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Abstract

Ability to predict and prevent incipient functional decline in older adults may help prolong
independence. Cognition is related to everyday function and easily administered, sensitive
cognitive tests may help identify at-risk individuals. Factors like depressive symptoms and
self-rated health are also associated with functional ability and may be as important as cog-
nition. The purpose of this study was to investigate the relationship between concurrent lon-
gitudinal changes in cognition, depression, self-rated health and everyday function in a
well-defined cohort of healthy 85 year olds that were followed-up at the age of 90 in the
Elderly in Linképing Screening Assessment 85 study. Regression analyses were used to
determine if cognitive decline as assessed by global (the Mini-Mental State Examination)
and domain specific (the Cognitive Assessment Battery, CAB) cognitive tests predicted
functional decline in the context of changes in depressive symptoms and self-rated health.
Results showed deterioration in most variables and as many as 83% of these community-
dwelling elders experienced functional difficulties at the age of 90. Slowing-down of pro-
cessing speed as assessed by the Symbol Digits Modality Test (included in the CAB)
accounted for 14% of the variance in functional decline. Worsening self-rated health
accounted for an additional 6%, but no other variables reached significance. These results
are discussed with an eye to possible preventive interventions that may prolong indepen-
dence for the steadily growing number of normally aging old-old citizens.

Introduction

Aging is the result of a lifetime of accumulated changes that eventually affect the capacity to
live an autonomous life. Physical and mental health, nutritional status and lifestyle habits, but
also age-related or pathological cognitive changes [1, 2] are known to affect instrumental abili-
ties of daily living (IADLs). With the steady aging of the world’s population there has been a
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growing interest in interventions to prolong independence. Performance on cognitive tests
tend to show subtle declines well before everyday functioning is affected [3] and could there-
fore be useful clinical predictors. It is however still not clear how declines in cognitive ability
impact IADL in aging, alone or as compared to changes in general and mental health [2, 4, 5].
The primary aim of the present study is to examine if cognitive decline, global or domain-spe-
cific, predicts functional decline in a subgroup of well-defined and intellectually healthy 85
year olds that were followed during 5 years as part of the Elderly in Linkdping Screening
Assessment 85 (ELSA 85, [6]) study.

Reviewing the literature to date, Royall, Lauterbach [2] found that cognition accounted for
around 20% of the total variance in everyday function across studies and elderly populations,
but the differences between individual studies were large. The cognition-IADL relationship
varies depending on which population of elderly individuals is examined, and so does the sensi-
tivity of different assessment methods. For example, as much as 50% of the variance in IADL-
ability has been attributed to cognition in the early stages of Alzheimer’s disease [7] but the
relationship is typically much smaller in individuals with more preserved intellectual capacity
[8-10]. A brief screening instrument like the Mini-Mental State Examination (MMSE, [11]),
which takes only a few minutes to administer and gives a crude, global measure of cognitive
impairment, may thus be a good predictor of IADL in individuals who are not cognitively
healthy [12, 13]. More sensitive, domain-specific neuropsychological tests might however be
needed for normally aging individuals [9, 14, 15]. For example, Marshall et al [9] found an
association between the MMSE and functional impairment in individuals with Alzheimer’s dis-
ease, but not in individuals that were either cognitively healthy or had mild cognitive
impairment (MCI). Instead, measures of cognitive speed and delayed recall were related to
IADL in these groups.

The MMSE is however typically what is used in clinical practice [16] but because it lacks
sensitivity and items assessing executive function [17] it is often complemented by various
forms of short multi-domain screening [18]. The Cognitive Assessment Battery (CAB, [19]) is
an example of a screening battery that goes beyond the MMSE but can be administered in 30
minutes by staff who has not undergone extensive training. The CAB is a compilation of short
(or shortened forms of) established neuropsychological tests that are scored separately and
assess function in five cognitive domains: verbal episodic memory, visuospatial function, speed
and attention, language and executive function. The value of such intermediary forms of cogni-
tive assessment in predicting functional outcome is less well studied, although in many cases
they represent the maximum level of information available to clinicians in treatment planning.
In this study, the MMSE and the CAB subtests are compared in terms of their relation to
IADL.

A number of cross-sectional and, more recently, longitudinal studies have examined predic-
tors of functional decline. While longitudinal studies solve many of the problems associated
with cross-sectional designs, they typically collapse participants across wide age-ranges, e.g. 65
and above [15, 20-23], with considerably fewer old-old (85 years and upwards) than younger
participants. There is however evidence that cognitive decline in normal aging initially pro-
ceeds at a slow rate and then accelerates at around the age of 75, the mean age in many aging
studies. Indeed, many cognitive abilities have been found to be well-preserved prior to the mid-
seventies [5, 24] and the onset of decline might well continue to be delayed. Steady improve-
ments in intellectual integrity and emotional well-being has been found for successively later-
born, but same-age, cohorts—a development that is thought to mirror the decisive environmen-
tal and sociocultural changes that have taken place in recent history, including better educa-
tional quality, health care and lifestyle habits [25, 26].
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Further, the degree of decline tends to vary across different cognitive domains [5, 27], some
of which are more important to independence than others [20, 22, 28]. The relation between
cognition and everyday function may thus differ between for example 85 year olds and 65 year
olds and whether it does or not may depend on the domain examined.

Performance on most cognitive tests is influenced by factors like premorbid intelligence,
educational attainment and socioeconomic status through life [29]. These factors may be chal-
lenging to estimate, which in turn makes it difficult to judge if test performance mirror a deteri-
oration or not [30]. Change in cognition can however be established by re-testing, which is
often done during investigation of MCI or dementia. Importantly, when two variables evolve
in parallel during aging it strongly suggests they are dependent on each other. Examining
change over time rather than baseline performance thus adds knowledge about the evolution
of impairments [31] as well as clinical applicability. Few studies [15, 20, 31] have so far exam-
ined how longitudinal change in specific cognitive domains relate to change in everyday func-
tion and, to our knowledge, none has done so using data from a well-defined age-cohort.

Many factors besides cognition influence everyday function in normal aging [1]. Problems
with mobility and visual impairment may certainly lead to increasing difficulties in using pub-
lic transportation irrespective of, for example, gradual memory loss. Depression has been asso-
ciated not just with functional decline [32], but also with a steeper cognitive decent in many
(see for example [33]) but not all [4] studies. Based symptoms may independently contribute
as much as cognitive ability to everyday function in older, intellectually healthy individuals [8]
and even subsyndromal depressive symptomatology, i.e. below the threshold for minor depres-
sion, impact IADL ability [32]. In turn, mental health is affected by sociocultural factors such
as social support, physically active life-styles and the social status afforded to the elderly [34,
35]. Low self-rated health is another important predictor of functional decline in older adults
[5, 36]. According to earlier cross-sectional studies, lower self-rated health was strongly associ-
ated with IADL difficulties in the larger ELSA 85 sample at baseline, but the association
between self-rated health and general cognitive ability was small [37]. Further, both self-rated
health and depressive symptoms were more strongly associated with TADL difficulties than
global cognition [38]. Depressive mood and self-rated health tend to deteriorate with age but
these changes are seldom included when examining relations between cognitive and functional
decline. To our knowledge, no previous study has examined the contributions of longitudinal
change in both depressive mood, self-rated health and cognition to IADL decline.

The main objective of the present study was to examine how change in cognition as mea-
sured by two screening instruments (the CAB and the MMSE) used in primary and secondary
care relates to change in IADL in intellectually healthy octogenarians. Non-cognitive factors
associated with IADL were also examined, particularly changes in self-rated health and pres-
ence of depressive symptoms. These data were analyzed to answer the following research
questions:

1. How does cognition, IADL, depressive symptom and self-rated health evolve in this cohort
of normally aging old-old individuals?

2. Does concurrent change in cognition, depression and self-rated health predict IADL decline
in this group?
3. Is any relation between decline in cognition and IADL best captured by the MMSE or by

domain specific measures from a short screening battery?

Based on previous literature, declines in all variables were hypothesized [5, 39]. Cognitive
change in domain specific measures, particularly in those targeting executive functions and
processing speed, were expected to be better predictors of functional decline than the MMSE in
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these intellectually well-preserved individuals [9, 14, 15, 40]. Because earlier studies have found
relationships between depressive symptoms or self-rated health on the one hand, and func-
tional decline on the other, a similar pattern was expected in the present study [8, 32, 37, 38].
However, late-onset depressive symptoms are often related to incipient MCI or dementia [41],
conditions that were carefully excluded in the present study. Further, longitudinal studies have
found that self-rated health may remain relatively stable over time, in spite of worsening physi-
cal health [42, 43]. Thus, cognitive change was expected to be a stronger predictor of functional
decline than changes in mental or general self-rated health.

Materials and Methods

The ELSA 85 [6] is a longitudinal population study that has followed a cohort initially assessed
at the age of 85 in 2007 (TT). Two follow-ups have been completed to date, one after 1 year
(T2), and one after 5 years at age 90 (T3). T1 and T2 consisted of 3 phases: a postal question-
naire, a home visit by an occupational therapist and a visit to the Memory clinic in Link6ping.
The MMSE and self-report questionnaires concerning functional status were administered
during the home visit. The visit to the clinic included administration of the CAB followed by
medical examination and history taking. The protocol at T3 was for various reasons shortened
to include only a home visit during which the MMSE, the CAB and self-report questionnaires
were administered. Only data from T1 and T3 are analyzed in the present study. The instru-
ments used that are relevant to the present study are described in detail below (see Measure-
ments). The ELSA 85 study, including permission to obtain data from all registers held by the
County Council of Ostergétland, has been approved by the Research Ethics Committee of Lin-
képing University, Sweden (2006: 141-06, 2012: 332-31). Written informed consent was col-
lected by all participants at each step of the study.

Participants

All 650 residents in the municipality of Linképing born in 1922 were invited to participate dur-
ing the course of 2007 (T1). In total, 338 individuals participated in all 3 phases of T1 and 113
of these were willing and able to also participate at T3. From this group of 113 individuals,
those with a documented or self-reported history of diseases known to affect cognition were
identified and excluded. Medical records were systematically scrutinized at both T1 and T3.
Specific exclusion criteria were a history of neurological (e.g. stroke, Parkinson’s disease, epi-
lepsy, Huntingdon’s disease, polio), cognitive (e.g. dementia, MCI, confusion), or psychiatric
(e.g. psychosis) disease and/or drug abuse. Participants with diagnosed depression were
included if they were on stable medication and scored below the cutoff for current depressive
symptomatology on a self-report questionnaire (i.e. a GDS-15 score < 6, see Measurements for
a detailed description of the instrument) at baseline. An additional exclusion criteria was
MMSE performance below the 16th percentile based on norms adjusted for age and education
level [44]. Following this procedure, 30 individuals (27%) were excluded. The remaining 83 all
lived independently throughout the study. Demographic characteristics of this sample are
detailed in Table 1.

Measurements

Cognitive functioning was assessed using the Mini-Mental State Examination (MMSE, [11])
and the Cognitive Assessment Battery (CAB, [19]). The MMSE consists of 12 items to assess
orientation to time and place, attention, memory, language and visual construction. It yields a
single total score ranging from 0-30 with lower scores denoting more impaired cognition.
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Table 1. Demographic characteristics of the participants at inclusion (age 85).

N (%)

Study participants 83 (100)
Gender

Females 43 (52)

Males 40 (48)
Years in formal education

5-8 51 (62)

9-12 14 (17)

13- 15(18)
Living alone 38 (46)
Friends close by 79 (95)
Visual impairment 65 (78)
Hearing impairment 59 (71)
Tobacco use 3(4)
Alcohol consumption

Never 14 (17)

Seldom 55 (66)

Regularly 14 (17)
Regular exercise

30 min. once per week or less 14 (17)

30 min. twice per week or more 68 (83)
Comorbidity (>1 chronic disease) 50 (60)
Weight

Underweight (BMI < 18,5) 1(1)

Normal (BMI 18,5-24,9) 34 (41)

Overweight (BMI >24,9) 48 (58)

doi:10.1371/journal.pone.0160742.t001

The CAB consists of 10 subtests, detailed in Table 2. Episodic memory is assessed by a story
recall test and speed of information processing by the Symbol Digits Modalities Test (SDMT,
[45]) and the Trail Making Test part A (TMT-A, [46]). Short versions of the Boston Naming
Test (BNT, [47]) and the Token test [48] are used to assess the language functions of naming
and understanding. Visuospatial abilities are covered by a clock drawing task (CLOX, [49]),
copying of a cube and a simplified version of the Rey Complex Figure (RCF, [50]). These are all
visuo-constructive tasks scored in a similar way. In order to reduce the number of variables
they were summed to create a composite score. Finally, the CAB includes two tests of executive
function: the Victoria version of the Stroop test [51] to assess inhibition and the Parallell Serial
Operations test (PaSMO, [52]) to assess mental control and divided attention.

IADL was assessed by the Instrumental Activity Measure (IAM, [53]), a self-report ques-
tionnaire covering perceived difficulty in the performance of 8 activities: locomotion outdoors,
preparing a simple meal, cooking, using public transportation, small-scale shopping, large-
scale shopping, cleaning and washing. There is one item per activity and four scoring alterna-
tives: 1, “too difficult”; 2, “great difficulties”; 3, “some difficulties”, and 4, “no difficulties”.
Thus, the lower the score, the larger the difficulty in performing the task. Ratings in each of the
8 domains were summed to yield a total score (IAMtot) spanning from 8 to 32.

The EQ-5D s is a self—report inventory designed to measure health outcome [54]. It
includes a visual analog scale (EQ-VAS) that was here used to assess self-rated health. The
scale runs from 100, “Best imaginable health state”, to 0, “Worst imaginable health state”.
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Table 2. Description of the Cognitive Assessment Battery (CAB) subtests.

Domain/subtest
Episodic memory

- Story recall, immediate

- Story recall, delayed
Processing speed

- SDMT

-TMT-A
Language

- BNT, 30 items

- Token test, 6 items
Visuospatial ability

- CLOX

- Draw a cube

- RCF, simplified version
Executive function

- Stroop test, Victoria version

- PaSMO

doi:10.1371/journal.pone.0160742.t002

Name the colors color-words are printed in
Switch between saying letters and digits in alphabetical and numerical order

Timeins.

o

Task Score Range
Listen to a story and recall it verbatim No. of segments recalled 0-21
Recall the story verbatim v v
Match digits to symbols according to a key No. correct responsesin90s. | 0-110
Connect numbers in numerical order Timeins. -
Picture naming No. of correct responses 0-30
Manipulate tokens according to spoken instructions No. of correct responses 0-6
Draw and copy a clock, set to a specified time No. of details correctly drawn 0-10
Copy a drawing of a cube Y 0-2
Copy an abstract figure Y 0-18

Depressive symptoms were assessed by the GDS-15 [55], a shortened version of the geriatric
depression scale (GDS, [56]). The instrument has a yes/no response format with a total score of
15 points. Scores of 6 or above indicates possible depression [57, 58].

The Timed Up & Go test (TUG, [59]) measures lower limb mobility. Participants are
required to rise from an armchair, walk 3 meters, return to the chair and sit down. Dependent
measure is the time in seconds to complete the task. This test was only performed at T1.

A range of demographic data was collected and processed for the present study: body mass
index, alcohol consumption (users/non-users), smoking (yes/no), comorbidity (presence
of > two diseases or not), self-reported visual impairment (yes/no), habits of physical exercise
(30 min walks at least a few times/week or other regular exercise/30 min walks once a week or
no regular exercise) and social network (friends nearby/no friends).

Statistical analyses

Both the CAB and the MMSE are intended for detection of cognitive impairment. Thus, when
used in a cognitively healthy population there are ceiling effects and raw data are not necessar-
ily normally distributed. The Wilcoxon signed ranks test was therefore chosen for pairwise
comparisons. Change scores were computed by subtracting performance at T3 from perfor-
mance at T1, or vice versa, such that deterioration (e.g. more depressive symptoms, slowed
responses in timed cognitive subtests) is indicated by negative values and improvement by pos-
itive values. Correlations between change scores were examined using the Pearson correlation
coefficient. Multiple linear regression analyses, using forced entry, were used to examine pre-

dictors of functional change. In the first step, all predictors were entered in one block according
to their effect sizes. In step two, predictors were entered one by one in order of their standard-
ized beta coefficients (Bs) in the previous analysis as long as they contributed to the model (i.e.
significant AR” increase). Multicollinearity was checked by examination of intercorrelations,
tolerances and variance inflation factors (VIF). The models were also examined by visual
inspection of the distributions and normal probability plots of their standardized residuals.
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Results
Cross-sectional at T1

Descriptive data are presented in Table 3. At T1, median scores in both the MMSE and the
CAB subtests were well within the range of normal performance according to the recom-
mended MMSE cutoff score for cognitive impairment at > 23 [60] and the CAB norms [19],
excepting the Token test and the visuospatial ability score. According to the manual, full scores
are expected in these two measures irrespective of age, something the present data suggest
should be adjusted. With respect to functional ability, 49% reported difficulties in one or more
IADL area (see Fig 1). Median self-rated health was somewhat higher than the population
mean (72) for Swedes aged 75 or above [61] and few depressive symptoms were reported.

Longitudinal, T1to T3

Descriptive data. There were declines in most measures over the 5-year span of thestudy
(Table 3). The median MMSE score was however still as high as 28 at 90 years of age. Median
scores in the CAB subtests remained within normal ranges (apart from visuospatial ability as
discussed above) but significant declines with age were found for the majority. The exceptions
were language understanding (Token test), which remained intact, and immediate Story recall
that however showed a tendency to deteriorate. The effect sizes displayed in Table 3 show that
the largest effect of age was found for processing speed (SDMT, 0.63). As shown in Fig 1, per-
ceived IADL difficulties also increased with as many as 83% reporting difficulties in at least one
area at age 90. The differences between ratings at age 85 and age 90 were significant for all

Table 3. Descriptive data at T1 and T3, p-values and effect sizes. The last two columns report the mean and SD of change scores (A, computed by sub-
tracting performance at T3 from performance at T1, or vice versa, such that deterioration is indicated by negative values) over the 5-year span of the study.

T1, age 85 T2, age 90 Change (A)
Mdn Range Mdn Range p* Effect size (r) M SD
IADL (IAM tot) 32 17 27 20 0.000 0.63 -4.2 5.8
HrQoli (EQ-VAS) 75 75 67 90 0.000 0.43 -8.8 18.6
Depression (GDS-15) 1 6 2 11 0.000 0.56 -1.3 2.0
Mobility (TUG) 13 40 - - - - - -
Gilobal cognition (MMSE) 29 6 28 9 0.000 0.45 -0.9 1.8
CAB
Episodic memory
Story recall, immediate | 6 16 6 15 0.088 0.20 -0.6 2.9
Story recall, delayed | 7 19 6 17 0.048 0.23 -0.8 3.2
Processing speed
SDMT | 27 39 24 40 0.000 0.63 -3.8 5.1
TMT A | 56 225 64 88 0.000 0.45 -10.3 20.9
Language
BNT | 26 19 25 19 0.000 0.48 -1.3 25
Tokentest | 5 5 6 5 0.297 0.13 0.1 1.0
Visuospatial ability
CLOX + Draw a cube + RCF | 29 13 27 24 0.000 0.47 -1.6 3.1
Executive function
Stroop | 40 80 48 127 0.003 0.35 -5.8 19.7
PaSMO | 87 215 92 211 0.007 0.36 -17.1 43.8
* Wilcoxon signed ranks test (two-tailed) was used for all variables.
doi:10.1371/journal.pone.0160742.1003
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Fig 1. Diagram showing the percentage of participants reporting difficulties at T1 (black bars) and T3
(grey bars) for each of the IADL activities.

doi:10.1371/journal.pone.0160742.g001

activities (Zs > 2.45, ps < .015), except preparing a simple meal (Z = 1.94, ns). Among the
remaining activities, the largest effect sizes were found for cleaning (0.55), large-scale shopping
(0.54) and using public transportation (0.50). Self-rated health (EQ-VAS) worsened over the
5-year span, as did depressive symptoms. At age 90, 7 participants (9%) had GDS-15 scores
above 5.

Associations between change in cognition, depressive symptoms, self-rated health and
functional ability. Because they were not sensitive to aging, the variables language under-
standing (Token test) and ability to prepare a simple meal were excluded from further analyses.
Thus, a new IADL composite score was computed. Intercorrelations between all change scores
are displayed in Table 4. Two initial multiple regression analyses, using the enter method, were
conducted to examine the impact of 1) background factors (sex, years in education, lower limb
function as measured by the TUG test, comorbidity, body mass index, alcohol consumption,
smoking, visual impairment, habits of physical activity and social network) and 2) baseline cog-
nition (MMSE and the CAB measures), depression and self-rated health, on IADL decline.
This was done to ensure that important predictors were not missed in the subsequent analyses
of change scores. Results showed that none of the variables reached significance as predictors
(background factors: s < 0.18, ps > .12; baseline measures: s < 0.30, ps > .08).

The next set of multiple linear regressions, again using the enter method, was conducted to
examine whether changes in self-rated health, depressive symptoms, global cognition or any of
the CAB scores could predict functional decline. In a first exploratory analysis, all predictors
were entered in one block arranged by their effect sizes (from largest to smallest). As indicated
by the standardized regression coefficients, IADL decline was most strongly influenced by: 1)
decline in processing speed (ASDMT), 2) self-rated health (AEQ-VAS), and 3) global cognition
(AMMSE; s = 0.31, 0.25 and 0.19, respectively). When these predictors were entered one by
one in a next set of regressions, results showed that decline in processing speed explained 14%
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Table 4. Pearson coefficients showing the interrelations between changes in cognition, depressive symptoms, self-rated health and IADL.

Variable 1 2 3 4 5 6 7 8 9 10 1

1 | AIAM -

2 | AEQ-VAS 0,19

3 | AGDS-15 0,18 0,36* * -

4 | AMMSE 0,22* 0,07 0,20 -

5 | AStory recall, immediate 0,19 0,09 0,13 0,19 -

6 | AStory recall, delayed 0,15 0,01 0,07 -0,01 0,61** -

7 | ABNT 0,16 -0,15 0,04 0,00 0,14 0,02 -

8 | AVisuospatial ability 0,21 -0,02 0,16 -0,16 0,18 0,20 0,28* -

9 |ATMTA 0,22 -0,05 0,12 0,11 0,04 0,15 0,04 0,19 -

10 | ASDMT 0,38** -0,14 0,14 0,07 0,09 0,25* 0,23 0,36* * 0,32** -

11 | AStroop 0,09 0,13 0,04 0,01 -0,11 0,06 -0,15 0,42** 0,35%* 0,26* -

12 | APaSMO 0,14 0,02 -0,07 -0,11 -0,26 -0,14 0,03 0,13 0,21 0,21 0,25
*p <.05,
**p<.01.

doi:10.1371/journal.pone.0160742.1004

of the variance in IADL decline (Table 5, Model 1). Adding change in self-rated health
increased the amount of explained variance with 6%, but change in global cognition did not
improve the model (Table 5, Models 2 and 3). Two follow-up regressions confirmed that
change in processing speed accounted for an additional 11% and 19%, respectively, of the vari-
ance in IADL decline after the impact of either all the background factors, or baseline cogni-
tion, depression and self-rated health, were accounted for (AR” = 0.11, F = 7.92, p = .007; AR® =
0.19, F=14.22, p =.000).

Discussion

This longitudinal cohort study examined associations between changes in cognition, depres-
sion, self-rated health and IADL decline in normally aging octogenarians. Cognition was
assessed by a global measure (the MMSE) and a more extensive screening battery with subtests
assessing function in five separate cognitive domains (the CAB). The aims were to examine 1)
longitudinal change in cognition, depressive symptoms, self-rated health and IADL, 2) if
change in cognition, depressive symptoms and/or self-rated health could predict IADL decline

Table 5. The results of multiple linear regressions (enter method) with change in IADL as criterion variable.

Model B SEB B R? AR?
1 Constant -2.64 .81
ASDMT 42 13 .38** 14 14%*
2 Constant -1.86 .87
ASDMT .46 13 41%*
AEQ-VAS .07 .03 .24* .20 .06*
3 Constant -1,44 ,89
ASDMT 0,44 12 LA40**
AEQ-VAS 0,07 ,03 ,23
AMMSE 0,56 ,34 ,18 .23 .03
*p <.05,
**p<.01.

doi:10.1371/journal.pone.0160742.1005
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and 3) if change in global, or domain-specific, cognitive screening performance accounted for
more of the variance in IADL decline. Declines with age were expected for all variables and
changes in both depression, self-rated health and cognition were hypothesized to be associated
with functional decline. Specific measures of executive functions and processing speed were
expected to be the best predictors.

The results did show significant deterioration in most measuresduring the 5 years the par-
ticipants were followed, but only slowed processing speed and worsening self-rated health pre-
dicted functional decline.

Longitudinal change

The pattern of cognitive change was largely in accordance with previous findings. Immediate
memory and language understanding remained intact even to this advanced age [29, 62]. By
contrast, global cognition, processing speed, naming, visuospatial ability and executive func-
tions declined with effect sizes in the median-to-large range. Episodic memory decline was
however small, contradicting the popular notion that old people have bad memory. Other lon-
gitudinal studies of normal aging have shown similar results [5, 20, 31, 63] indicating that,
when spared from disease processes such as stroke or dementia [64], today’s elderly have well-
preserved memory function. In line with theories proposing generalized slowing as the primary
mechanism of age-related cognitive change [40, 65], processing speed showed the largest
decline.

As for IADL ability, half of the participants experienced at least some difficulties in IADL-
performance at the age of 85, a proportion that had risen to 83% by the end of the study. Thus,
in this healthy community-dwelling sample, the vast majority experienced difficulties in per-
forming everyday tasks at the age of 90. Indeed, problems using public transportation and
cleaning were close to twice as common, already at age 85, as has been previously found for
independently living 80-89 year olds in Sweden and the UK [66]. This is of note in view of the
evidence that preserved functional ability is highly important to mental health and life satisfac-
tion in old age [34]. Efforts should be made to investigate whether state and community poli-
cies aiming to facilitate independent living and travel may reduce such differences.

Frequency of depressive symptoms increased significantly during the study, which is in line
with earlier findings of more depressive symptomatology in 90 year olds than in 85 year olds
[39, 67]. Even so ratings were low, relatively few (9%) had GDS-15 scores indicating possible
depression at age 90 and the majority either improved, remained stable or had but 1 more
symptom than at age 85. Indeed, scores were comparable to the ones reported from 80+ inhabi-
tants of Ikaria Island, an area known for its high number of very old and healthy inhabitants
[68]. Put into perspective, it has been noted that although depressive symptoms tend to
increase in old age, they do not reach the levels found in young adults. Counteracting factors
such as life-long increases in emotion regulation skills is likey to be one, out of several, explana-
tion [69, 70].

Self-rated health also deteriorated significantly for the participants as a group, but again, in
as high a proportion as 41% it either remained stable or improved. High and stable self-ratings
of health, in spite of increasing numbers of chronic diseases and waivering functional ability, is
a well-known paradox in studies of aging, even found in centenarians [34]. While this phenom-
enon is likely to reflect processes such as adjustment of expectations [71], specifics of the self-
report measures used are also important. For example, substantially more older individuals
report declines when explicitly asked to rate how health has changed over time, rather than to
rate the experience of health at the moment, as in the present study [42, 72].
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Predictors of IADL decline

Changes in global cognition (MMSE) did not predict functional worsening. This is consistent
with findings from other longitudinal studies [14, 15, 20, 23] and show that the MMSE does
not capture the early changes in cognition that affect everyday activities in normal aging. The
same was true for most of the CAB subtests. Change in processing speed as measured by the
SDMT however robustly explained 14% of the variance in IADL decline (for comparison, Roy-
all, Lauterbach [2] found that cognitive variables explained a median of 15.9% of IADL vari-
ance across a number of studies). There was no association between change in executive
function or number of depressive symptoms and increasing IADL difficulties, but worsening
self-rated health predicted a small but significant portion of the functional decline.

Symbol substitution tasks like the SDMT are used as measures of processing speed [23, 73]
or complex attention [29] and executive function [9, 20, 21], indicating the range of interre-
lated abilities they engage. Slowed processing speed has however been found to account for
most of the age-related effects in these tasks [74, 75]. Performance depends on efficient transfer
of information in frontoparietal networks involved in attention and working memory [76] and
is sensitive to white matter damage in aging [77]. Low baseline performance has been associ-
ated with increased risk of mortality and/or functional decline in healthy older adults in longi-
tudinal [23, 78] and cross-sectional studies [9, 73]. Only one study has, to our knowledge,
included symbol substitution in a design examining concurrent trajectories of cognition and
IADL in aging [20]. That study found decline in a multi-item executive functions assessment
and speed as assessed by the TMT-A to be more closely related to functional decline. General
effects of speed, attention and mental control are likely to be reflected by all of these instru-
ments. For example, slowed processing speed limits higher cognitive abilities and explains part
of the individual variance in executive function [79, 80]. Importantly, the links between white
matter damage, reduced processing speed and functional decline, evident also in elderly with-
out cognitive impairment, emphasize the relevance of assessing speed. Cognitive slowing may
be an early marker of many dementing illnesses [29] and a potential indicator for treatment of
cardiovascular risk factors [77], which in turn may reduce risk of dementia [81]. Further, train-
ing of processing speed in older adults has shown promising results, including long-term trans-
fer effects to everyday abilities [82, 83]. Nevertheless, items assessing processing speed are
absent from many cognitive screening instruments.

Results of a recent cross-sectional study [8] suggested that depressive symptoms are more
strongly related to everyday function than cognition in older persons who are cognitively
healthy. In the present study too, there were cross-sectional associations of moderat strength
between depression and IADL at T1 and T2 (not reported). Contrary to expectation, change in
depression over time was however not related to concurrent change in everyday function.
Thus, the effects of depression on daily function may be limited to the short-term. Similar
results have been reported for the association between depression and cognition. A recent lon-
gitudinal study of community-dwelling 70+ participants that spanned 12 years found no rela-
tionships between concurrent changes in depression and cognition when individuals with
suspected cognitive impairment (MMSE <24) were excluded [4]. Even the baseline associations
between depression and cognition disappeared. The authors concluded that undetected pre-
clinical dementia may be responsible for part of the depression-cognition link often found in
aging. If so, depression should also be less related to IADL ability when cognitive disease is
absent, as suggested by the present study. Alternatively, depressive symptoms influence some
activities more than others. For example, de Paula, Diniz [84], in a study including participants
with normal cognition as well as MCI and mild dementia, found that depression did not pre-
dict variance in composite IADL scores, but impacted IADL activities specifically involving
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social contact. Such activities were not included in the present study, but should be considered
in future works.

Instead, worsening self-rated health predicted a small, but significant, portion of the decline
in functional ability in the present study. This provides further evidence for the well-known
sensitivity of this simple measure. As discussed by Jylhi [72], it so comprehensive and non-spe-
cific that it is difficult to interpret. It is influenced by a range of psychological and cultural fac-
tors [85], but also varies systematically with objective health measures [43]. While the measure
is powerful on it’s own, future studies should consider complementing it with a rating of per-
ceived change in health [42, 72].

Strengths and limitations

The longitudinal cohort design and the wide range of measures are strengths of the present
work. The small sample size is however a limitation, related to the scarcity of 90 year olds that
are both cognitively intact and physically able to participate. The use of short neuropsychologi-
cal tests that can be administered by all professionals in primary or secondary care enhances
applicability. The choice to analyze and report raw, rather than standardized, scores was also
intended to increase clinical usefulness (i.e. when administered and analyzed as in a clinical set-
ting, what does the test results and self-ratings indicate about everyday function). On the other
hand, the range of scores is more limited in shortened test versions, with ceiling effects in many
cases. Further, because of psychometric differences between the CAB subtests, conclusions
about the relative contributions of underlying cognitive domains to IADL must be tentative
even if the results are in line with findings from other longitudinal studies. Reliance on self-
reports for assessment of health and IADL is not unproblematic [42, 86-88]. Lack of insight is
less of a problem with cognitively intact participants, but factors such as social desirability or
whether questions are phrased to elicit e.g. peer comparisons rather than perception of intra-
individual change over time may influence results. Finally, the term “normal aging” refers to an
absence of disease-related cognitive decline, something that cannot be guaranteed in spite of
rigorous exclusion criteria.

Conclusions

This study adds to the literature by investigating the interrelations between concurrent changes
in multiple cognitive, health and functional variables in the same group of old-old and cogni-
tively well-preserved individuals, followed over an extended period of time. To our knowledge
this has not been done before. Results confirm that intra-individual declines in cognition,
mood and self-rated health are present, but perhaps surprisingly modest, in octogenarians
unaffected by cognitive disease. An overwhelming majority had functional difficulties at the
age of 90, particularly in areas such as large-scale shopping, cleaning and using public transpor-
tation. Because loss of independence in turn increase the risk of other negative developments,
long-term social policies aiming to improve, for example, the accessibility of public transporta-
tion may be imperative to support healthy aging. Contrary to expectations, change in depres-
sive symptoms did not predict functional decline. This strengthens the theory that part of the
relation seen in some, but not all, earlier studies between depression and functional ability in
aging is related to incipient cognitive disease. Self-rated health was a better predictor, but still
marginal. Objectively measured decline in mental processing speed was the best predictor of
functional change. While this is in accordance with previous findings, assessment of processing
speed is still rare in primary care. Cognitive slowing is related to cardiovascular disease, for
which a number of medical and life-style interventions have proven effective and there is even
some evidence that cognitive training may be helpful. The results of this study thus points to a
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number of preventive interventions that may prolong independence for the steadily growing
number of normally aging old-old citizens.

Supporting Information

S1 File. This file provides the minimal data set used for the analyses presented in this arti-
cle.
(XLSX)

Acknowledgments

We would like to thank the participants for sharing personal information and devoting their
time and energy to this project. We would also like to thank our colleagues who have partaken
in the data collection with enthusiasm and endurance.

Author Contributions
Conceptualization: EC KF EW JM.
Data curation: EW.

Formal analysis: EC EW KF.

Funding acquisition: EC EW JM.
Investigation: KF EW JM.
Methodology: EC EW JM.

Project administration: EW JM.
Resources: EW JM.

Supervision: EW JM.

Validation: EW JM.

Visualization: EC KF EW JM.

Writing - original draft: EC KF EW JM.
Writing - review & editing: EC KF EW JM.

References

1. Stuck AE, Walthert JM, Nikolaus T, Bula CJ, Hohmann C, Beck JC. Risk factors for functional status
decline in community-living elderly people: a systematic literature review. Social Science & Medicine.
1999; 48(4):445-69.

2. Royall DR, Lauterbach EC, Kaufer D, Malloy P, Coburn KL, Black KJ, et al. The cognitive correlates of
functional status: A review from the committee on research of the American neuropsychiatric associa-
tion. Journal of Neuropsychiatry and Clinical Neurosciences. 2007; 19(3):249—-65. PMID: 17827410

3. BallK, Ross AL, Viamonte S. In: Marcotte TD, Grant |, editors. Neuropsychology of everyday function-
ing. New York, NY: The Guilford Press; 2010.

4. Bunce D, Batterham PJ, Mackinnon AJ, Christensen H. Depression, anxiety and cognition in commu-
nity-dwelling adults aged 70 years and over. Journal of Psychiatric Research. 2012; 46(12):1662—6.
doi: 10.1016/j.jpsychires.2012.08.023 PMID: 23017811

5. Small BJ, Dixon RA, McArdle JJ. Tracking Cognition-Health Changes From 55 to 95 Years of Age.
Journals of Gerontology Series B-Psychological Sciences and Social Sciences. 2011; 66:153—-61.

PLOS ONE | DOI:10.1371/journal.pone.0160742 August 23,2016 13/17


http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0160742.s001
http://www.ncbi.nlm.nih.gov/pubmed/17827410
http://dx.doi.org/10.1016/j.jpsychires.2012.08.023
http://www.ncbi.nlm.nih.gov/pubmed/23017811

@’PLOS ‘ ONE

Changes in Cognition, Health and Everyday Function in Normally Aging Octogenarians

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21,

22,

23.

24.

25.

Nagga K, Dong HJ, Marcusson J, Skoglund SO, Wressle E. Health-related factors associated with hos-
pitalization for old people: Comparisons of elderly aged 85 in a population cohort study. Archives of
Gerontology and Geriatrics. 2012; 54(2):391-7. doi: 10.1016/j.archger.2011.04.023 PMID: 21640394

Farias ST, Harrell E, Neumann C, Houtz A. The relationship between neuropsychological performance
and daily functioning in individuals with Alzheimer's disease: ecological validity of neuropsychological
tests. Archives of Clinical Neuropsychology. 2003; 18(6):655—72. PMID: 14591439

Rog LA, Park LQ, Harvey DJ, Huang CJ, Mackin S, Farias ST. The Independent Contributions of Cog-
nitive Impairment and Neuropsychiatric Symptoms to Everyday Function in Older Adults. Clinical Neu-
ropsychologist. 2014; 28(2):215-36. doi: 10.1080/13854046.2013.876101 PMID: 24502686

Marshall GA, Rentz DM, Frey MT, Locascio JJ, Johnson KA, Sperling RA, et al. Executive function and
instrumental activities of daily living in mild cognitive impairment and Alzheimer's disease. Alzheimers
& Dementia. 2011; 7(3):300-8.

Pereira FS, Yassuda MS, Oliveira AM, Forlenza OV. Executive dysfunction correlates with impaired
functional status in older adults with varying degrees of cognitive impairment. International Psychoger-
iatrics. 2008; 20(6):1104—15. doi: 10.1017/S1041610208007631 PMID: 18752698

Folstein MF, Folstein SE, McHugh PR. “Mini-Mental State”: A practical method for grading the cognitive
state of patients for the clinician. Journal of Psychiatric Research. 1975; 12(3):189-98. PMID: 1202204

Johansson MM, Marcusson J, Wressle E. Cognition, daily living, and health-related quality of life in 85-
year-olds in Sweden. Aging Neuropsychology and Cognition. 2012; 19(3):421-32.

Aguero-Torres H, Thomas VS, Winblad B, Fratiglioni L. The impact of somatic and cognitive disorders
on the functional status of the elderly. Journal of Clinical Epidemiology. 2002; 55(10):1007—-12. PMID:
12464377

Bennett HP, Piguet O, Grayson DA, Creasey H, Waite LM, Lye T, et al. Cognitive, extrapyramidal, and
magnetic resonance imaging predictors of functional impairment in nondemented older community
dwellers: The Sydney Older Person Study. Journal of the American Geriatrics Society. 2006; 54(1):3—
10. PMID: 16420192

Royall DR, Palmer R, Chiodo LK, Polk MJ. Declining executive control in normal aging predicts change
in functional status: The freedom house study. Journal of the American Geriatrics Society. 2004; 52
(8):346-52. PMID: 14962147

Shulman KI, Herrmann N, Brodaty H, Chiu H, Lawlor B, Ritchie K, et al. IPA survey of brief cognitive
screening instruments. International Psychogeriatrics. 2006; 18(2):281-94. PMID: 16466586

Ismail Z, Raijji TK, Shulman KI. Brief cognitive screening instruments: an update. International Journal
of Geriatric Psychiatry. 2010; 25(2):111-20. doi: 10.1002/gps.2306 PMID: 19582756

Appels BA, Scherder E. The diagnostic accuracy of dementia-screening instruments with an adminis-
tration time of 10 to 45 minutes for use in secondary care: A systematic review. American Journal of Alz-
heimers Disease and Other Dementias. 2010; 25(4):301-16.

Nordlund A, Pahisson L, Holmberg C, Lind K, Wallin A. The Cognitive Assessment Battery (CAB): a
rapid test of cognitive domains. International Psychogeriatrics. 2011; 23(7):1144-51. doi: 10.1017/
S$1041610210002334 PMID: 21251350

Royall DR, Palmer R, Chiodo LK, Polk MJ. Normal rates of cognitive change in successful aging: The
freedom house study. Journal of the International Neuropsychological Society. 2005; 11(7):899-909.
PMID: 16519269

Kuo HK, Jones RN, Milberg WP, Tennstedt S, Talbot L, Morris JN, et al. Effect of blood pressure and
diabetes mellitus on cognitive and physical functions in older adults: A longitudinal analysis of the
advanced cognitive training for independent and vital elderly cohort. Journal of the American Geriatrics
Society. 2005; 53(7):1154-61. PMID: 16108933

Gross AL, Rebok GW, Unverzagt FW, Willis SL, Brandt J. Cognitive Predictors of Everyday Functioning
in Older Adults: Results From the ACTIVE Cognitive Intervention Trial. Journals of Gerontology Series
B-Psychological Sciences and Social Sciences. 2011; 66(5):557—66.

Makizako H, Shimada H, Doi T, Tsutsumimoto K, Lee S, Hotta R, et al. Cognitive functioning and walk-
ing speed in older adults as predictors of limitations in self-reported instrumental activity of daily living:
prospective findings from the obu study of health promotion for the elderly. International journal of envi-
ronmental research and public health. 2015; 12(3):3002—13. doi: 10.3390/ijerph120303002 PMID:
25768239

Béckman L, Wahlin A, Small BJ, Herlitz A, Winblad B, Fratiglioni L. Cognitive functioning in aging and
dementia: The Kungsholmen Project. Aging Neuropsychology and Cognition. 2004; 11(2-3):212—44.

Gerstorf D, Hulur G, Drewelies J, Eibich P, Duezel S, Demuth |, et al. Secular changes in late-life cogni-
tion and well-being: Towards a long bright future with a short brisk ending? Psychology and Aging.
2015; 30(2):301-10. doi: 10.1037/pag0000016 PMID: 25799003

PLOS ONE | DOI:10.1371/journal.pone.0160742 August 23,2016 14/17


http://dx.doi.org/10.1016/j.archger.2011.04.023
http://www.ncbi.nlm.nih.gov/pubmed/21640394
http://www.ncbi.nlm.nih.gov/pubmed/14591439
http://dx.doi.org/10.1080/13854046.2013.876101
http://www.ncbi.nlm.nih.gov/pubmed/24502686
http://dx.doi.org/10.1017/S1041610208007631
http://www.ncbi.nlm.nih.gov/pubmed/18752698
http://www.ncbi.nlm.nih.gov/pubmed/1202204
http://www.ncbi.nlm.nih.gov/pubmed/12464377
http://www.ncbi.nlm.nih.gov/pubmed/16420192
http://www.ncbi.nlm.nih.gov/pubmed/14962147
http://www.ncbi.nlm.nih.gov/pubmed/16466586
http://dx.doi.org/10.1002/gps.2306
http://www.ncbi.nlm.nih.gov/pubmed/19582756
http://dx.doi.org/10.1017/S1041610210002334
http://dx.doi.org/10.1017/S1041610210002334
http://www.ncbi.nlm.nih.gov/pubmed/21251350
http://www.ncbi.nlm.nih.gov/pubmed/16519269
http://www.ncbi.nlm.nih.gov/pubmed/16108933
http://dx.doi.org/10.3390/ijerph120303002
http://www.ncbi.nlm.nih.gov/pubmed/25768239
http://dx.doi.org/10.1037/pag0000016
http://www.ncbi.nlm.nih.gov/pubmed/25799003

@’PLOS ‘ ONE

Changes in Cognition, Health and Everyday Function in Normally Aging Octogenarians

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42,

43.

44,

45.

46.

47.

Christensen K, Thinggaard M, Oksuzyan A, Steenstrup T, Andersen-Ranberg K, Jeune B, et al. Physi-
cal and cognitive functioning of people older than 90 years: a comparison of two Danish cohorts born
10 years apart. Lancet. 2013; 382(9903):1507—13. doi: 10.1016/S0140-6736(13)60777-1 PMID:
23849796

Diehr PH, Thielke SM, Newman AB, Hirsch C, Tracy R. Decline in health for older adults: Five-year
change in 13 key measures of standardized health. Journals of Gerontology Series a-Biological Sci-
ences and Medical Sciences. 2013; 68(9):1059-67.

Cahn-Weiner DA, Farias ST, Julian L, Harvey DJ, Kramer JH, Reed BR, et al. Cognitive and neuroim-
aging predictors of instrumental activities of daily living. Journal of the International Neuropsychological
Society. 2007; 13(5):747-57. PMID: 17521485

Lezak MD, Howieson DB, Bigler ED, Tranel D. Neuropsychological assessment. 5th ed. New York:
Oxford University Press, Inc.; 2012.

Collie A, Maruff P, Shafig-Antonacci R, Smith M, Hallup M, Schofield PR, et al. Memory decline in
healthy older people—Implications for identifying mild cognitive impairment. Neurology. 2001; 56
(11):1533-8. PMID: 11402111

Tomaszewski S, Cahn-Weiner DA, Harvey DJ, Reed BR, Mungas D, Kramer JH, et al. Longitudinal
Changes in Memory and Executive Functioning are Associated with longitudinal change in instrumental
activities of daily living in older Adults. Clinical Neuropsychologist. 2009; 23(3):446—61. doi: 10.1080/
13854040802360558 PMID: 18821181

Lyness JM, Kim J, Tang W, Tu X, Conwell Y, King DA, et al. The clinical significance of subsyndromal
depression in older primary care patients. American Journal of Geriatric Psychiatry. 2007; 15(3):214—
23. PMID: 17213374

Chodosh J, Kado DM, Seeman TE, Karlamangla AS. Depressive symptoms as a predictor of cognitive
decline: MacArthur studies of successful aging. American Journal of Geriatric Psychiatry. 2007; 15
(5):406—15. PMID: 17353297

Jopp DS, Park MKS, Lehrfeld J, Paggi ME. Physical, cognitive, social and mental health in near-cente-
narians and centenarians living in New York City: findings from the Fordham Centenarian Study. Bmc
Geriatrics. 2016; 16.

Fastame MC, Penna MP, Hitchcott PK. Mental Health in Late Adulthood: What Can Preserve It?
Applied Research in Quality of Life. 2015; 10(3):459-71.

Lee Y. The predictive value of self assessed general, physical, and mental health on functional decline
and mortality in older adults. Journal of Epidemiology and Community Health. 2000; 54(2):123-9.
PMID: 10715745

Andersson LB, Marcusson J, Wressle E. Health-related quality of life and activities of daily living in 85-
year-olds in Sweden. Health & Social Care in the Community. 2014; 22(4):368-74.

Kélldalen A, Marcusson J, Nagga K, Wressle E. Occupational performance problems in 85-year-old
women and men in Sweden. Otjr-Occupation Participation and Health. 2012; 32(2):30-8.

Bergdahl E, Gustavsson JMC, Kallin K, Wagert PV, Lundman B, Bucht G, et al. Depression among the
oldest old: the Umea 85+study. International Psychogeriatrics. 2005; 17(4):557-75. PMID: 16185377

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

Byers AL, Yaffe K. Depression and risk of developing dementia. Nature Reviews Neurology. 2011; 7
(6):323-31. doi: 10.1038/nrneurol.2011.60 PMID: 21537355

Leinonen R, Heikkinen E, Jylha M. Predictors of decline in self-assessments of health among older
people—a 5-year longitudinal study. Social Science & Medicine. 2001; 52:1329-41.

Leinonen R, Heikkinen E, Jylha M. Changes in health, functional performance and activity predict
changes in self-rated health: a 10-year follow-up study in older people. Archives of Gerontology and
Geriatrics. 2002; 35(1):79-92. PMID: 14764347

Tombaugh TN, McDowell |, Kristjansson B, Hubley AM. Mini-Mental State Examination (MMSE) and
the modified MMSE (3MS): A psychometric comparison and normative data. Psychological Assess-
ment. 1996; 8(1):48-59.

Smith A. Symbol Digit Modalities Test (SDMT). Manual (revised). Los Angeles: Western Psychological
Services; 1982.

Reitan RM. Trail Making Test: manual for administration and scoring. Tucson, AZ: Reitan Neuropsy-
chology Laboratory; 1992.

Kaplan EF, Goodglass H, Weintraub S. The Boston Naming Test. 2nd ed. Philadelphia: Lea & Febi-
ger; 1983.

PLOS ONE | DOI:10.1371/journal.pone.0160742 August 23,2016 15/17


http://dx.doi.org/10.1016/S0140-6736(13)60777-1
http://www.ncbi.nlm.nih.gov/pubmed/23849796
http://www.ncbi.nlm.nih.gov/pubmed/17521485
http://www.ncbi.nlm.nih.gov/pubmed/11402111
http://dx.doi.org/10.1080/13854040802360558
http://dx.doi.org/10.1080/13854040802360558
http://www.ncbi.nlm.nih.gov/pubmed/18821181
http://www.ncbi.nlm.nih.gov/pubmed/17213374
http://www.ncbi.nlm.nih.gov/pubmed/17353297
http://www.ncbi.nlm.nih.gov/pubmed/10715745
http://www.ncbi.nlm.nih.gov/pubmed/16185377
http://www.ncbi.nlm.nih.gov/pubmed/8759042
http://dx.doi.org/10.1038/nrneurol.2011.60
http://www.ncbi.nlm.nih.gov/pubmed/21537355
http://www.ncbi.nlm.nih.gov/pubmed/14764347

@’PLOS ‘ ONE

Changes in Cognition, Health and Everyday Function in Normally Aging Octogenarians

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

Boller F, Vignolo LA. Latent sensory aphasia in hemisphere-damaged patients: An experimental study
with the Token Test. Brain. 1966; 89:815-31. PMID: 5335067

Royall DR, Cordes JA, Polk M. CLOX: an executive clock drawing task. Journal of Neurology Neurosur-
gery and Psychiatry. 1998; 64(5):588—94.

Rey A. L'examen psychologique dans la cas d'encephalopathie traumatiq. Archives de Psychologie.
1941; 28:286-340.

Regard M. Cognitive rigidity and flexibility: A neuropsychological study. Unpublished Ph.D. Disserta-
tion, University of Victoria; 1981.

Nordlund A, Rolstad S, Hellstrom P, Sjogren M, Hansen S, Wallin A. The Goteborg MClI study: mild cog-
nitive impairment is a heterogeneous condition. Journal of Neurology Neurosurgery and Psychiatry.
2005; 76(11):1485-90.

Andrén E, Daving Y, Grimby G. Instrumental activity measure. Sweden: University of Gothenburg;
1997.

EuroQolGroup. EuroQol: A new facility for the measurement of health-related quality of life. Health Pol-
icy. 1990(16: ):199-208.

Sheikh JI, Yesavage JA. Geriatric Depression Scale (GDS): Recent evidence and development of a
shorter version. Clinical Gerontologist: The Journal of Aging and Mental Health. 1986; 5:165-73.

Yesavage JA, Brink TL, Rose TL, Lum O, Huang V, Adey M, et al. Development and validation of a geri-
atric depression screening scale—a preliminary report. Journal of Psychiatric Research. 1983; 17
(1):37-49.

Wancata J, Alexandrowicz R, Marquart B, Weiss M, Friedrich F. The criterion validity of the Geriatric
Depression Scale: a systematic review. Acta Psychiatrica Scandinavica. 2006; 114(6):398—-410. PMID:
17087788

de Craen AJM, Heeren TJ, Gussekloo J. Accuracy of the 15-item Geriatric Depression Scale (GDS-15)
in a community sample of the oldest old. International Journal of Geriatric Psychiatry. 2003; 18(1):63—-6.
PMID: 12497557

Podsiadlo D, Richardson S. The timed “Up & Go”: a test of basic functional mobility for frail elderly per-
sons. Journal of the American Geriatrics Society. 1991; 39(2):142—-8. PMID: 1991946

Folstein MF, Folstein SE, McHugh PR, Fanjiang G. Mini-Mental State Examination user's guide.
Odessa, FL: Psychological Assessment Resources; 2001.

Janssen B, Szende A. Population norms for the EQ-5D. 2014. In: Self-reported population health: An
international perspective based on Q-5D [Internet]. Springer Link.

Shafto MA, Tyler LK. Language in the aging brain: The network dynamics of cognitive decline and pres-
ervation. Science. 2014; 346(6209):583-7. doi: 10.1126/science.1254404 PMID: 25359966

Dixon RA, Wahlin A, Maitland SB, Hultsch DF, Hertzog C, Backman L. Episodic memory change in late
adulthood: Generalizability across samples and performance indices. Memory & Cognition. 2004; 32
(5):768-78.

Sliwinski MJ, Hofer SM, Hall C, Buschke H, Lipton RB. Modeling memory decline in older adults: The
importance of preclinical dementia, attrition, and chronological age. Psychology and Aging. 2003; 18
(4):658-71. PMID: 14692855

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

Iwarsson S, Horstmann V, Sonn U. Assessment of dependence in daily activities combined with a self-
rating of difficulty. Journal of Rehabilitation Medicine. 2009; 41(3):150-6. doi: 10.2340/16501977-0298
PMID: 19229447

Davey A, Halverson CF, Zonderman AB, Costa PT. Change in depressive symptoms in the Baltimore
longitudinal study of aging. Journals of Gerontology Series B-Psychological Sciences and Social Sci-
ences. 2004; 59(6):P270-P7.

Panagiotakos DB, Chrysohoou C, Siasos G, Zisimos K, Skoumas J, Pitsavos C, et al. Sociodemo-
graphic and lifestyle statistics of oldest old people (> 80 years) living in Ikaria Island: The Ikaria Study.
Cardiology Research and Practice. 2011.

Charles ST, Carstensen LL. Social and Emotional Aging. Annual Review of Psychology. Annual
Review of Psychology. 612010. p. 383—409. doi: 10.1146/annurev.psych.093008.100448 PMID:
19575618

Kobau R, Safran MA, Zack MM, Moriarty DG, Chapman D. Sad, blue, or depressed days, health behav-
iors and health-related quality of life, Behavioral Risk Factor Surveillance System, 1995-2000. Health
and Quality of Life Outcomes. 2004; 2(40).

PLOS ONE | DOI:10.1371/journal.pone.0160742 August 23,2016 16/17


http://www.ncbi.nlm.nih.gov/pubmed/5335067
http://www.ncbi.nlm.nih.gov/pubmed/17087788
http://www.ncbi.nlm.nih.gov/pubmed/12497557
http://www.ncbi.nlm.nih.gov/pubmed/1991946
http://dx.doi.org/10.1126/science.1254404
http://www.ncbi.nlm.nih.gov/pubmed/25359966
http://www.ncbi.nlm.nih.gov/pubmed/14692855
http://www.ncbi.nlm.nih.gov/pubmed/17874954
http://dx.doi.org/10.2340/16501977-0298
http://www.ncbi.nlm.nih.gov/pubmed/19229447
http://dx.doi.org/10.1146/annurev.psych.093008.100448
http://www.ncbi.nlm.nih.gov/pubmed/19575618

@’PLOS ‘ ONE

Changes in Cognition, Health and Everyday Function in Normally Aging Octogenarians

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

82.

83.

84.

85.

86.

87.

88.

Idler EL. Age differences in self-assessments of health: age changes, cohort differences, or survivor-
ship? Journals of Gerontology. 1993; 48(6):S289-S300. PMID: 8228003

Jylhd M. What is self-rated health and why does it predict mortality? Towards a unified conceptual
model. Social Science & Medicine. 2009; 69(3):307-16.

Reppermund S, Sachdev PS, Crawford J, Kochan NA, Slavin MJ, Kang K, et al. The relationship of
neuropsychological function to instrumental activities of daily living in mild cognitive impairment. Inter-
national Journal of Geriatric Psychiatry. 2011; 26(8):843-52. doi: 10.1002/gps.2612 PMID: 20845500

Salthouse TA. What do adult age-differences in the Digit Symbol Substitution Test reflect? Journals of
Gerontology. 1992; 47(3):P121-P8. PMID: 1573192

Joy S, Kaplan E, Fein D. Speed and memory in the WAIS-III Digit Symbol—Coding subtest across the
adult lifespan. Archives of Clinical Neuropsychology. 2004; 19(6):759-67. PMID: 15288329

Forn C, Belenguer A, Belloch V, Sanjuan A, Parcet MA, Avila C. Anatomical and functional differences
between the Paced Auditory Serial Attention Test and the Symbol Digit Modalities Test. Journal of Clini-
cal and Experimental Neuropsychology. 2011; 33(1):42-50. doi: 10.1080/13803395.2010.481620
PMID: 20552497

Venkatraman VK, Aizenstein HJ, Newman AB, Yaffe K, Harris T, Kritchevsky S, et al. Lower digit sym-
bol substitution score in the oldest old is related to magnetization transfer and diffusion tensor imaging
of the white matter. Frontiers in Aging Neuroscience. 2011; 3.

Rosano C, Newman AB, Katz R, Hirsch CH, Kuller LH. Association between lower Digit Symbol Substi-
tution Test score and slower gait and greater risk of mortality and of developing incident disability in
well-functioning older adults. Journal of the American Geriatrics Society. 2008; 56(9):1618-25. doi: 10.
1111/.1532-5415.2008.01856.x PMID: 18691275

Salthouse TA. Relations between cognitive abilities and measures of executive functioning. Neuropsy-
chology. 2005; 19(4):532-45. PMID: 16060828

Crawford JR, Bryan J, Luszcz MA, Obonsawin MC, Stewart L. The executive decline hypothesis of cog-
nitive aging: Do executive deficits qualify as differential deficits and do they mediate age-related mem-
ory decline? Aging Neuropsychology and Cognition. 2000; 7(1):9-31.

O'Brien JT, Thomas A. Vascular dementia. Lancet. 2015; 386(10004):1698-706. doi: 10.1016/S0140-
6736(15)00463-8 PMID: 26595643

Ball K, Edwards JD, Ross LA. The impact of speed of processing training on cognitive and everyday
functions. Journals of Gerontology Series B-Psychological Sciences and Social Sciences. 2007;
62:19-31.

Rebok GW, Ball K, Guey LT, Jones RN, Kim HY, King JW, et al. Ten-Year Effects of the Advanced Cog-
nitive Training for Independent and Vital Elderly Cognitive Training Trial on Cognition and Everyday
Functioning in Older Adults. Journal of the American Geriatrics Society. 2014; 62(1):16—24. doi: 10.
1111/jgs.12607 PMID: 24417410

de Paula JJ, Diniz BS, Bicalho MA, Albuquerque MR, Nicolato R, de Moraes EN, et al. Specific cogni-
tive functions and depressive symptoms as predictors of activities of daily living in older adults with het-
erogeneous cognitive backgrounds. Frontiers in Aging Neuroscience. 2015; 7.

Schneider G, Driesch G, Kruse A, Wachter M, Nehen HG, Heuft G. What influences self-perception of
health in the elderly? The role of objective health condition, subjective well-being and sense of coher-
ence. Archives of Gerontology and Geriatrics. 2004; 39(3):227-37. PMID: 15381341

Loewenstein D, Acevedo A. In: Marcotte TD, Grant |, editors. Neuropsychology of everyday functioning.
New York, NY: The Guilford Press; 2010.

Soubelet A, Salthouse TA. Influence of Social Desirability on Age Differences in Self-Reports of Mood
and Personality. Journal of Personality. 2011; 79(4):741-62. doi: 10.1111/j.1467-6494.2011.00700.x
PMID: 21682727

Fastame MC, Hitchcott PK, Penna MP. Do self-referent metacognition and residential context predict
depressive symptoms across late-life span? A developmental study in an Italian sample. Aging & Men-
tal Health. 2015; 19(8):698-704.

PLOS ONE | DOI:10.1371/journal.pone.0160742 August 23,2016 17/17


http://www.ncbi.nlm.nih.gov/pubmed/8228003
http://dx.doi.org/10.1002/gps.2612
http://www.ncbi.nlm.nih.gov/pubmed/20845500
http://www.ncbi.nlm.nih.gov/pubmed/1573192
http://www.ncbi.nlm.nih.gov/pubmed/15288329
http://dx.doi.org/10.1080/13803395.2010.481620
http://www.ncbi.nlm.nih.gov/pubmed/20552497
http://dx.doi.org/10.1111/j.1532-5415.2008.01856.x
http://dx.doi.org/10.1111/j.1532-5415.2008.01856.x
http://www.ncbi.nlm.nih.gov/pubmed/18691275
http://www.ncbi.nlm.nih.gov/pubmed/16060828
http://dx.doi.org/10.1016/S0140-6736(15)00463-8
http://dx.doi.org/10.1016/S0140-6736(15)00463-8
http://www.ncbi.nlm.nih.gov/pubmed/26595643
http://dx.doi.org/10.1111/jgs.12607
http://dx.doi.org/10.1111/jgs.12607
http://www.ncbi.nlm.nih.gov/pubmed/24417410
http://www.ncbi.nlm.nih.gov/pubmed/15381341
http://dx.doi.org/10.1111/j.1467-6494.2011.00700.x
http://www.ncbi.nlm.nih.gov/pubmed/21682727

