profiles of brain networks when engaged with cognitive activities
[27], or combinations of structural features from fMRI [27-29]. In our study, the cognitive
signatures based on neuropsychological tests can provide an interesting perspective in
summarizing the domains of episodic memory, attention, working memory, processing
speed, and semantic fluency.

The cognitive signatures showed that different patterns of cognitive function exist in

aging individuals. While a few clusters of participants had higher or lower than average
cognitive function across all domains, the most common scenario was for people to perform
well in certain cognitive domains but not in others (e.g., high episodic memory but low
executive function or vice versa). In addition, the associations between the cognitive
signatures and various aging markers and medical events showed that the interpretation

of each neuropsychological test result should depend on the other test results and age. For
example, participants in clusters 2 and 10 have similar DSST scores, but their profiles of
biomarkers (IL6 levels, physical functions) are very different. Such different characteristics
cannot be interpreted only based on the DSST scores but may be captured by the overall
cognitive signatures. Therefore, the cluster analysis provides a holistic vision of cognitive
domains and integrates information across cognition, metabolism, and physical function.
This integration can be beneficial for understanding the relationship between cognitive
performance and related risk factors and for identifying participants at high risk for cognitive
decline.

The most interpretable result in our analyses is the positive correlation between PRS and
cognitive signatures: better cognitive performance tracked with higher PRS for cognition
and educational attainment. The results suggest that genetics is an important determinant of
cognitive function and agree with the high heritability of neuropsychological test scores in
LLFS [30]. Surprisingly, genome-wide association studies have failed to find many genetic
correlates of neuropsychological test performance and only studies with substantial sample
sizes have detected results at a genome-wide level of significance [31, 32]. It will be
interesting to evaluate the heritability of the cognitive signatures and assess whether the
cognitive signatures provide a more sensitive phenotype for genetic studies.

The identified cognitive signatures are correlated with aging markers in complex relations.
A meta-analysis found that individuals with higher IL-6 are more likely to experience
global cognitive decline at follow-up [33]. In our analysis, clusters with similar IL-6 levels
have distinct cognitive signatures (cluster 10, 7, 2, and 1). Another interesting relation
highlighted by our analyses was the non-linear relationship between vitamin D levels and
cognitive performance. It has been shown that lower levels of vitamin D predict poor
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cognitive functions [34]. However, participants in cluster 6 had overall excellent cognitive
performance but reduced vitamin D2 and D3 levels.

Our analysis showed that the combination of various aging markers, risk factors, as well as
genetic factors may be associated with an individual’s cognitive function. Furthermore, in
the prediction of trajectories of TICS scores, the model including the cluster membership
produced a better fit than the model including neuropsychological test scores as individual
covariates. However, the model including neuropsychological test scores as individual
covariates produced better predictions. Another advantage of using cluster membership as
covariate is that it can provide estimates of the cluster-specific rate of decline.

Many studies have applied cluster analysis or latent class methods on neuropsychological
test scores to discover patterns of cognitive function in older individuals [6, 15, 35-40].

A study by Sebastiani et al. (2020) [41] showed the heterogeneity of cognitive decline

in LLFS through Bayesian model-based clustering. However, the study was performed on
each neurocognitive test separately rather than on all neurocognitive tests together. Some
of the previous studies only connected the identified clusters to limited demographic/clinic
variables. The novelty of our study lies in two aspects. First, LLFS had a much larger
number of participants and a wider range of ages at enrollment than other studies, so our
analysis identified many clusters with more specific cognitive signatures that have not been
reported in previous studies. Second, our paper studied the association between the cognitive
signatures with a variety of variables including circulating biomarkers, clinical variables,
and even genetic information, providing a thorough characterization of the identified
signatures.

Our work has some limitations. The neuropsychological assessment in the LLFS does

not assess all possible cognitive domains. Alternative or more challenging tests may be
informative in identifying additional or more robust cognitive signatures. We only used the
scores of the neuropsychological tests administered at enrollment in the cluster analysis.
While it would be very interesting to identify signatures of cognitive change by analyzing
repeated test scores over time, the substantial loss at follow-up due to mortality in the oldest
generation is a substantial analytical challenge that will require the development of new
statistical methods. In addition, TICS is the only test that was administered longitudinally

in LLFS participants to assess their cognitive state over time. It will be important to expand
this analysis in other studies with a richer longitudinal assessment of cognitive function.
Approximately 3900 LLFS participants were longitudinally assessed with the TICS test, and
hence those with missing TICS scores had to be excluded from the modeling of TICS scores.
We did not have access to additional data for independent validation of our results.

Conclusions

We discovered 12 cognitive signatures that describe the profiles of six neuropsychological
test scores assessing episodic memory, attention, working memory, processing speed, and
semantic fluency. The cognitive signatures and their correlated risk factors show the
complexity of cognitive aging, suggesting the need for a system-based approach when
investigating the effect of these risk factors and designing effective interventions.
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(a) The dendrogram from hierarchical clustering. (b) The size of each cluster. Panel (a)
shows the dendrogram of hierarchical clustering. Using dynamic tree cut, the dendrogram
was cut into different regions, represented by the different colors. Panel (b) shows the 12
clusters with corresponding colors in (a), as well as the number of participants in each

cluster
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Figure 2.
The heatmaps of cognitive signatures. Panel (a), clusters are ordered by the mean age-at-

enrollment from young to old. Panel (b), clusters are ordered by the similarity of the
cognitive signatures from worse to better. Both heatmaps show the average test scores in
each cluster (scaled by row), where red indicates positive row-scaled values (greater than
average) and blue indicates negative row-scaled values (less than average). For example,
cluster 11 represents a group of individuals with greater than average scores for all tests,
while cluster 4 represents a group of individuals with lower than average scores for all tests.
Logmem IMD: logical memory test with immediate recall; Logmem DLY: logical memory
test with delayed recall
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Figure 3.
Heatmap of the average values of the aging markers that are significantly associated with the

identified clusters. The values in the heatmap are scaled by row for visualization, where red
indicates higher values and blue indicates lower values. Percent smoker: the percentage of
participants who are smokers in each cluster; SHBG: Sex Hormone Binding Globulin; HCT:
Hematocrit; SBP: systolic blood pressure
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Figure 4.
Estimated age effect and confidence interval of the prediction modeling of TICS scores. The

first 11 items are the estimated age effect of each cluster in the model (a). The last item is
the overall age effect in the model (b)
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Table 1

Variables (aging markers) that are used to characterize the identify clusters

Variable
measurement time

Variables

At visit-one
(enroliment)

Demographic variables: age, sex, weight, years of education, alcohol use, smoking.

Clinical variables: body mass index (BMI), pulse rate, systolic and diastolic blood pressure, grip
strength, gait speed, forced expiratory volume (FEV1).

Molecular variables: forty-three circulating biomarkers that are related to aging as described in
Sebastiani, et al (2016) [42].

Genetics: fifty-four polygenic risk scores (PRS) that were calculated in LLFS participants with
genome-wide genotype data (Supplementary table 2) [43], and Apolipoprotein E (APOE) genotypes.

At visit-two . Clinical variables: BMI, pulse rate, systolic and diastolic blood pressure, grip strength, gait speed,
FEV1.
. Cognition: neuropsychological test scores.
At follow-ups . Medical events: mortality, self-reported diseases (cancer, chronic obstructive pulmonary disease,

cardiovascular disease (CVD), dementia, depression, diabetes, glaucoma, hypertension, myocardial
infarction, osteoporosis, Parkinson’s disease, skin cancer, stroke, thyroid disease, and cataract).

Cognition: TICS scores.
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Characteristics and the neuropsychological scores at enrollment of subjects in the LLFS study

Table 2

Birth year <= 1935 Birth year > 1935
No. at enroliment 1649 2891
Sex, male (%) 771 (46.76%) 1281 (44.31%)
Age at enrollment 87.00 (7.54) 59.21 (7.15)
Years of education 10.25 (3.84) 12.63 (3.00)
Logical memory (immediate)  8.82 (4.57) 13.37 (3.91)
Logical memory (delayed) 6.70 (4.69) 12.00 (4.22)
Semantic fluency 16.18 (5.37) 22.47 (5.76)
Digit span forward 7.64 (2.20) 8.60 (2.18)
Digit span backward 5.53(2.10) 6.83 (2.31)
DSST 30.81 (12.72) 51.50 (12.01)

Page 19

We reported counts and proportion for sex and mean and standard deviation for other continuous variables. Participants were stratified into two

groups by whether birth year is > 1935, which is the threshold that approximately separates participants into two generations.
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The average value and standard deviation of the six neuropsychological tests at enrollment in each cluster
(cognitive signatures)

Cluster Cluster Cluster Cluster Cluster Cluster Cluster Cluster8 Cluster Cluster Cluster  Cluster
1 2 3 4 5 6 7 9 10 11 12
Logical 9.77 13.95 14.59 6.54 8.10 17.78 11.82 6.26 12.93 7.51 15.58 15.30
memory (370)  (354) (339) (364) (317) (313)  (3.31) (332)  (346) (291)  (4.34)  (4.08)
(immediate)
Logical 7.97 12.46 13.09 4.87 6.04 16.79 10.23 3.87 10.91 5.80 13.96 14.03
memory (4.00) (3.92) (3.86) (3.71) (3.57) (3.51) (3.70) (2.88) (3.96) (3.15) (4.97) (4.69)
(delayed)
Semantic 18.73 20.33 19.41 15.28 18.84 24.11 25.91 14.07 29.91 22.32 25.87 29.41
fluency (5.64) (5.48) (5.95) (6.94) (6.15) (7.42) (5.53) (4.38) 6.7) (5.37) (6.38) (6.34)
Digit span 8.04 9.99 6.88 6.02 10.77 7.56 5.42 9.83 8.87 5.47 10.84 5.80
forward 1.71) (1.57) (1.56) (1.53) (1.27) (1.92) (1.33) (1.31) (1.67) (1.33) (1.36) (1.45)
Digit span 5.95 8.10 4.89 421 9.20 6.14 5.35 5.22 7.26 4.39 10.44 4.29
backward (1.62)  (210) (160)  (1.53) (1.75)  (165)  (1.35) (179)  (1.73)  (148)  (1.70)  (1.23)
DSST 42.53 50.30 41.43 31.18 43.19 46.72 48.84 38.18 50.03 53.93 54.65 33.7
(14.72)  (14.15) (14.29) (1495) (15.31) (15.25) (14.68) (14.84) (18.28)  (11.55) (21.3) (1347
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Hazard ratios for mortality, cardiovascular disease (CVD), dementia, and skin cancer in each cluster with
cluster 1 as the reference group

Mortality CVD Dementia Skin Cancer
Cluster2  0.84 134 073 1.38
Cluster3  1.21 1.03  0.96 1.13
Cluster 4 1.38 0.79 2.00 0.71
Cluster 5 0.90 1.05 155 1.84
Cluster 6 0.79 090 0.59 0.97
Cluster 7 1.07 0.77 0.88 0.76
Cluster 8 1.34 093 253 1.33
Cluster9  0.82 058 0.88 111
Cluster 10 1.71 113 NAY 0.99
Cluster 11 0.70 0.48 0.73 113
Cluster 12 1.11 046 pnAT 0.33

The numbers with a bold font indicate a significant association (P-value < 0.05) between the cluster and the medical event.

e
‘Participants in cluster 10 and 12 have no cases of dementia, hence the hazard ratios for these two clusters are non-available.
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Table 5

Estimated age effect and confidence interval of the prediction modelling of TICS scores as well as the
predicted TICS score change from age 70 to 85 in each cluster

Age effect Estimated standardized coefficient Cl 95% Predicted TICS score change from age 70 to 85
Model (a): cluster 1 -0.032 (-0.034, -0.030) -2.96
Model (a): cluster 2 -0.022 (-0.024, -0.020) -1.76
Model (a): cluster 3 -0.023 (-0.026, -0.019) -2.15
Model (a): cluster 4 -0.036 (-0.041, -0.031) -4.26
Model (a): cluster 5 -0.025 (-0.030, -0.020) -2.30
Model (a): cluster 6 -0.024 (-0.030, -0.019) -1.90
Model (a): cluster 7 -0.029 (-0.036, -0.027) -2.83
Model (a): cluster 8 -0.028 (-0.034, -0.021) -2.96
Model (a): cluster 9 -0.022 (-0.028, -0.015) -1.10
Model (a): cluster 10 -0.023 (-0.032, -0.012) -3.19
Model (a): cluster 11 -0.019 (-0.031, -0.009) -1.38

Model (b): overall -0.013 (-0.015, -0.012) -1.37

Page 22

The first 11 rows in the table show the estimated age effect of each cluster in model (a). Cluster 12 is excluded because only 3 participants in this
cluster have TICS scores measured. The last row in the table is the overall age effect in model (b).

For a better interpretation of the estimated coefficients from the beta regression, we also predicted the change of TICS score from age 70 to 85 in

each cluster.
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