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Abstract

Background

The prevalence of dementia varies around the world, potentially contributed to by interna-
tional differences in rates of age-related cognitive decline. Our primary goal was to investi-
gate how rates of age-related decline in cognitive test performance varied among
international cohort studies of cognitive aging. We also determined the extent to which sex,
educational attainment, and apolipoprotein E €4 allele (APOE* 4) carrier status were associ-
ated with decline.

Methods and findings

We harmonized longitudinal data for 14 cohorts from 12 countries (Australia, Brazil, France,
Greece, Hong Kong, Italy, Japan, Singapore, Spain, South Korea, United Kingdom, United
States), for a total of 42,170 individuals aged 54-105 y (42% male), including 3.3% with
dementia at baseline. The studies began between 1989 and 2011, with all but three ongoing,
and each had 2—-16 assessment waves (median = 3) and a follow-up duration of 2-15y. We
analyzed standardized Mini-Mental State Examination (MMSE) and memory, processing
speed, language, and executive functioning test scores using linear mixed models, adjusted
for sex and education, and meta-analytic techniques. Performance on all cognitive measures
declined with age, with the most rapid rate of change pooled across cohorts a moderate -0.26
standard deviations per decade (SD/decade) (95% confidence interval [Cl] [-0.35, -0.16], p <
0.001) for processing speed. Rates of decline accelerated slightly with age, with executive
functioning showing the largest additional rate of decline with every further decade of age
(-0.07 SD/decade, 95% CI [-0.10, -0.03], p= 0.002). There was a considerable degree of het-
erogeneity in the associations across cohorts, including a slightly faster decline (p = 0.021)
on the MMSE for Asians (-0.20 SD/decade, 95% CI [-0.28, -0.12], p < 0.001) than for whites
(-0.09 SD/decade, 95% CI [-0.16, -0.02], p = 0.009). Males declined on the MMSE at a
slightly slower rate than females (difference = 0.023 SD/decade, 95% CI[0.011, 0.035], p <
0.001), and every additional year of education was associated with a rate of decline slightly
slower for the MMSE (0.004 SD/decade less, 95% CI [0.002, 0.006], p = 0.001), but slightly
faster for language (-0.007 SD/decade more, 95% CI [-0.011, -0.003], p=0.001). APOE*4
carriers declined slightly more rapidly than non-carriers on most cognitive measures, with
processing speed showing the greatest difference (-0.08 SD/decade, 95% CI [-0.15, -0.01],
p=0.019). The same overall pattern of results was found when analyses were repeated with
baseline dementia cases excluded. We used only one test to represent cognitive domains,
and though a prototypical one, we nevertheless urge caution in generalizing the results to
domains rather than viewing them as test-specific associations. This study lacked cohorts
from Africa, India, and mainland China.

Conclusions

Cognitive performance declined with age, and more rapidly with increasing age, across
samples from diverse ethnocultural groups and geographical regions. Associations varied
across cohorts, suggesting that different rates of cognitive decline might contribute to the
global variation in dementia prevalence. However, the many similarities and consistent
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associations with education and APOE genotype indicate a need to explore how interna-
tional differences in associations with other risk factors such as genetics, cardiovascular
health, and lifestyle are involved. Future studies should attempt to use multiple tests for

each cognitive domain and feature populations from ethnocultural groups and geographical
regions for which we lacked data.

Author summary

Why was this study done?

o The prevalence of dementia varies around the world, but it is not known whether inter-
national differences in rates of cognitive decline contribute to this.

o The extent to which risk and protective factors such as sex, education, and apolipopro-
tein E €4 allele (APOE*4) carrier status have different associations with dementia in dif-
ferent ethnocultural groups and geographic regions is also not known.

What did the researchers do and find?

o We analyzed cognitive performance data from 42,170 mostly elderly individuals, pro-
vided by 14 studies of aging representing 12 countries (Australia, Brazil, France, Greece,
Hong Kong, Italy, Japan, Singapore, Spain, South Korea, United Kingdom, United
States).

o The Mini-Mental State Examination (MMSE) and memory, processing speed, language,
and executive functioning test scores all declined with age, and rates of decline acceler-
ated with age.

 The 14 studies showed different rates of decline, and decline in MMSE scores was faster
for Asians than whites, females than males, and APOE*4 carriers than non-carriers.
APOE*4 carriers also declined faster than non-carriers on test of memory, processing
speed, and language.

What do these findings mean?

« International differences in rates of cognitive decline might contribute to the global var-
iation in dementia prevalence.

o Further research is needed to determine whether cardiovascular health, lifestyle, and
other risk factors for dementia have different associations with cognitive decline in dif-
ferent ethnocultural groups and geographic regions.
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Introduction

The age-specific prevalence of dementia varies around the world, reportedly being the highest in
Latin America and lowest in sub-Saharan Africa [1]. While age-specific prevalence is a good
indicator of the population burden of dementia, the relative risk of dementia in different coun-
tries is better reflected in the age-specific incidence data. Unfortunately, such data are frequently
lacking, especially in low- and middle-income countries. A reasonable proxy for dementia inci-
dence is the rate of cognitive decline, with the expectation that more rapid cognitive decline will
lead to higher rates of dementia in one population than another. Differences in the rates of cog-
nitive decline may also contribute to global variation in late-life cognitive deficits less severe than
dementia, such as the prevalence of mild cognitive impairment (MCI), which varies even when
applying uniform diagnostic criteria [2], and performance on immediate word list recall tasks
[3].

Different rates of cognitive decline have been a focus of research seeking to account for
lower cognitive performance scores and more prevalent dementia among blacks than whites
in the United States [4]. However, the results have been mixed, with some studies suggesting
faster decline in whites [5,6] but others suggesting faster decline in blacks [7,8] or no difference
between blacks and whites [7,9,10]. There are only a few studies comparing rates of late-life
cognitive decline among international cohorts. One of these studies reported a similar rate of
decline in immediate word list recall scores across samples from Europe, the US, China, and
Mexico but a slower rate of decline in a sample from India [3]. However, not only were these
findings based on one type of cognitive task, they were derived primarily from cross-sectional
data and, thus, complicated by cohort effects. Another study found no difference in how Mini-
Mental State Examination (MMSE) scores declined with age across six samples from four coun-
tries [11], but all of these had predominantly white populations with presumably less cultural
and socioeconomic disparities than present among a broader range of international regions.

Given the current state of the research, it is not yet known whether different rates of cogni-
tive decline contribute to the global variation in cognitive functioning and rates of dementia.
Also unknown is the extent to which risk and protective factors have different associations
with cognitive decline in different ethnocultural groups and geographic regions. One impor-
tant factor is sex, with decline in cognitive performance found to occur more rapidly in
women than men in a Chinese cohort, but not in a Danish cohort [12]. The apolipoprotein E
€4 allele (APOE*4) is an established risk factor for Alzheimer disease (AD) [13] and for the
transition from MCI to AD [14]. However, the prevalence of APOE*4 among AD patients var-
ies across geographic regions and is significantly lower in Asia than in Europe and North
America [15]. Educational attainment has been considered a likely determinant of cognitive
decline rates, but research has been inconclusive, with different (even opposite) effects found
in different cohorts [7]. Educational attainment is also a factor that varies substantially among
late-life cohorts from around the world (e.g., as shown in Sachdev et al. [2]).

The Cohort Studies of Memory in an International Consortium (COSMIC) is a collabora-
tive effort comprising members from around the world who share data from current or past
longitudinal population-based studies of cognitive aging [16]. For the current study, data were
available for 14 cohorts, representing 12 countries from North and South America, Europe,
Asia, and Australia. Our primary goal was to harmonize these data and compare the rates of
age-related decline on various types of cognitive tests across the samples. We also aimed to
investigate the extent to which sex, educational attainment, and APOE*4 carrier status were
associated with decline. Knowing whether rates of cognitive decline differ across different eth-
nocultural groups and geographic regions will help to clarify why there is global variation in
cognitive functioning and prevalence of dementia. With such a diverse overall sample, our
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Table 1. Contributing studies.

study should also help to clarify how sex, education, and APOE*4 carrier status are associated
with cognitive decline.

Methods
Contributing studies and participants

The total sample size of 42,170 individuals for this project was arrived at by combining the
samples of all 14 COSMIC studies contributing longitudinal cohort data (listed in Table 1 with
their abbreviations). In most cases the full cohort was not used, as we excluded individuals
missing data for age, sex, or years of education. The samples we used varied in size from 785 to
12,630 individuals.

Contributing studies had various assessment schedules and follow-up durations. The num-
ber of assessment waves (including baseline) was two for six studies, three for five studies, four
for two studies, and 16 for two studies (Bambui and EAS), and the maximum follow-up dura-
tion was between 2 and 10 y for all studies except Bambui and EAS (each 15 y). For CFAS, the
number and type of follow-up assessments differed among the participants (see http://www.
cfas.ac.uk/cfas-i/cfasistudy-design/), and we used an abridged schedule comprising baseline
and two follow-up waves that captured the majority of participants (waves S0, C2/S2, CX). For
each cohort and assessment wave, the number of participants assessed and the average time
since baseline are shown in S1-S3 Tables.

Ethics approval

This COSMIC project was approved by the University of New South Wales Human Research
Ethics Committee (Ref: # HC12446). Each of the 14 contributing studies had previously
obtained ethics approval from their respective institutional review boards, and all participants
provided informed consent (see S4 Table for details). Further participant consent was not
required, as de-identified health data are not considered to be protected health information

Study Abbreviation |Location Start—end date N* Reference

Bambui Cohort Study of Aging Bambui Bambui, Brazil 1997-2013 1,557 | Lima-Costaetal. [17]
Cognitive Function & Ageing Study CFAS United Kingdomt 1989- 12,630 | Brayne etal. [18]
Einstein Aging Study EAS New York, USA 1993 2,236 | Katzetal. [19]
Etude Santé Psychologique et Traitement ESPRIT Montpellier, France | 1999— 2,257 | Ritchie et al. [20]
Hellenic Longitudinal Investigation of Aging and Diet HELIAD Larissa, Greece 2010- 1,228 | Dardiotis et al. [21]
Hong Kong Memory and Ageing Prospective Study HK-MAPS Hong Kong 2005- 785 | Wongetal. [22]
Invecchiamento Cerebrale in Abbiategrasso Invece.Ab Abbiategrasso, ltaly | 2010-2015 1,320 | Guaita et al. [23]
Korean Longitudinal Study on Cognitive Aging and Dementia | KLOSCAD South Koreat 2009-2018 6,832 | Kimetal. [24]
Personality and Total Health Through Life Project PATH Canberra, Australia | 2001-2021 2,546 | Anstey et al. [25]
S&o Paulo Ageing & Health Study SPAH Séo Paulo, Brazil 2003-2008 1,957 | Scazufcaet al. [26]
Sasaguri Genkimon Study SGS Sasaguri, Japan 2011- 2,186 | Narazakiet al. [27]
Singapore Longitudinal Ageing Studies (1) SLASI Singapore 2003- 855 | Fengetal. [28]
Sydney Memory and Ageing Study Sydney MAS | Sydney, Australia 2005— 1,037 | Sachdev et al. [29]
Zaragoza Dementia Depression Project ZARADEMP Zaragoza, Spain 1994 4,744 | Lobo et al. [30]

* Size of the analyzed sample, with individuals missing age, sex, or years of education data excluded from the original cohort.
T Five identical centers including Cambridgeshire, Gwynedd, Newcastle, Nottingham, and Oxford.

I Nationwide.

doi:10.1371/journal.pmed.1002261.t001
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under current research principles (e.g., as per the Privacy Rule proposed by the National Insti-
tutes of Health: http://privacyruleandresearch.nih.gov/research_repositories.asp).

Measures

We obtained information on age, sex, educational attainment, and dementia status at baseline
from all studies. Data for educational attainment were provided as years by all studies except
ESPRIT, for which categories (e.g., higher primary, long technical or professional) had to be
assigned discrete year values based on informed decisions. All but four studies also provided
APOE*4 carrier status data (see the references in Table 1 for collection details), which we clas-
sified as carriers of one or two £4 alleles versus non-carriers. Cognitive performance was
assessed with scores for the MMSE [31] and for neuropsychological tests representing each of
four cognitive domains: memory, language, processing speed, and executive functioning (a
visuospatial domain was not included because there were not enough common relevant tests
across the cohorts). All studies except EAS and SPAH administered the MMSE. However, EAS
administered the Blessed Information Memory Concentration test, and a validated formula
was used to convert these scores to MMSE scores [32]. Scores for neuropsychological tests
from one or more of the cognitive domains were available for all studies except Bambui, SGS,
and ZARADEMP. For each of the domains, we used a single test or type of test as common to
all studies as possible. For memory, this was a delayed word list recall test, though the particu-
lar test varied between studies. The most commonly used memory test was the Rey Auditory
Verbal Learning Test [33]. For studies without a specific memory test, we used the MMSE
three-word recall sub-score. Tests were allocated to the remaining domains in a manner
reflecting common practice [33-35], though we acknowledge that opinions vary and our
approach may differ from how the studies previously allocated tests to domains. We allocated
semantic fluency tests, typically the number of animals named in 60s [33], to language (as per
Ganguli et al. [36]). Trail Making Tests A and B [33] were allocated to processing speed and
executive functioning, respectively (as endorsed by others, e.g., Lim et al. [37]). The tests from
each study and variations in type or nonstandard administration are detailed in S5 Table.

Statistical analysis

The following analyses were performed separately for each cohort and each test. First, scores
greater than three standard deviations (SDs) from the mean were considered outliers and
excluded (the proportions of outliers and other missing scores are shown in S6 Table). Where
required, a logarithmic or other transformation was applied to reduce a distribution’s absolute
value of skewness from >1 to <1 before identifying outliers. Next, linear mixed models with
random effects terms for intercept and age (but not age®) were applied to the original, untrans-
formed data (with outliers removed) to produce estimates of the mean and SD for common
values of age (75 y), education (9 y), and sex (50% female). These estimates were used to trans-
form the raw test scores to standardized Z-scores by subtracting the estimated means from the
raw scores and then dividing this difference by the estimated SD. These Z-scores were then
used in analyses examining longitudinal associations with age, sex, education, and APOE*4
carrier status. Across the contributing studies, standardized scores for the different tests (or
different versions or administration protocols for the same test) used to represent a domain
were regarded as equivalent in that they provided a comparable metric to compare effect sizes
for relationships across studies and between different types of tests.

The type of analysis employed was dependent upon whether the distribution of test scores
was approximately symmetric (|skewness| <1) or more highly skewed (|skewness| >1). If
approximately symmetric, linear mixed modelling was used, with fixed effects for age, age?,
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sex, education, and interactions of both sex and education with age, and with random effects for
the intercept and age (but not age®). Age was centered at 75 y (approximately the mean age
across all cohorts and waves) to reduce multicollinearity between age and age”. For more highly
skewed distributions, we used generalized linear mixed effect modelling with the gamma distri-
bution, featuring the same fixed and random effects as above. Note that because age was cen-
tered at 75y, estimates of the fixed effects of age obtained from the above models (that include
an age” term in the equations) represent model estimates of longitudinal associations with age
at 75 y. Associations with APOE*4 carrier status were also investigated by repeating the above
analyses, with this variable, as well as its interaction with age, included in the model. The domi-
nant genetic model was used, and there was no race-based stratification in comparisons of €4
carriers and non-carriers.

Estimates of effect sizes pooled across samples were obtained by meta-analysis (using ran-
dom effects models) and presented in forest plots. Heterogeneity of effect sizes among samples
was evaluated with the I? statistic, which is the percentage of the total variation that is due to
variation between studies, rather than sampling error or chance. We report I” values derived
from fixed effects models that give more appropriate indications of variation across studies.
We took values of I? as corresponding to levels of heterogeneity that were low if less than
40%, moderate if 40%-60%, and substantial or considerable if greater than 60% (as per the
Cochrane Collaboration [38]).

We repeated our analyses separately for two racial/ethnic groups, one with all individuals
from cohorts predominantly comprising white participants (CFAS, ESPRIT, HELIAD, Invece.
Ab, PATH, Sydney MAS, ZARADEMP) and one with all individuals from cohorts predomi-
nantly comprising Asian participants (HK-MAPS, KLOSCAD, SGS, SLASI). The statistical sig-
nificance of differences in pooled corresponding cognitive measures between the two groups
was obtained using the means and standard errors (SEs) of the pooled measure derived from
the meta-analyses. The SE of the difference between two pooled measures (SE ;) was calculated
as the square root of the sum of the squares of the SEs of the two pooled measures. Differences
between the means greater than 1.96 times SEq; were regarded as statistically significant.

Meta-analyses were also used to obtain pooled estimates of fixed effects of sex, education,
and APOE*4 carrier status, as well as the interactions of these risk factors with age, and to
examine how consistent these associations were across cohorts. Age was analyzed in years, but
for ease of interpretation, Bs and 95% confidence intervals (CIs) are presented using age in
decades. CIs were obtained as B £ Z%SE(B), where B is the estimate, SE(B) is the standard

error of B, and Z, is the upper 97.5% percentile point of the standard normal distribution.

In a number of study/test distributions, ceiling or floor effects had produced data spikes in
which a relatively large proportion of scores were of either the minimum or maximum possible
value. The most prominent reason for this was the termination of timed tests after a predeter-
mined period and the recording of a score equal to that time. These scores were removed in
order to achieve convergence or acceptable model fit (the numbers of scores removed are
shown in S6 Table). We subsequently examined whether the removal of these scores affected
our results by repeating the meta-analyses used to obtain pooled estimates of the fixed effects
for each cognitive measure with studies featuring data spikes excluded.

Our primary analyses used data from all available individuals with sufficient information,
including those identified by the contributing studies as having dementia at baseline. The
inclusion of individuals with dementia at baseline meant that our evaluations of cognitive
change were more likely to truly represent those of aging populations. However, as it is possi-
ble that individuals with dementia may decline at rates different from those without dementia,
the analyses were repeated with cases of baseline dementia removed. The majority of studies
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diagnosed or classified dementia using DSM-IV criteria, with the exceptions being Bambui (an
MMSE score cutoff point 13/14 appropriate for Brazilian populations with low schooling [39]),
CFAS (AGECAT organicity level of O3), ESPRIT (standardized interview by a neurologist
incorporating cognitive testing, with diagnoses validated by an independent panel of expert
neurologists), HK-MAPS (Clinical Dementia Rating >1), and SGS (self-reported medical his-
tory). We note that these approaches are not harmonized or necessarily optimal for identifying
dementia, including the case in which MMSE scores were used while other criteria for demen-
tia, such as impaired functional ability, were not considered.

The Sydney team created the pooled dataset and performed the analyses. IBM SPSS Statis-
tics 23 was used to create the dataset and identify outliers, the function Ime in the R (version
3.3.1) package mlme (https://www.r-project.org/) was used for linear mixed effects modelling,
and the Penalised Quasi-Likelihood method implemented in the program glmPQL of the
MASS package [40] was used for generalized linear mixed effects modelling. The meta-analy-
ses were conducted and forest plots made using the metafor package in R [41].

Results
Sample description

Table 2 shows the demographic characteristics of the 14 cohorts contributing to our longitudi-
nal analyses. All of the cohorts except one (PATH) had a greater proportion of females than
males. For nine of the cohorts, the age of the youngest participant at baseline was 60 or more
years (it was no less than 54 y for the remaining cohorts). The design of both Invece.Ab and
PATH led to their cohorts having a much narrower age range than others. While most cohorts
contained some participants with no formal schooling, the mean number of years of education
varied considerably. Participants from the Brazilian cohorts (Bambui and SPAH) had the fewest
years of formal education. Each cohort was essentially homogenous for race/ethnicity, except
for EAS (approximately two-thirds white and one-third black), Bambui (white, black, and Bra-
zilian indigenous native), and SPAH (mostly mixed race and white). Across the cohorts, the
total number of individuals with APOE*4 data was 15,199, and 22.9% of these were APOE*4 car-
riers. However, the proportion of APOE*4 carriers varied across the cohorts, being lowest for
the two comprising predominantly Chinese participants (HK-MAPS and SLASI). Across all
cohorts, the proportion of individuals with dementia at baseline was between almost zero and
5.8% (not counting two studies that excluded individuals with dementia during recruitment:
HK-MAPS and Sydney MAS). The overall proportion of individuals with dementia at baseline
was 3.3%.

Rates of cognitive decline

Fixed effects of age and age’. Across all cohorts, analyses adjusting for sex and education
revealed statistically significant negative pooled associations between age and performance on
the MMSE and all four cognitive domains (Fig 1, values in S7 Table). This demonstrates decline,
with the rate most rapid for processing speed (-0.26 Z-score units per decade, 95% CI [-0.35,
-0.16], p < 0.001) and least rapid for the MMSE (-0.12 Z-score units per decade, 95% CI [-0.17,
-0.06], p < 0.001). There was a relatively high level of consistency in the direction of these asso-
ciations with age but a considerable degree of variation in their size across cohorts, with high
levels of heterogeneity indicated by I2 values between 86.2% and 98.9%.

Results showed small but statistically significant negative pooled associations between age”
and all cognitive measures, indicating decline becoming more rapid with increasing age, with
the strongest associations detected for processing speed and executive functioning (S1 Fig, val-
ues in S8 Table). The associations with age” exhibited high levels of heterogeneity among the
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Table 2. Characteristics of the cohorts at baseline.

Study

Bambui
CFAS

EAS

ESPRIT
HELIAD
HK-MAPS
Invece.Ab
KLOSCAD

PATH
SPAH

SGS
SLAS|

Sydney
MAS

ZARADEMP

Total

APOE*4, apolipoprotein E €4 allele.

Age,y
Range

60-95

64—
105

63—
100

65-96
54-94
60-96
70-75

58—
101

60-66

65—
102

65-96
55-91
70-90

58—
102
54—
105

Mean
(SD)

69.2 (7.3)
75.2 (6.9)

78.3 (5.4)

73.3(5.7)
73.2(5.7)
72.3(7.2)
72.2(1.3)
705 (7.1)

62.5 (1.5)
72.3(6.4)

73.6 (6.2)
65.3 (7.3)
78.8 (4.8)

73.9(9.7)

72.8(7.7)

* White 66.5%, black 27.6%.
1 Individuals with dementia were excluded during recruitment.
I Includes cohorts with no APOE* 4 data available or supplied.

doi:10.1371/journal.pmed.1002261.t002

Sex, no. (%) Education, y Main race/ Dementia, no. APOE*4, no. (%)

Female Male Range |Mean ethnicity (%) Carrier Missing data

(SD)

937 (60.2) |620(39.8) |0-14 |2.7(3.0) |Brazilian 66 (4.2) 344 (25.0) | 183(11.8)
7,565 (59.9) | 5,065 (40.1) | 0-34 |10.0(2.3) | White 374 (3.0) 239 (23.5) |11,611(91.9)
1,383 (61.9) | 853(38.1) | 0-25 |13.1(3.7)  White, Black* 126 (5.6) 227 (23.6) | 1,274 (57.0)
1,313 (58.2) | 944 (41.8) | 0-15 |10.2(3.8) A White 69 (3.1) 436 (19.8) |52 (2.3)
712(58.0) |516(42.0) |0-21 |6.5(4.2) | White 48 (3.9) - -
421(53.6) |364(46.4) |0-20 |4.8(4.7) |Chinese 0(0.0)t 37 (14.1) | 522 (66.5)
713(54.0) |607(46.0) |0-20 |6.7(3.4) | White 39 (3.0) 237 (18.0) |4(0.3)
3,927 (57.5) | 2,905 (42.5) | 0-26 |7.8(5.4) |Korean 319 (4.7) 964 (24.9) | 2,959 (43.3)
1,232 (48.4) | 1,314 (51.6) | 4-18 |13.7(2.8) | White 1(0.0) 641 (27.0) | 172(6.8)
1,187 (60.7) | 770(39.3) | 0-19 |2.4(2.9) | Brazilian 99 (5.1) - -
1,255 (57.4) | 931 (42.6) |0-23 |11.0(2.5)  Japanese 8(0.4) - -
531(62.1) |324(37.9) | 0-22 |6.6(4.6) |Chinese 20 (2.3) 134 (15.8) | 6(0.7)
572 (55.2) |465(44.8) |3-24 |11.6(3.5) | White 0(0.0)t 218(22.6) | 73(7.0)
2,736 (57.7) | 2,008 (42.3) | 1-18 |7.1(3.8) | White 202 (4.3) - -
24,484 17,686 0-34 |8.8(4.6) |White 1,371 (3.3) 3,477 26,971
(58.1) (41.9) (22.9) (64.0)t

cohorts for the MMSE and each of the cognitive domains, with values of I ranging from

74.0% to 96.3%.

Fig 2 displays the longitudinal trajectories with age for the MMSE and each of the cognitive
domains, calculated using the pooled estimates of the fixed effects of age and age” adjusted for
sex and education (as per S7 and S8 Tables), as well as 95% confidence bands calculated from
the standard errors of these pooled estimates and the intercept. Each panel shows declining
performance with increasing age; steepening of the slopes with age reflects the negative age
fixed effects.

Rates of decline for white and Asian groups. Fig 3 shows the fixed effects of age and age’
pooled across samples for each cognitive measure, as well as the weighted average of the pooled
cognitive measures, separately for the white and Asian groups (values in S9-S12 Tables). Mir-
roring the finding for all cohorts analyzed as a whole, the most rapid rate of decline within
each of the white and Asian groups was for processing speed. The Asian group had a slight
overall tendency for higher rates of decline with age than the white group, as reflected in the
small difference in the averages of pooled scores shown in Fig 3. However, across all cognitive
measures and comparisons of age and age” effects, the only statistically significant group differ-
ence was for the fixed effect of age on MMSE scores (Bgir = 0.0110, 95% CI [0.0004, 0.0211],

p =0.021), with a faster rate of decline in the Asian group than in the white group. Fig 3 also
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Fig 1. Forest plots for associations between age and Mini-Mental State Examination (MMSE) and cognitive domain scores. The x-axis plots
change in Z-score units per decade; negative values indicate decline with age.

doi:10.1371/journal.pmed.1002261.9001

suggests that the difference in the strengths of the pooled age” fixed effects between processing
speed and language is greater for whites than for Asians.

Associations with sex, education, and APOE*4 carrier status, as well as
their interactions with age

Sex. Values for the pooled associations with sex, and its interaction with age, are shown
for each cognitive measure in S13 and S14 Tables. The strongest association with sex was for
memory (B =-0.16, 95% CI [-0.25, -0.08], p < 0.001), with females performing better than
males. Males tended to perform better than females on all other cognitive measures, but not
statistically significantly so for any measure. The interactions of sex with age were positive for
all cognitive measures except processing speed, which was near zero and nonsignificant
(p = 0.795), indicating a trend toward slightly slower decline with age for males than for
females. However, this slightly slower decline for males was only statistically significant for the
MMSE (B = 0.023,95% CI [0.011, 0.035], p < 0.001).
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Fig 2. Longitudinal variation with age for the Mini-Mental State Examination (MMSE) and cognitive domains. Results were
calculated from pooled estimates of the fixed effects of age and age?, adjusted for sex and education. Dashed lines indicate 95%

confidence bands.

doi:10.1371/journal.pmed.1002261.9002

Education. The values for the pooled associations between education and each of the cog-
nitive measures are shown in S15 Table. Having more years of education was associated with
significantly better performance on all cognitive measures. The strongest effect was for lan-
guage, which exhibited an almost 0.05 Z-score unit increase for every additional year of educa-
tion (B = 0.049, 95% CI [0.032, 0.066], p < 0.001), and the lowest for the MMSE (B = 0.011,
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Fig 3. Pooled values of age and age? fixed effects on Mini-Mental State Examination (MMSE) and cognitive domain scores for white and Asian
groups. The x-axis plots change in Z-score units per decade; negative values indicate decline with age (left panel) and accelerating decline with age (right

panel).
doi:10.1371/journal.pmed.1002261.9003

95% CI [0.007, 0.016], p < 0.001). Statistically significant interactions between education
and age were found for the MMSE (B = 0.004, 95% CI [0.002, 0.006], p = 0.001) and language
(B =-0.007,95% CI [-0.011, -0.003], p < 0.001), with more years of education associated with
a slower decline in MMSE scores but a faster decline in language performance (S16 Table).
APOE*4 carrier status. The values for the pooled associations between APOE*4 carrier
status and each of the cognitive measures are shown in S17 Table. The strongest associations
were with memory (B = -0.055, 95% CI [-0.075, -0.035], p < 0.001) and processing speed (B =
-0.043, 95% CI [-0.060, -0.025], p < 0.001), for each of which the performance of APOE*4 car-
riers was around 0.05 Z-score units below that of noncarriers. APOE*4 carriers also performed
significantly lower than noncarriers on the MMSE, but the negative associations with language
and executive functioning were not statistically significant. There were statistically significant
interactions between APOE*4 carrier status and age for all cognitive measures except executive
functioning (S18 Table). The strongest interaction was for processing speed (B = -0.08, 95% CI
[-0.15, -0.01], p = 0.019), but this was not significantly different from the interaction with any
of the other measures. For all significant associations, the negative value for B indicates greater
decline in cognition with age for APOE*4 carriers than for noncarriers. The results for both
APOE"*4 carrier status and APOE*4 carrier status by age interactions exhibited extremely low
heterogeneity among the cohorts for memory and language (0.0% < I* < 0.5%).

PLOS Medicine | DOI:10.1371/journal.pmed. 1002261
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Repeat analyses. In order to achieve model convergence or adequate fit, our initial analy-
ses excluded scores that formed data spikes, which were groups of scores reflecting ceiling or
floor effects most prominently associated with the termination of timed tests at a predeter-
mined time. We repeated our meta-analyses with studies featuring data spikes excluded and
observed only one change to the original pooled values: the emergence of significantly lower
executive functioning performance for APOE*4 carries than for noncarriers (B = -0.22, 95% CI
[-0.42, -0.03], p = 0.025). We also performed a separate round of repeat analyses with cases of
dementia at baseline removed (the pooled values of estimated fixed effects are shown in the
last rows of S7-518 Tables). While the overall pattern of results remained similar to that origi-
nally found, there were a small number of changes in the results when comparing whites and
Asians and when investigating associations with sex, education, and APOE*4 carrier status.
However, as can be seen in S7-S18 Tables, in most instances this involved only a small change
in p-value and no substantial change in effect size.

Discussion

We used individual participant-level data provided by members of the COSMIC collaboration
to investigate rates of cognitive decline in 14 longitudinal population-based studies of cogni-
tive aging, representing 12 countries and 5 continents. We also investigated the extent to
which sex, education, and APOE*4 carrier status were associated with cognitive performance
and decline across these diverse ethnocultural groups and geographic regions. Our findings
were minimally affected when repeating our analyses with cases of baseline dementia removed,
probably in large part because the overall proportion of these cases was low (3.3%).

Main findings

The cognitive measures analyzed in this study were the MMSE and tests representing four cog-
nitive domains: memory, language, processing speed, and executive functioning. For all of
these measures and across all cohorts, we found performance to not only decline substantially
with age, but to decline more rapidly with increasing age. Processing speed exhibited the stron-
gest decline with age, and the MMSE exhibited the weakest. The rate of age-related change in
processing speed was almost -0.25 Z-score units per decade, which was not too dissimilar to
the rates of decline for memory and executive functioning but twice the rate of decline we
found for the MMSE. This is consistent with previous reports of age-related associations being
stronger for processing speed, intermediate for memory, and weaker for language [42]. Pro-
cessing speed being the cognitive measure most strongly associated with age could be seen as
supporting the processing speed theory of cognitive aging [43]. However, it was not our aim to
investigate this, and further analyses examining the extent to which change in performance on
other domains is driven by changes in processing speed would be required to test this idea.
The slowest rate of decline being found for the MMSE could stem from this measure being
insensitive to changes at high levels of cognition [44].

Rates of cognitive decline and changes in the rates of decline with age exhibited a degree of
heterogeneity across the cohorts. The direction of associations with age was highly consistent
across cohorts for all cognitive measures (with no instance of significant improvement rather
than decline), but the strength differed. These differences remained when cases of baseline
dementia were excluded, suggesting that they could lead to international differences in rates of
incident dementia, and thereby contribute to the global variation in prevalence of dementia
[1]. Future COSMIC projects will aim to harmonize data on incident dementia across the
cohorts and match these to rates of cognitive decline and prevalence of dementia.
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Race/ethnicity

Despite the differences seen across all cohorts, our initial results indicated only one significant
difference in rates of decline or change in rates of decline between groups of cohorts classified
as white or Asian: a slightly faster decline with age on the MMSE in the Asian group. There
also seemed to be a group difference in the strengths of the pooled age” fixed effects between
processing speed and language, which was greater for whites than for Asians. Analyses with
cases of baseline dementia removed showed some additional age” effects within each group,
amplifying the differences between whites and Asians. Further research is needed to determine
the reliability of these differences and their implications.

Sex

Across our cohorts, females generally performed better than males on verbal memory tests,
although the difference was not large. Previously reported differences in late-life memory per-
formance between men and women have varied depending on where the samples were from.
Reports of better memory in women have come from developed nations, including the UK
[45], US [46], and Denmark [12]. Conversely, women have shown poorer memory perfor-
mance than men in samples from developing nations or where women have historically not
been afforded the same educational opportunities as men, including India [47] and China
[48]. Nevertheless, it should be noted that our findings were relatively consistent across the
diverse range of cohorts investigated, including some that may be from developing nations.
Better verbal memory performance in women than men could arise via an effect of estrogen
[49] or sex-specific cognitive reserve [50]. Our initial finding of faster decline in MMSE scores
for females than for males is ostensibly consistent with reports that women exhibit both a
steeper decline in general cognition with increasing age [51] and a greater prevalence of AD
[52]. However, there was only a trend for this association (p = 0.089) after excluding baseline
dementia cases from our analyses. Future COSMIC projects will use harmonized incidence of
dementia data to more fully examine sex differences in cognitive decline.

Education

Previous research has consistently found higher levels of educational attainment to be associ-
ated with better late-life cognitive functioning [7,53,54], but associations between education
and rates of cognitive decline are mixed [7]. Our finding that more years of education was
associated with better performance on all cognitive measures is consistent with this. Also con-
sistent are declines with age that were slower for the MMSE but faster for language, though the
reasons for the mixed directions of these associations are unclear.

APOE*4

Compared to noncarriers, APOE*4 carriers performed worse on memory, processing speed, and
the MMSE (as well as on executive functioning in analyses with studies featuring data spikes
excluded). APOE*4 carriers also exhibited greater rates of decline than noncarriers for all mea-
sures except executive functioning. Such findings are not unexpected given that APOE*4 is a risk
factor for AD [13] and for the transition from MCI to AD [14]. With cases of baseline dementia
excluded from our analyses, APOE*4 carriers continued to show significantly poorer perfor-
mance only for memory, which fits with a recent meta-analysis finding memory to be the cogni-
tive measure most strongly affected in APOE*4 carriers with no diagnosed cognitive impairment
[55]. The reasons for extremely low heterogeneity among the cohorts for associations with
APOE*4 carrier status and APOE" 4 carrier status by age interactions on memory and language
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are unclear. We note that the differences in APOE*4 carrier prevalence across our cohorts are
generally consistent with previously reported racial/ethnic differences [56], particularly the rela-
tively low prevalence for the Chinese (HK-MAPS and SLASI) and Italian (Invece.Ab) cohorts.

Strengths and limitations

Strengths of our study include the large number of independent cohorts from diverse geographi-
cal, ethnic, and sociocultural groups and the use of the same or very similar cognitive tests by
these studies. Even with analyses based on standardized scores, we expect that the use of com-
mon tests helped to minimize heterogeneity across the studies within each of the cognitive
domains investigated. Nevertheless, with only one test being used to represent cognitive
domains, we caution against generalizing our results to domains rather than viewing them as
test-specific associations, although it is noteworthy that the tests used were prototypical of their
domains, and that for the memory domain a variety of verbal memory tests were used across the
cohorts. We also note that the MMSE has been criticized as psychometrically unsound for assess-
ing cognitive change in healthy older adults [57] and prone to practice effects [58]. Indeed, with
the same cognitive tests used repeatedly in all assessment waves, it is possible we underestimated
age-related change because of practice effects. Being reportedly stronger in younger adults [59],
practice effects could partially explain increasing rates of decline with increasing age. Other limi-
tations include the cohorts differing in size, number of assessment waves, and overall follow-up
duration. Despite all being population-based, the use of particular strategies for recruitment and
regional specificity may mean that the cohorts are not necessarily representative of the countries
or entire populations they were from. Our study did not have data on chronic degenerative dis-
eases or cardiovascular and lifestyle-related factors commonly associated with aging. These fac-
tors could have independent associations with cognitive decline, and not controlling for them
may lead to overestimating the strength of associations between age and cognitive decline. Limi-
tations also come with having to harmonize some data from among a heterogeneous group of
studies. For example, the use of different memory tests by the studies entailed differences in the
range of possible scores, which, despite harmonization, potentially influenced the variability
within studies and, thus, also potentially influenced our findings of differences between studies.

Conclusion

In conclusion, we found that cognitive performance consistently declined with age, and more
rapidly with increasing age, across cohorts from a diverse range of ethnocultural groups and geo-
graphical regions. Similar patterns of results were found for analyses that either included or
excluded individuals with dementia at baseline. The strengths of the observed associations varied
across the cohorts, and there were also some small differences between groups of cohorts classi-
fied as white or Asian. This suggests that different rates of cognitive decline might contribute, via
different rates of incident dementia, to the global variation in dementia prevalence. Given the
diversity of cohorts and our large overall sample size (more than 42,000 individuals), the associa-
tions with sex, education, and APOE genotype we found should help to clarify the contributions
of these factors to cognitive ageing on a global scale. We intend for future research with COS-
MIC cohorts to explore how risk factors not investigated in the current study, including other
genetic, epigenetic, cardiovascular, and lifestyle-related factors, contribute to cognitive decline
and neurocognitive disorders, and to determine the extent to which their associations vary inter-
nationally. We also aim to feature populations from ethnocultural groups and geographical
regions for which the current study lacked data, including Africa, India, and mainland China.
This will provide important information for developing efficacious interventions to prevent or
minimize cognitive impairment and dementia in the rapidly aging population worldwide.

PLOS Medicine | DOI:10.1371/journal.pmed.1002261 March 21,2017 15/21



@°PLOS | MEDICINE

Age-related cognitive decline in diverse international regions

Supporting information

S1 STROBE Checklist. STROBE checklist for cohort studies.
(DOC)

S1 Fig. Forest plots for the quadratic effects of age on Mini-Mental State Examination
(MMSE) and cognitive domain scores. Z- and p-values are for the statistical tests of signifi-
cance of the pooled values.

(TIF)

S1 Table. Number of assessment waves, time since baseline, and number of individuals
assessed with the MMSE for baseline and each follow-up wave.
(DOCX)

S2 Table. Time (y) since baseline and number of individuals assessed with the Mini-Mental

State Examination for the 16 annual Bambui study assessment waves.
(DOCX)

$3 Table. Time (y, mean + SD, and range) since baseline and number of individuals
assessed with the Blessed Information Memory Concentration test for each of the 16 EAS
assessment waves.

(DOCX)

S4 Table. Ethics approvals for the individual contributing studies.
(DOCX)

S5 Table. Tests from each contributing study used to represent the cognitive domains
investigated.
(DOCX)

S6 Table. Numbers and percentages of missing and deleted test scores.
(DOCX)

S7 Table. Meta-analyses of the fixed effects of age on MMSE and cognitive domain scores.
(DOCX)

S8 Table. Meta-analyses of the fixed effects of age> on MMSE and cognitive domain scores.
(DOCX)

S9 Table. For predominantly white studies, meta-analyses of the fixed effects of age on
MMSE and cognitive domain scores.
(DOCX)

$10 Table. For predominantly white studies, meta-analyses of the fixed effects of age” on
MMSE and cognitive domain scores.
(DOCX)

S11 Table. For predominantly Asian studies, meta-analyses of the fixed effects of age on
MMSE and cognitive domain scores.
(DOCX)

S$12 Table. For predominantly Asian studies, meta-analyses of the fixed effects of age” on
MMSE and cognitive domain scores.
(DOCX)

$13 Table. Meta-analyses of the fixed effects of sex on MMSE and cognitive domain scores.
(DOCX)

PLOS Medicine | DOI:10.1371/journal.pmed.1002261 March 21,2017 16/21


http://journals.plos.org/plosmedicine/article/asset?unique&id=info:doi/10.1371/journal.pmed.1002261.s001
http://journals.plos.org/plosmedicine/article/asset?unique&id=info:doi/10.1371/journal.pmed.1002261.s002
http://journals.plos.org/plosmedicine/article/asset?unique&id=info:doi/10.1371/journal.pmed.1002261.s003
http://journals.plos.org/plosmedicine/article/asset?unique&id=info:doi/10.1371/journal.pmed.1002261.s004
http://journals.plos.org/plosmedicine/article/asset?unique&id=info:doi/10.1371/journal.pmed.1002261.s005
http://journals.plos.org/plosmedicine/article/asset?unique&id=info:doi/10.1371/journal.pmed.1002261.s006
http://journals.plos.org/plosmedicine/article/asset?unique&id=info:doi/10.1371/journal.pmed.1002261.s007
http://journals.plos.org/plosmedicine/article/asset?unique&id=info:doi/10.1371/journal.pmed.1002261.s008
http://journals.plos.org/plosmedicine/article/asset?unique&id=info:doi/10.1371/journal.pmed.1002261.s009
http://journals.plos.org/plosmedicine/article/asset?unique&id=info:doi/10.1371/journal.pmed.1002261.s010
http://journals.plos.org/plosmedicine/article/asset?unique&id=info:doi/10.1371/journal.pmed.1002261.s011
http://journals.plos.org/plosmedicine/article/asset?unique&id=info:doi/10.1371/journal.pmed.1002261.s012
http://journals.plos.org/plosmedicine/article/asset?unique&id=info:doi/10.1371/journal.pmed.1002261.s013
http://journals.plos.org/plosmedicine/article/asset?unique&id=info:doi/10.1371/journal.pmed.1002261.s014
http://journals.plos.org/plosmedicine/article/asset?unique&id=info:doi/10.1371/journal.pmed.1002261.s015

@°PLOS | MEDICINE

Age-related cognitive decline in diverse international regions

S14 Table. Meta-analyses of sex by age interactions on MMSE and cognitive domain
scores.
(DOCX)

S15 Table. Meta-analyses of the fixed effects of education on MMSE and cognitive domain
scores.
(DOCX)

$16 Table. Meta-analyses of education by age interactions on MMSE and cognitive domain
scores.
(DOCX)

$17 Table. Meta-analyses of the fixed effects of APOE"4 carrier status on MMSE and cogni-
tive domain scores.
(DOCX)

S18 Table. Meta-analyses of APOE*4 carrier status by age interactions on MMSE and cog-
nitive domain scores.
(DOCX)

S1 Text. Analysis plan for COSMIC paper on age-related cognitive decline in diverse inter-
national regions.
(DOCX)

Acknowledgments

The authors’ affiliations with the contributing COSMIC studies are as follows: Bambui: MFLC
(study leader), ECC; CFAS: CB (study leader), FEM, BCMS; EAS: RBL, MJK (joint study lead-
ers); ESPRIT: KR (joint study leader), JSc, MLA (joint study leader); HELIAD: NS (study
leader), MY, ED; HK-MAPS: LCWL (study leader), CHYW, AWTF; Invece.Ab: AG (study
leader), RV, AD; KLOSCAD: KWK (study leader), JWH, THK; PATH: KJA (study leader),
NC, PB; SPAH: MS (study leader); SGS: SK (study leader), SC, KN; SLASI: TPN (study leader),
QG; Sydney MAS: DML, PSS (joint study leader), JDC, RD, AT, NAK, GA, SR, HB (joint
study leader); ZARADEMP: AL (study leader), RLA, JSa.

The authors of particular studies acknowledge: EAS: the contributions of Molly Zimmer-
man and Carol Derby; ESPRIT: the further study member Isabelle Carriere; HELIAD: the fur-
ther study members Mary Kosmidis, George M Hadjigeorgiou, Pararskevi Sakka, Elena
Margioti, Xanthi Arabatzi, and the other contributors to the study; HK-MAPS: the contribu-
tions of Grace T.Y. Leung, Wai Chi Chan, Department of Health of Hong Kong SAR, the par-
ticipants and the social centres for their assistance in the assessment, and thank Novartis and
Astra Zeneca for their sponsorship of souvenirs for the participants in the baseline study;
Invece.Ab: the further study members Letizia Polito, Simona Abbondanza, Eleonora Valle,
Mauro Colombo, Silvia Francesca Vitali, Silvia Fossi, Daniele Zaccaria and the contributions
of Gianluigi Forloni,”Mario Negri” Institute for Pharmacological Research, Milan, Italy and
Simona Villani, University of Pavia, Pavia, Italy, and are also grateful to the relative’s associa-
tion, “Federazione Alzheimer Italia”, Milan, Italy, for supporting the study. PATH: the further
study members Helen Christensen, Andrew MacKinnon, Simon Easteal, Project Managers
Trish Jacomb, Karen Maxwell, participants and the NHMRC. SLASI: and gratefully thank the
help and support of the following voluntary welfare organizations: Geylang East Home for the
Aged, Presbysterian Community Services, Thye Hua Kwan Moral Society (Moral Neighbour-
hood Links), Yuhua Neighbourhood Link, Henderson Senior Citizens’ Home, NTUC

PLOS Medicine | DOI:10.1371/journal.pmed.1002261 March 21,2017 17/21


http://journals.plos.org/plosmedicine/article/asset?unique&id=info:doi/10.1371/journal.pmed.1002261.s016
http://journals.plos.org/plosmedicine/article/asset?unique&id=info:doi/10.1371/journal.pmed.1002261.s017
http://journals.plos.org/plosmedicine/article/asset?unique&id=info:doi/10.1371/journal.pmed.1002261.s018
http://journals.plos.org/plosmedicine/article/asset?unique&id=info:doi/10.1371/journal.pmed.1002261.s019
http://journals.plos.org/plosmedicine/article/asset?unique&id=info:doi/10.1371/journal.pmed.1002261.s020
http://journals.plos.org/plosmedicine/article/asset?unique&id=info:doi/10.1371/journal.pmed.1002261.s021

@’PLOS | MEDICINE

Age-related cognitive decline in diverse international regions

Eldercare Co-op Ltd, Thong Kheng Seniors Activity Centre (Queenstown Centre), Redhill
Moral Seniors Activity Centre, SARAH Seniors Activity Centre, and Training, Research Acad-
emy at Jurong Point (TaRA@JP). Sydney MAS: the contributions of members of the MAS
Team: Allison Bowman, Kim Burns, Anthony Broe, Joula Dekker, Louise Dooley, Michele de
Permentier, Sarah Fairjones, Janelle Fletcher, Therese French, Cathy Foster, Emma Nugent-
Cleary-Fox, Chien Gooi, Evelyn Harvey, Rebecca Helyer, Sharpley Hsieh, Laura Hughes,
Sarah Jacek, Mary Johnston, Donna McCade, Samantha Meeth, Eveline Milne, Angharad
Moir, Ros O’Grady, Kia Pfaeffli, Carine Pose, Laura Reuser, Amanda Rose, Peter Schofield,
Zeeshan Shahnawaz, Amanda Sharpley, Claire Thompson, Wiebke Queisser, and Sam Wong.
ZARADEMP: the further study members Guillermo Marcos, Concepcion De-la-Camara,
Pedro Saz, Tirso Ventura, Miguel Angel Quintanilla, and Elena Lobo, and the contributions of
the ZARADEMP Workgroup who participated in the study.

Author Contributions

Conceptualization: PSS DML JDC NAK SK CB FEM BCMS CHYW LCWL MFLC ECC KJA
AL NS ED MY RBL MJK GA KWK MS.

Data curation: DML JDC RD AT AWTF NC SK SC KN TPN QG CHYW LCWL JSc CB FEM
BCMS THK MFLC ECC KJA RLA JSa MJK JWH KWK PB MS.

Formal analysis: RD AT SC NAK CHYW LCWL MFLC ECC RLA JSa NS MY JWH KWK
MS FEM BCMS.
Funding acquisition: PSS.

Investigation: AWTF NC SK SC KN TPN QG CHYW LCWL AG RV AD MLA HB THK
NAK MFLC ECC KJA AL RLA ]JSa NS ED MY KR RBL MJK SR JWH GA KWK PB MS CB
FEM BCMS.

Methodology: JDC AT SK SC KN TPN QG CB FEM LCWL KJA NS ED MY KWK MS.
Project administration: DML.

Software: JSa MJK KWK MS FEM BCMS.

Supervision: PSS.

Validation: CB FEM BCMS LCWL JSc MLA MFLC ECC KJA AL RLA JSa RBL MJK JWH
KWK MS.

Visualization: AT.
Writing - original draft: DML JDC PSS.

Writing - review & editing: DML PSS JDC RD AT NAK GA MFLC ECC CB FEM BCMS
RBL MJK KR JSc MLA NS MY ED LCWL CHYW AWTF AG RV AD KWK JWH THK
KJA NC PB MS KS CS KN TPN QG SR HB AL RLA JSa.

References

1. Prince M, Bryce R, Albanese E, Wimo A, Ribeiro W, Ferri CP. The global prevalence of dementia: a sys-
tematic review and metaanalysis. Alzheimers Dement. 2013; 9(1):63-75 e2. doi: 10.1016/}.jalz.2012.
11.007 PMID: 23305823

2. Sachdev PS, Lipnicki DM, Kochan NA, Crawford JD, Thalamuthu A, Andrews G, et al. The Prevalence
of Mild Cognitive Impairment in Diverse Geographical and Ethnocultural Regions: The COSMIC Collab-
oration. PLoS ONE. 2015; 10(11):e0142388. doi: 10.1371/journal.pone.0142388 PMID: 26539987

PLOS Medicine | DOI:10.1371/journal.pmed.1002261 March 21,2017 18/21


http://dx.doi.org/10.1016/j.jalz.2012.11.007
http://dx.doi.org/10.1016/j.jalz.2012.11.007
http://www.ncbi.nlm.nih.gov/pubmed/23305823
http://dx.doi.org/10.1371/journal.pone.0142388
http://www.ncbi.nlm.nih.gov/pubmed/26539987

@’PLOS | MEDICINE

Age-related cognitive decline in diverse international regions

10.

1.

12

13.

14.

15.

16.

17.

18.

19.

20.

21.

Skirbekk V, Loichinger E, Weber D. Variation in cognitive functioning as a refined approach to compar-
ing aging across countries. Proc Natl Acad Sci U S A. 2012; 109(3):770—4. doi: 10.1073/pnas.
1112173109 PMID: 22184241

Lines LM, Sherif NA, Wiener JM. Racial and ethnic disparities among individuals with Alzheimer’s dis-
ease in the United States: A literature review (RTI Press publication No. RR-0024-1412). Research Tri-
angle Park (NC): 2014.

Early DR, Widaman KF, Harvey D, Beckett L, Park LQ, Farias ST, et al. Demographic predictors of cog-
nitive change in ethnically diverse older persons. Psychol Aging. 2013; 28(3):633—45. doi: 10.1037/
a0031645 PMID: 23437898

Wilson RS, Capuano AW, Sytsma J, Bennett DA, Barnes LL. Cognitive aging in older Black and White
persons. Psychol Aging. 2015; 30(2):279-85. doi: 10.1037/pag0000024 PMID: 25961876

Gross AL, Mungas DM, Crane PK, Gibbons LE, MacKay-Brandt A, Manly JJ, et al. Effects of education
and race on cognitive decline: An integrative study of generalizability versus study-specific results. Psy-
chol Aging. 2015; 30(4):863-80. doi: 10.1037/pag0000032 PMID: 26523693

Wolinsky FD, Bentler SE, Hockenberry J, Jones MP, Weigel PA, Kaskie B, et al. A prospective cohort
study of long-term cognitive changes in older Medicare beneficiaries. BMC Public Health. 2011; 11:710.
doi: 10.1186/1471-2458-11-710 PMID: 21933430

Castora-Binkley M, Peronto CL, Edwards JD, Small BJ. A longitudinal analysis of the influence of race
on cognitive performance. J Gerontol B Psychol Sci Soc Sci. 2015; 70(4):512-8. doi: 10.1093/geronb/
gbt112 PMID: 24184780

Vasquez E, Botoseneanu A, Bennett JM, Shaw BA. Racial/Ethnic Differences in Trajectories of Cogni-
tive Function in Older Adults: Role of Education, Smoking, and Physical Activity. J Aging Health. 2015.

Piccinin AM, Muniz-Terrera G, Clouston S, Reynolds CA, Thorvaldsson V, Deary IJ, et al. Coordinated
analysis of age, sex, and education effects on change in MMSE scores. J Gerontol B Psychol Sci Soc
Sci. 2013; 68(3):374-90. doi: 10.1093/geronb/gbs077 PMID: 23033357

Wu'Y, Zhang D, Pang Z, Oksuzyan A, Jiang W, Wang S, et al. Gender-specific patterns in age-related
decline in general health among Danish and Chinese: a cross-national comparative study. Geriatr Ger-
ontol Int. 2012; 12(3):431-9. doi: 10.1111/j.1447-0594.2011.00784.x PMID: 22212497

Corder EH, Saunders AM, Strittmatter WJ, Schmechel DE, Gaskell PC, Small GW, et al. Gene dose of
apolipoprotein E type 4 allele and the risk of Alzheimer’s disease in late onset families. Science. 1993;
261(5123):921-3. PMID: 8346443

Artero S, Ancelin ML, Portet F, Dupuy A, Berr C, Dartigues JF, et al. Risk profiles for mild cognitive
impairment and progression to dementia are gender specific. J Neurol Neurosurg Psychiatry. 2008; 79
(9):979-84. doi: 10.1136/jnnp.2007.136903 PMID: 18450788

Crean S, Ward A, Mercaldi CJ, Collins JM, Cook MN, Baker NL, et al. Apolipoprotein E epsilon4 preva-
lence in Alzheimer’s disease patients varies across global populations: a systematic literature review
and meta-analysis. Dement Geriatr Cogn Disord. 2011; 31(1):20-30. doi: 10.1159/000321984 PMID:
21124030

Sachdev PS, Lipnicki DM, Kochan NA, Crawford JD, Rockwood K, Xiao S, et al. COSMIC (Cohort Stud-
ies of Memory in an International Consortium): an international consortium to identify risk and protective
factors and biomarkers of cognitive ageing and dementia in diverse ethnic and sociocultural groups.
BMC Neurol. 2013; 13:165. doi: 10.1186/1471-2377-13-165 PMID: 24195705

Lima-Costa MF, Firmo JO, Uchoa E. Cohort profile: the Bambui (Brazil) Cohort Study of Ageing. Int J
Epidemiol. 2011; 40(4):862—7. doi: 10.1093/ije/dyq143 PMID: 20805109

Brayne C, McCracken C, Matthews FE. Cohort profile: the Medical Research Council Cognitive Func-
tion and Ageing Study (CFAS). Int J Epidemiol. 2006; 35(5):1140-5. doi: 10.1093/ije/dyl199 PMID:
16980700

Katz MJ, Lipton RB, Hall CB, Zimmerman ME, Sanders AE, Verghese J, et al. Age-specific and sex-
specific prevalence and incidence of mild cognitive impairment, dementia, and Alzheimer dementia in
blacks and whites: a report from the Einstein Aging Study. Alzheimer Dis Assoc Disord. 2012; 26
(4):335—43. doi: 10.1097/WAD.0b013e31823dbcfc PMID: 22156756

Ritchie K, Carriere |, Ritchie CW, Berr C, Artero S, Ancelin ML. Designing prevention programmes to
reduce incidence of dementia: prospective cohort study of modifiable risk factors. BMJ. 2010; 341:
¢3885. doi: 10.1136/bm|.c3885 PMID: 20688841

Dardiotis E, Kosmidis MH, Yannakoulia M, Hadjigeorgiou GM, Scarmeas N. The Hellenic Longitudinal
Investigation of Aging and Diet (HELIAD): rationale, study design, and cohort description. Neuroepide-
miology. 2014; 43(1):9-14. doi: 10.1159/000362723 PMID: 24993387

PLOS Medicine | DOI:10.1371/journal.pmed. 1002261

March 21, 2017 19/21


http://dx.doi.org/10.1073/pnas.1112173109
http://dx.doi.org/10.1073/pnas.1112173109
http://www.ncbi.nlm.nih.gov/pubmed/22184241
http://dx.doi.org/10.1037/a0031645
http://dx.doi.org/10.1037/a0031645
http://www.ncbi.nlm.nih.gov/pubmed/23437898
http://dx.doi.org/10.1037/pag0000024
http://www.ncbi.nlm.nih.gov/pubmed/25961876
http://dx.doi.org/10.1037/pag0000032
http://www.ncbi.nlm.nih.gov/pubmed/26523693
http://dx.doi.org/10.1186/1471-2458-11-710
http://www.ncbi.nlm.nih.gov/pubmed/21933430
http://dx.doi.org/10.1093/geronb/gbt112
http://dx.doi.org/10.1093/geronb/gbt112
http://www.ncbi.nlm.nih.gov/pubmed/24184780
http://dx.doi.org/10.1093/geronb/gbs077
http://www.ncbi.nlm.nih.gov/pubmed/23033357
http://dx.doi.org/10.1111/j.1447-0594.2011.00784.x
http://www.ncbi.nlm.nih.gov/pubmed/22212497
http://www.ncbi.nlm.nih.gov/pubmed/8346443
http://dx.doi.org/10.1136/jnnp.2007.136903
http://www.ncbi.nlm.nih.gov/pubmed/18450788
http://dx.doi.org/10.1159/000321984
http://www.ncbi.nlm.nih.gov/pubmed/21124030
http://dx.doi.org/10.1186/1471-2377-13-165
http://www.ncbi.nlm.nih.gov/pubmed/24195705
http://dx.doi.org/10.1093/ije/dyq143
http://www.ncbi.nlm.nih.gov/pubmed/20805109
http://dx.doi.org/10.1093/ije/dyl199
http://www.ncbi.nlm.nih.gov/pubmed/16980700
http://dx.doi.org/10.1097/WAD.0b013e31823dbcfc
http://www.ncbi.nlm.nih.gov/pubmed/22156756
http://dx.doi.org/10.1136/bmj.c3885
http://www.ncbi.nlm.nih.gov/pubmed/20688841
http://dx.doi.org/10.1159/000362723
http://www.ncbi.nlm.nih.gov/pubmed/24993387

@’PLOS | MEDICINE

Age-related cognitive decline in diverse international regions

22,

23.

24,

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.
41.

42,

43.

Wong CH, Leung GT, Fung AW, Chan WC, Lam LC. Cognitive predictors for five-year conversion to
dementia in community-dwelling Chinese older adults. Int Psychogeriatr. 2013; 25(7):1125-34. doi: 10.
1017/S1041610213000161 PMID: 23544873

Guaita A, Colombo M, Vaccaro R, Fossi S, Vitali SF, Forloni G, et al. Brain aging and dementia during
the transition from late adulthood to old age: design and methodology of the "Invece.Ab" population-
based study. BMC Geriatr. 2013; 13:98. doi: 10.1186/1471-2318-13-98 PMID: 24063518

Kim TH, Park JH, Lee JJ, Jhoo JH, Kim BJ, Kim JL, et al. Overview of the Korean Longitudinal Study on
Cognitive Aging and Dementia [abstract]. Alzheimers Dement. 2013; 9(Suppl 4):626—-7.

Anstey KJ, Christensen H, Butterworth P, Easteal S, Mackinnon A, Jacomb T, et al. Cohort profile: the
PATH through life project. Int J Epidemiol. 2012; 41(4):951-60. doi: 10.1093/ije/dyr025 PMID:
21349904

Scazufca M, Menezes PR, Araya R, Di Rienzo VD, Almeida OP, Gunnell D, et al. Risk factors across
the life course and dementia in a Brazilian population: results from the Sao Paulo Ageing & Health
Study (SPAH). Int J Epidemiol. 2008; 37(4):879-90. doi: 10.1093/ije/dyn125 PMID: 18583392

Narazaki K, Nofuji Y, Honda T, Matsuo E, Yonemoto K, Kumagai S. Normative data for the montreal
cognitive assessment in a Japanese community-dwelling older population. Neuroepidemiology. 2013;
40(1):23-9. doi: 10.1159/000339753 PMID: 23075757

Feng L, Gwee X, Kua EH, Ng TP. Cognitive function and tea consumption in community dwelling older
Chinese in Singapore. J Nutr Health Aging. 2010; 14(6):433-8. PMID: 20617284

Sachdev PS, Brodaty H, Reppermund S, Kochan NA, Trollor JN, Draper B, et al. The Sydney Memory
and Ageing Study (MAS): methodology and baseline medical and neuropsychiatric characteristics of an
elderly epidemiological non-demented cohort of Australians aged 70-90 years. Int Psychogeriatr. 2010;
22(8):1248-64. doi: 10.1017/S1041610210001067 PMID: 20637138

Lobo A, Saz P, Marcos G, Dia J, De-la-Camara C, Ventura T, et al. The ZARADEMP Project on the inci-
dence, prevalence and risk factors of dementia (and depression) in the elderly community: II. Methods
and first results. Eur J Psychiatry. 2005; 19:40-54.

Folstein MF, Folstein SE, McHugh PR. "Mini-mental state". A practical method for grading the cognitive
state of patients for the clinician. J Psychiatr Res. 1975; 12(3):189-98. PMID: 1202204

Thal LJ, Grundman M, Golden R. Alzheimer’s disease: a correlational analysis of the Blessed Informa-
tion-Memory-Concentration Test and the Mini-Mental State Exam. Neurology. 1986; 36(2):262—4.
PMID: 3945395

Strauss E, Sherman EMS, Spreen O. A Compendium of Neuropsychological Tests: Administration,
Norms, and Commentary. 3rd ed. New York, NY: Oxford University Press; 2006.

Lezak MD, Howieson DB, Loring DW. Neuropsychological Assessment. 4 ed. New York, NY: Oxford
University Press; 2004.

Weintraub S, Salmon D, Mercaldo N, Ferris S, Graff-Radford NR, Chui H, et al. The Alzheimer’s Dis-
ease Centers’ Uniform Data Set (UDS): the neuropsychologic test battery. Alzheimer Dis Assoc Disord.
2009; 23(2):91-101. doi: 10.1097/WAD.0b013e318191¢7dd PMID: 19474567

Ganguli M, Snitz BE, Lee CW, Vanderbilt J, Saxton JA, Chang CC. Age and education effects and
norms on a cognitive test battery from a population-based cohort: the Monongahela-Youghiogheny
Healthy Aging Team. Aging Ment Health. 2010; 14(1):100-7. doi: 10.1080/13607860903071014 PMID:
20155526

Lim J, Oh IK, Han C, Huh YJ, Jung IK, Patkar AA, et al. Sensitivity of cognitive tests in four cognitive
domains in discriminating MDD patients from healthy controls: a meta-analysis. Int Psychogeriatr.
2013; 25(9):1543-57. doi: 10.1017/S1041610213000689 PMID: 23725644

Higgins JPT, Green S. Cochrane Handbook for Systematic Reviews of Interventions Version 5.1.0
[updated March 2011]: The Cochrane Collaboration; 2011. Available from: www.handbook.cochrane.
org.

Castro-Costa E, Fuzikawa C, Uchoa E, Firmo JO, Lima-Costa MF. Norms for the mini-mental state
examination: adjustment of the cut-off point in population-based studies (evidences from the Bambui
health aging study). Arq Neuropsiquiatr. 2008; 66(3A):524—8. PMID: 18813712

Venables WN, Ripley BD. Modern Applied Statistics with S. 4th ed. New York, NY: Springer; 2002.

Viechtbauer W. Conducting meta-analyses in R with the metafor package. J Stat Softw. 2010; 36(3):1—
48.

Finkel D, Reynolds CA, McArdle JJ, Pedersen NL. Age changes in processing speed as a leading indi-
cator of cognitive aging. Psychol Aging. 2007; 22(3):558—68. doi: 10.1037/0882-7974.22.3.558 PMID:
17874954

Salthouse TA. The processing-speed theory of adult age differences in cognition. Psychol Rev. 1996;
103(3):403-28. PMID: 8759042

PLOS Medicine | DOI:10.1371/journal.pmed. 1002261

March 21, 2017 20/21


http://dx.doi.org/10.1017/S1041610213000161
http://dx.doi.org/10.1017/S1041610213000161
http://www.ncbi.nlm.nih.gov/pubmed/23544873
http://dx.doi.org/10.1186/1471-2318-13-98
http://www.ncbi.nlm.nih.gov/pubmed/24063518
http://dx.doi.org/10.1093/ije/dyr025
http://www.ncbi.nlm.nih.gov/pubmed/21349904
http://dx.doi.org/10.1093/ije/dyn125
http://www.ncbi.nlm.nih.gov/pubmed/18583392
http://dx.doi.org/10.1159/000339753
http://www.ncbi.nlm.nih.gov/pubmed/23075757
http://www.ncbi.nlm.nih.gov/pubmed/20617284
http://dx.doi.org/10.1017/S1041610210001067
http://www.ncbi.nlm.nih.gov/pubmed/20637138
http://www.ncbi.nlm.nih.gov/pubmed/1202204
http://www.ncbi.nlm.nih.gov/pubmed/3945395
http://dx.doi.org/10.1097/WAD.0b013e318191c7dd
http://www.ncbi.nlm.nih.gov/pubmed/19474567
http://dx.doi.org/10.1080/13607860903071014
http://www.ncbi.nlm.nih.gov/pubmed/20155526
http://dx.doi.org/10.1017/S1041610213000689
http://www.ncbi.nlm.nih.gov/pubmed/23725644
http://www.handbook.cochrane.org
http://www.handbook.cochrane.org
http://www.ncbi.nlm.nih.gov/pubmed/18813712
http://dx.doi.org/10.1037/0882-7974.22.3.558
http://www.ncbi.nlm.nih.gov/pubmed/17874954
http://www.ncbi.nlm.nih.gov/pubmed/8759042

@’PLOS | MEDICINE

Age-related cognitive decline in diverse international regions

44,

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

Proust-Lima C, Amieva H, Dartigues JF, Jacqmin-Gadda H. Sensitivity of four psychometric tests to
measure cognitive changes in brain aging-population-based studies. Am J Epidemiol. 2007; 165
(3):344-50. doi: 10.1093/aje/kwk017 PMID: 17105962

Hayat SA, Luben R, Moore S, Dalzell N, Bhaniani A, Anuj S, et al. Cognitive function in a general popu-
lation of men and women: a cross sectional study in the European Investigation of Cancer-Norfolk
cohort (EPIC-Norfolk). BMC Geriatr. 2014; 14:142. doi: 10.1186/1471-2318-14-142 PMID: 25527303

Jack CR Jr., Wiste HJ, Weigand SD, Knopman DS, Vemuri P, Mielke MM, et al. Age, Sex, and APOE
epsilon4 Effects on Memory, Brain Structure, and beta-Amyloid Across the Adult Life Span. JAMA Neu-
rol. 2015; 72(5):511-9. doi: 10.1001/jamaneurol.2014.4821 PMID: 25775353

Lee J, Shih R, Feeney K, Langa KM. Gender disparity in late-life cognitive functioning in India: findings
from the longitudinal aging study in India. J Gerontol B Psychol Sci Soc Sci. 2014; 69(4):603-11. doi:
10.1093/geronb/gbu017 PMID: 24622150

Lei X, Hu'Y, McArdle JJ, Smith JP, Zhao Y. Gender Differences in Cognition among Older Adults in
China. J Hum Resour. 2012; 47(4):951-71. PMID: 24347682

Ancelin ML, Ritchie K. Lifelong endocrine fluctuations and related cognitive disorders. Curr Pharm Des.
2005; 11(32):4229-52. PMID: 16375742

Sundermann EE, Maki PM, Rubin LH, Lipton RB, Landau S, Biegon A, et al. Female advantage in ver-
bal memory: Evidence of sex-specific cognitive reserve. Neurology. 2016; 87(18):1916—24. doi: 10.
1212/WNL.0000000000003288 PMID: 27708128

Proust-Lima C, Amieva H, Letenneur L, Orgogozo JM, Jacqmin-Gadda H, Dartigues JF. Gender and
education impact on brain aging: a general cognitive factor approach. Psychol Aging. 2008; 23(3):608—
20. doi: 10.1037/a0012838 PMID: 18808250

Mielke MM, Vemuri P, Rocca WA. Clinical epidemiology of Alzheimer’s disease: assessing sex and
gender differences. Clin Epidemiol. 2014; 6:37—48. doi: 10.2147/CLEP.S37929 PMID: 24470773

Cagney KA, Lauderdale DS. Education, wealth, and cognitive function in later life. J Gerontol B Psychol
Sci Soc Sci. 2002; 57(2):P163-72. PMID: 11867664

Schneider AL, Sharrett AR, Patel MD, Alonso A, Coresh J, Mosley T, et al. Education and cognitive
change over 15 years: the atherosclerosis risk in communities study. J Am Geriatr Soc. 2012; 60
(10):1847-53. doi: 10.1111/].1532-5415.2012.04164.x PMID: 23013064

Wisdom NM, Callahan JL, Hawkins KA. The effects of apolipoprotein E on non-impaired cognitive func-
tioning: a meta-analysis. Neurobiol Aging. 2011; 32(1):63-74. doi: 10.1016/j.neurobiolaging.2009.02.
003 PMID: 19285755

Corbo RM, Scacchi R. Apolipoprotein E (APOE) allele distribution in the world. Is APOE*4 a 'thrifty’
allele? Ann Hum Genet. 1999; 63(Pt 4):301-10. PMID: 10738542

Spencer RJ, Wendell CR, Giggey PP, Katzel LI, Lefkowitz DM, Siegel EL, et al. Psychometric limitations
of the mini-mental state examination among nondemented older adults: an evaluation of neurocognitive
and magnetic resonance imaging correlates. Exp Aging Res. 2013; 39(4):382—-97. doi: 10.1080/
0361073X.2013.808109 PMID: 23875837

Stein J, Luppa M, Maier W, Wagner M, Wolfsgruber S, Scherer M, et al. Assessing cognitive changes in
the elderly: reliable change indices for the Mini-Mental State Examination. Acta Psychiatr Scand. 2012;
126(3):208-18. doi: 10.1111/j.1600-0447.2012.01850.x PMID: 22375927

Lamar M, Resnick SM, Zonderman AB. Longitudinal changes in verbal memory in older adults: distin-
guishing the effects of age from repeat testing. Neurology. 2003; 60(1):82—6. PMID: 12525723

PLOS Medicine | DOI:10.1371/journal.pmed. 1002261

March 21, 2017 21/21


http://dx.doi.org/10.1093/aje/kwk017
http://www.ncbi.nlm.nih.gov/pubmed/17105962
http://dx.doi.org/10.1186/1471-2318-14-142
http://www.ncbi.nlm.nih.gov/pubmed/25527303
http://dx.doi.org/10.1001/jamaneurol.2014.4821
http://www.ncbi.nlm.nih.gov/pubmed/25775353
http://dx.doi.org/10.1093/geronb/gbu017
http://www.ncbi.nlm.nih.gov/pubmed/24622150
http://www.ncbi.nlm.nih.gov/pubmed/24347682
http://www.ncbi.nlm.nih.gov/pubmed/16375742
http://dx.doi.org/10.1212/WNL.0000000000003288
http://dx.doi.org/10.1212/WNL.0000000000003288
http://www.ncbi.nlm.nih.gov/pubmed/27708128
http://dx.doi.org/10.1037/a0012838
http://www.ncbi.nlm.nih.gov/pubmed/18808250
http://dx.doi.org/10.2147/CLEP.S37929
http://www.ncbi.nlm.nih.gov/pubmed/24470773
http://www.ncbi.nlm.nih.gov/pubmed/11867664
http://dx.doi.org/10.1111/j.1532-5415.2012.04164.x
http://www.ncbi.nlm.nih.gov/pubmed/23013064
http://dx.doi.org/10.1016/j.neurobiolaging.2009.02.003
http://dx.doi.org/10.1016/j.neurobiolaging.2009.02.003
http://www.ncbi.nlm.nih.gov/pubmed/19285755
http://www.ncbi.nlm.nih.gov/pubmed/10738542
http://dx.doi.org/10.1080/0361073X.2013.808109
http://dx.doi.org/10.1080/0361073X.2013.808109
http://www.ncbi.nlm.nih.gov/pubmed/23875837
http://dx.doi.org/10.1111/j.1600-0447.2012.01850.x
http://www.ncbi.nlm.nih.gov/pubmed/22375927
http://www.ncbi.nlm.nih.gov/pubmed/12525723

