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Objectives: In older adults, both short and long sleep duration are associated with lower cognitive
function, suggesting an inverted U-shaped association between sleep duration and cognitive outcomes.
This study examined whether sleep duration is associated with (changes in) cognitive function in a
middle-aged population.
Methods: In the Doetinchem Cohort Study, the cognitive function of 2970 men and women aged
41e75 years at baseline (1995e2007) was examined 2e3 times, with 5-year time intervals. Global
cognitive function and the domains memory, information processing speed, and cognitive flexibility
were assessed. In multivariable linear regression models, (change in) self-reported sleep duration was
studied in association with the level and change in cognitive function. In a subsample of the population
(n ¼ 2587), the association of sleep duration and feeling rested with cognitive function was studied.
Results: Sleep duration of 9 h and more was statistically significantly associated with lower global
cognitive function (p < 0.01), memory (p ¼ 0.02), and flexibility (p ¼ 0.03), compared to a sleep duration
of 7 or 8 h. Among adults feeling frequently not well rested, both short and long sleep duration were
associated with a lower speed of cognitive function. An inverted U-shaped association between sleep
duration and cognitive function was observed for speed, flexibility, and global cognitive function. Sleep
duration was not associated with change in cognitive function.
Conclusions: Middle-age adults with long sleep duration had a lower cognitive function.
© 2017 The Authors. Published by Elsevier B.V. This is an open access article under the CC BY-NC-ND

license (http://creativecommons.org/licenses/by-nc-nd/4.0/).
1. Introduction

The number of people with dementia will steadily increase over
the next 25 years [1]. Most epidemiological studies focus on older
adults (65þ), however, a diagnosis of dementia is usually preceded
by a long-lasting decline in cognitive function [2]. Therefore,
identification of risk factors affecting the age-related decline in
cognitive function at middle age is important in order to prevent or
delay the development of dementia.

Sleep is critical for optimal cognitive function and with ageing
sleeping patterns change [3]. There is a growing interest in the
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relationship between sleep duration and cognitive function. In a
recent experimental study among middle-aged men, sleep depri-
vation increased the number of amyloid plaques (a key protein in
Alzheimer disease), whereas unrestricted sleep diminished the
number of plaques [4].

Epidemiological studies among older adults showed that both
short and long sleepers have worse cognitive function [5e8] and
greater cognitive decline compared to adults sleeping 7 or 8 h per
night [9,10]. Recently, a review of Yaffe and colleagues suggested a
potential inverted U-shaped association between sleep duration
and cognitive outcomes [11]. Prospective studies in middle-aged
adults (mean age �65) are however scarce. Yaffe et al. showed
that short sleep duration was significantly associated with white
matter quality in midlife, though cognitive performance did not
differ between adults with short and moderate sleep duration [12].
Ramos et al. recently observed inverted U-shaped associations with
neurocognitive function in a cross-sectional study among middle-
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Fig. 1. Timeline of the cognitive tests including the number of respondents used for
the statistical analyses. Sleep duration was measured at t0, t5, and t10; feeling rested
was only measured during the most recent DCS examination round (2008e2012),
referring to t5 or t10.
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aged Hispanic/Latino adults in the US, with worse scores among
those with longer sleep duration [13]. Ferrie et al. showed that
changes in sleep duration (from moderate sleep duration to both
short and long sleep duration) were associated with poorer
cognitive function [14]. These findings may support an inverted U-
shaped relationship between sleep duration and cognitive out-
comes. Lo et al. reported that self-reported short sleep duration
only was associated with greater decline in general cognitive per-
formance in the subsequent two years [15]. Yet, the few studies on
the relationship between sleep duration and cognitive function in
middle-aged adults are different in their objectives and whether an
inverted U-shaped association at middle-age can be supported is
unknown.

Besides sleep duration, sleep quality is assumed to affect
cognitive function [11,16]. The need for number of hours sleep may
differ between individuals, and it could well be that both short and
long sleep duration may be adequate for those with good sleep
quality. Therefore, it is important to consider sleep duration and
sleep quality in relation to cognitive function and cognitive decline
in middle-age men and women, in order to help preventing
cognitive decline.

Based on a middle-aged to old age population with a 10-year
follow-up for cognitive function, this study examined the associa-
tion between (1) sleep duration and cognitive function (2), sleep
duration and change in cognitive function and (3) changes in sleep
duration and cognitive function. Since we had no validated mea-
sure of sleep quality, we explored the combined associations of (4)
sleep duration and feeling rested with cognitive function in a
subsample of our population.

2. Methods

2.1. Dataset

The Doetinchem Cohort Study (DCS) is an ongoing study that
started in 1987e1991 among 12,405 men and women aged 20e59
years [17]. From 1987 to 1991, each year an age and sex-stratified
random sample from the municipal registers was invited to
participate (initial response rate 62%). Due to extension of the
protocol, with similar budget, not all participants could be re-
invited. Instead, a random sample of in total 7769 of the re-
spondents at baselinewas invited for re-examination. The response
rates for all follow-up measurements varied between 75% and 80%,
resulting in 6113, 4916, 4520, and 4017 participants for rounds 2
(1993e97), 3 (1998e2002), 4 (2003e07), and 5 (2008e12),
respectively. As presented in Fig. 1, between 1995 and 2007 3730
respondents aged 41e75 years, participated in cognitive testing for
the first time. Five years later 2865 respondents were cognitively
tested, and 2278 respondents were tested again after 10-years of
follow-up. The first cognitive measurement of each respondent was
used as baseline and all respondents with at least two stroke free
measurements were included in this study (n¼ 2970 respondents).

The study was approved by the external Medical Ethics Com-
mittee of the Netherlands Organization of Applied Scientific
Research Institute and the University of Utrecht according to the
guidelines of the Helsinki Declaration. All participants gave written
informed consent. Details on the DCS are described elsewhere
[17,18].

2.2. Cognitive tests

The neuropsychological test battery included four tests: the 15
Words Verbal Learning Test, the Stroop Colour-Word Test, theWord
Fluency test, and the Letter Digit Substitution Test. These tests have
a continuous scorewithout amaximum, except the Verbal Learning
Test (but only two participants in the study population reached the
maximum score over the 10-year study period). It measures global
cognitive function (all cognitive tests combined) and specific
cognitive domains, i.e. memory function (Verbal Learning Test),
information processing speed (Stroop Colour-Word Test and Letter
Digit Substitution Test), and cognitive flexibility (i.e. higher order
information processing; Stroop Colour-Word Test). For each
cognitive domain (memory function, information processing speed,
cognitive flexibility, and global cognitive function), a standardised
z-score was computed at baseline and follow-up, based on the
means and standard deviations of the total population at baseline.
The cognitive tests have been described in more detail elsewhere
[19]. The tests are sensitive to age, including the middle-age range,
and have been used in several other large-scale studies on cognitive
function [20e22].

2.3. Sleep

Information on sleep duration was obtained by a self-
administered questionnaire. The average sleep duration was
assessed by asking “Howmany hours of sleep do you usually get per
24-h period?” with answer categories “5 h or less”, “6 h”, “7 h”,
“8 h”, and “9 h ormore.” The reference groupwas defined as 7 or 8 h
of sleep per 24-h period. Short sleep duration was defined as 6 h or
less and long sleep duration as 9 h or more. This was in accordance
with the consensus recommendations of The American Academy of
Sleep Medicine [23].

Feeling rested was assessed in the fifth examination round
(2008e2012) by asking “do you ever feel not well rested after a
usual night?” with answer categories “Never”, “Rarely”,
“Frequently”, or “Always”. This is a non-validated question used as
proxy for sleep quality [24]. Feeling well rested was defined by the
categories never and rarely, feeling not well rested was defined by
the categories frequently and always.

2.4. Other measures

Information on sociodemographic characteristics (age, gender,
educational level, job status, living alone), lifestyle factors (smok-
ing, physical activity, diet, and alcohol consumption), biological risk
factors (body mass index (BMI), waist circumference, blood pres-
sure, cholesterol, diabetes, oestrogen use, apoe4), and quality of life
(vitality and mental health) was collected using standardized
questionnaires and physical examinations at baseline and follow-
up. Educational level was assessed as the highest level reached
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and classified into five categories: 1) primary school, 2) lower
vocational education, 3) intermediate secondary education, 4) in-
termediate vocational or higher secondary education, and 5) higher
vocational education or university. Living alone was defined as
living without partner, children, parents, or other adults. Job status
was defined as having a paid job or not (including housewives or
men, disabled, unemployed, and retired individuals).

Smoking status was categorized as never smoker, ex-smoker, or
current smoker. Alcohol consumptionwasmeasured as the number
of glasses of alcoholic beverages per day.

A validated self-administered semi-quantitative food-frequency
questionnaire was used to assess the habitual consumption of 178
food items during the previous year. This food-frequency ques-
tionnairewas developed for the European Prospective Investigation
into Cancer and Nutrition (EPIC) and assessed during the years
1993e2007 [25]. Coffee, tea, vegetable and fruit, fatty fish con-
sumption, and total energy intake per day were derived from the
food-frequency questionnaire. Coffee and tea consumption were
defined as the number of cups per day and for coffee consumption
only caffeinated coffee was considered. Fatty fish, vegetable and
fruit were expressed in grams per day. Physical activity level was
assessed by the use of the validated EPIC questionnaire on physical
activity and categorized in four categories according to the Cam-
bridge Physical Activity Index: inactive, moderately inactive,
moderately active, and active [26,27].

Height, weight, waist circumference, and blood pressure (two
times) were measured by trained paramedics, and non-fasting
blood samples were obtained [17]. Body mass index was deter-
mined as weight (kg) divided by height squared (m2). Total and HDL
cholesterol were measured from blood samples using standardized
enzymatic methods. Hypercholesterolaemia was defined as
�6.5 mmol/l or the use of cholesterol lowering medication. Low
levels of HDL cholesterol were defined as <1.03 mmol/l (for men)
and <1.29 mmol/l (for women). Random plasma glucose level was
determined with the hexokinase method [28]. Diabetes was self-
reported or a random plasma glucose of 11.1 mmol/l or more [29].
Apolipoprotein (APOE) E4 alleles were determined based on two
single-nucleotide polymorphisms (SNP's): rs429358 and rs7412,
using KASP™ (LGC Genomics, Hoddesdon, UK), and categorized as
no APOE E4 or one or two APOE E4 alleles. For women only, use of
oestrogen was defined as current use of oestrogen or other female
hormones.

The mental health and vitality scales of the Dutch version of the
SF-36 evaluate feelings of depression and nervousness, and feelings
of energy and fatigue [30]. The validity and reliability of the SF-36
have been established [31,32]. Scores on both scales range from
0 to 100 in which higher scores represent better (mental) health.

2.5. Statistical analyses

Multivariable generalized estimated equations (GEE) were
used to examine [1] the association of sleep duration with
cognitive function in two different models. The exchangeable
working correlation structure was applied since correlations
between cognitive measurements over follow-up were consid-
ered relatively stable and QIC was lowest over all cognitive do-
mains [33]. The first model included the sociodemographic
characteristics sex, age, age squared, educational level, job status,
and living alone, and lifestyle characteristics: smoking status,
alcohol consumption, physical activity. Dietary characteristics
(coffee, tea, vegetable and fruit, fatty fish, and total energy
intake) did not confound the association between sleep duration
and cognitive function, and were therefore not included in the
models. The second model included additional adjustment for
biological risk factors: systolic blood pressure, waist
circumference, low HDL cholesterol, use of oestrogen, APOE E4
allele; and health-related quality of life: mental health and vi-
tality scales. For diabetes and BMI, no confounding effects
(defined as a change of >10 percent of the Beta coefficient for
sleep duration [34,35]) were shown and therefore these variables
were not included in the final models. To test whether the as-
sociation between sleep duration and cognitive function was
different for men and women, additional analyses were per-
formed including an interaction term of sleep duration and sex.
Linear and quadratic trends between sleep duration (based on all
five categories) and cognitive function were tested in the GEE
model including all follow-up measurements. In order to report
effect sizes in age-equivalents, the Beta coefficients for sleep
duration categories were divided by the Beta coefficient for age
(in years).

The association between (2) sleep duration and change in
cognitive function was tested by including an interaction term
between sleep duration and age. Interactions were considered
significant at p < 0.10. For analyses of the association of (3) changes
in sleep duration over a 5-year period with cognitive function,
changes in sleep duration were categorized as previously [14,36].
Two categories of change in sleep durationwere expected to have a
beneficial effect on cognitive function: ‘increase from 5 or 6 h’ and
‘decrease from 9 h or more’; and two categories were expected to
have a detrimental effect on cognitive function ‘decrease from 6, 7,
or 8 h’ and ‘increases from 7 or 8 h’.

Finally, the association of (4) sleep duration and feeling rested
with cognitive function was explored in cross-sectional models
including a subsample of respondents with data on feeling rested
(n ¼ 2587). These models were also adjusted for the number of
cognitive tests performed during follow-up. Interaction between
sleep duration and feeling rested was tested and analyses were
stratified for feeling rested when significant interactions were
observed.

All analyses were performed using SAS statistical software
(version 9.3; SAS Institute Inc., Cary, NC, USA).

3. Results

At baseline, long sleepers (�9 h) were slightly older, had more
frequently no paid job, weremore often physically inactive, and had
more often hypertension compared to adults with less than 9 h
sleep (Table 1). Both short and long sleepers had lower cognitive
function domain scores at baseline, reported more frequently
feeling not well rested, and reported lower scores for vitality
compared to those with moderate sleep.

3.1. Sleep duration and cognitive function

Long sleepers had significantly lower cognitive function scores
for memory (zescore Beta: �0.09 (95% confidence
interval: �0.16e0.01)), flexibility (�0.07 (�0.14e0.01)), and global
cognitive function (�0.06 (�0.11e0.02)), compared to adults with a
moderate sleep duration and adjusted for sociodemographic and
lifestyle characteristics (Table 2). Expressed in age equivalents and
compared to adults with moderate sleep duration, the effect of
being a long sleeper was statistically equivalent to being 3e4 years
older for memory and global cognitive function and 2e3 years
older for the domain of flexibility. After additional adjustment for
biological risk factors, vitality, and mental health, long sleepers
scored lower on memory and global cognitive function (�0.08
(�0.15e0.01) and �0.06 (�0.11e0.02) respectively), compared to a
moderate sleep duration. Linear trends were found between sleep
duration and memory function (model 2: p < 0.05) and between
sleep duration and global cognitive functioning (model 1 and 2:



Table 1
Baseline characteristics of the study population (totals and stratified according to sleep duration), the Doetinchem Cohort Study.

All (n ¼ 2970) Sleep duration (hours per 24-h period)

�6 (n ¼ 551) 7e8 (n ¼ 2203) �9 (n ¼ 196)

Sociodemographic characteristics
Age in years 55.2 (6.9) 55.0 (6.7) 55.0 (6.9) 57.7 (7.6)
Gender, % women 51.1 52.6 52.0 50.0
Educational level, % low educateda 30.5 34.9 29.2 32.1
Living alone, % 8.4 11.1 7.4 11.8
Work status, % with paid job 55.7 58.0 57.2 30.1
Cognitive function domain scores (z-scores)
Memory function n ¼ 2959 0.00 (0.94) �0.05 (0.70) 0.03 (0.94) �0.20 (1.08)
Speed of cognitive processes n ¼ 2954 0.00 (0.84) �0.06 (0.88) 0.04 (0.82) �0.28 (0.95)
Cognitive flexibility n ¼ 2958 0.00 (1.00) �0.08 (1.07) 0.05 (0.97) �0.31 (1.05)
Global cognitive function n ¼ 2940 0.00 (0.73) �0.04 (0.83) 0.04 (0.73) �0.24 (0.81)
Lifestyle
Smoking, % 22.2 21.3 22.3 21.0
Physical activity, % inactiveb 25.2 25.6 24.2 32.7
Alcohol consumption (glasses/day) 0.9 (0.0e2.0) 0.9 (0.0e2.0) 0.9 (0.0e2.0) 0.9 (0.0e1.9)
Coffee consumption (cups/day) 4.0 (2.0e5.9) 4.0 (2.0e6.0) 4.0 (2.0e5.2) 3.0 (1.0e5.0)
Tea consumption (cups/day) 1.2 (0.3e2.6) 0.9 (0.2e2.2) 1.4 (0.3e2.7) 1.4 (0.3e2.6)
Biological risk factors
Systolic blood pressure (mmHg) 130.4 (17.7) 131.4 (17.5) 129.8 (17.5) 134.8 (20.6)
Hypertension, % 35.2 38.8 33.7 41.8
Total cholesterol (mmol/l) 5.84 (1.01) 5.94 (1.01) 5.82 (1.01) 5.81 (1.01)
HDL cholesterol (mmol/l)
Men 1.22 (0.32) 1.22 (0.32) 1.22 (0.32) 1.19 (0.31)
Women 1.54 (0.39) 1.57 (0.41) 1.54 (0.38) 1.49 (0.43)

Waist circumference (cm)
Men 99.0 (9.3) 100.4 (9.8) 98.4 (8.9) 102.2 (10.5)
Women 89.6 (11.0) 90.7 (11.4) 89.4 (10.9) 90.6 (11.3)

Body mass index (kg/m2) 26.4 (3.8) 26.8 (4.0) 26.2 (3.8) 26.9 (4.3)
Oestrogen use (%) 18.4 19.6 18.3 14.4
Apoe4 (%) 28.6 28.1 29.0 26.1
Quality of life
Vitality (0e100) 67.6 (17.1) 63.3 (19.1) 69.4 (15.8) 60.2 (20.1)
Mental health (0e100) 77.1 (15.0) 72.5 (17.9) 78.5 (13.8) 74.5 (16.0)
Sleep
Feeling not well rested, % 10.9 19.2 8.4 16.2

Values are %, mean (SD) or median (interquartile range).
a Primary school or lower vocational education as highest attained level.
b Being classified as inactive or moderately inactive according the Cambridge Physical Activity Index [26].

Table 2
Beta coefficients and 95% confidence intervals of the association of sleep duration with cognitive function.

Sleep duration P trenda

�6 h 7e8 h �9 h Linear Quadratic

Memory Model 1 (Obs ¼ 7815) 0.02 (�0.03 0.06) REF �0.09 (�0.16e0.01) 0.13 0.59
Model 2 (Obs ¼ 7543) 0.03 (�0.02 0.07) REF �0.08 (�0.15e0.01) 0.04 0.79

Speed Model 1 (Obs ¼ 7783) �0.00 (�0.03 0.03) REF �0.04 (�0.10 0.01) 0.47 0.04
Model 2 (Obs ¼ 7513) 0.00 (�0.03 0.03) REF �0.03 (�0.09 0.02) 0.23 0.12

Flexibility Model 1 (Obs ¼ 7787) 0.02 (�0.03 0.07) REF �0.07 (�0.14e0.01) 0.15 0.03
Model 2 (Obs ¼ 7517) 0.03 (�0.02 0.08) REF �0.06 (�0.12 0.01) 0.09 0.23

Global cognitive function Model 1 (Obs ¼ 7755) 0.02 (�0.01 0.04) REF �0.06 (�0.11e0.02) 0.01 0.03
Model 2 (Obs ¼ 7486) 0.02 (�0.00 0.05) REF �0.06 (�0.11e0.02) <0.01 0.10

Model 1: analyses adjusted for sex, age, age squared, educational level, living alone, work status, smoking, alcohol use, and physical activity.
Model 2: analyses adjusted for variables of model 1 and additionally for systolic blood pressure, waist circumference, low HDL cholesterol, oestrogen use, apoe4, and the
quality of life scales vitality and mental health.
REF ¼ reference category.

a Linear and quadratic trends between sleep duration (based on all five categories) and cognitive function were tested for all models.
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p < 0.05), whereas quadratic trends were found between sleep
duration and speed, flexibility and global cognitive function (model
1 only: p < 0.05) (Table 2). No significant interactions were found
between sleep duration and sex.

Analyses for our second objective showed no significant asso-
ciations between sleep duration and change in cognitive function
(p > 0.05 for all four cognitive domains). Within the scope of our
third objective, none of the categories of changes in sleep duration
was significantly associated with cognitive function (p > 0.10).
3.2. Feeling rested and sleep duration and cognitive function

Cross-sectional analyses in a subsample of the study population
(n ¼ 2587) showed that sleep duration or feeling rested were not
associated with memory and global cognitive function (Fig. 2, up-
per figures). Feeling rested itself was not statistically significantly
associated with cognitive function. Significant interactions be-
tween sleep duration and feeling rested were observed for speed
(p < 0.01) and flexibility (p < 0.10). Among adults frequently feeling



Fig. 2. Beta coefficients and 95% confidence intervals of memory and global cognitive function (upper figures), speed (middle figures), and flexibility (lower figures) by sleep
duration and feeling rested. All coefficients are adjusted for sex, age, educational level, living alone, work status, smoking, alcohol use, physical activity, number of cognitive
measurements, and feeling rested (for global cognitive function and memory only). For significant Beta coefficients the exact value of Beta coefficients and 95% confidence intervals
were reported. *A quadratic trend between sleep duration and speed was observed for persons frequently feeling not well rested (p < 0.01). yA quadratic trend between sleep
duration and flexibility was observed for persons frequently feeling not well rested (p ¼ 0.03).
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not well rested, both short and long sleepers had lower scores for
speed (�0.21 (�0.42e0.00) and �0.49 (�0.86e0.13), respectively)
and long sleepers had lower scores for flexibility (�0.46
(�0.89e0.04)) compared to adults with moderate sleep duration.
Quadratic trends between sleep duration and speed (p < 0.01) and
flexibility (p ¼ 0.03) were confirmed (Fig. 2, middle and lower
figures) in these cross-sectional models.

4. Discussion

In the present study, middle-aged adults with long sleep dura-
tion showed a poorer cognitive function for memory, flexibility and
global cognitive function. The finding that long sleepers had a lower
cognitive function was confirmed cross-sectionally among adults
feeling not well rested. Both short and long sleepers had a lower
speed of cognitive function and long sleepers also a lower flexibility
compared to moderate sleepers. Support for an inverted U-shaped
relationship between sleep duration and cognitive function among
middle-aged adults was obtained for the domains of speed, flexi-
bility, and global cognitive function. A linear relationship was
shown for memory function and global cognitive function. Taking
into account feeling rested, the inverted U-shaped relationship was
only confirmed for speed and flexibility of cognitive function and
among adults feeling not well rested. In our middle-aged
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population, change in sleep duration over time was not associated
with cognitive function, nor was sleep duration associated with
change in cognitive function.

Prospective studies in older adults demonstrate a lower cogni-
tive function and/or greater decline on various cognitive domains
for both short and long sleep duration [5,6,8e10]. Therefore, recent
reviews suggested a potential inverted U-shaped association be-
tween sleep duration and cognitive outcomes [11,37], with stronger
evidence that long (rather than short) sleep durations are related to
worse cognition [37]. Our findings are in line with this conclusion
for long sleep duration. Furthermore, an inverted U-shaped relation
between sleep duration and cognitive function was observed for
the domains of speed, flexibility, and global cognitive function in
our study. Also for middle-aged adults, Miller and colleagues
showed that both short and long sleepers had lower cognitive
functions (except for memory) [38]. Ferrie and colleagues showed
that middle-age adults (45e69 years) who change their sleep
duration frommoderate to either short or long had a lower score on
all cognitive domains, except for memory [14]. These findings are
markedly different from ours, since we found no significant asso-
ciations of changes in sleep duration with cognitive function. The
assessment of sleep duration in the Ferrie study was similar to our
study, therefore, inconsistent findingsmay relate to other aspects of
the studies such as the cognitive tests applied, the number of
follow-up measurements available, and the statistical model used.
We found no evidence of a relationship between sleep duration and
cognitive change over the 10-year follow-up period, other studies
reported mixed findings [15,39]. Based on a small population, Lo
et al. demonstrated that every hour decrease in sleep duration at
baseline predicted a 0.67% greater annual decrease in global
cognitive performance [15]. Recently Lutsey reported that sleep
duration at midlife was not related to cognitive decline, except for
short sleepers who had a larger decline in executive functioning
and processing speed compared to those with moderate sleep
duration [39]. A recent meta-analysis of observational epidemio-
logical studies studied the relationship between sleep and the risk
of cognitive decline in middle-aged and older adults. Half of the
cohort studies included in this meta-analysis did not report a sig-
nificant association in accordance with our results, however,
pooling of results showed that longer durations of sleep increased
the risk of cognitive decline, compared with average sleep duration
[40]. Overall, this overview of epidemiological studies in middle-
age adults shows that poor sleep characteristics affect cognitive
function, but the particular relations between short and long sleep
duration, poor sleep quality, and the various cognitive domains
remain unclear.

Long sleep is known to be associated with depression, heart
disease, and even mortality [3,41e43]. Adults with long sleep
duration represent a specific group characterised by a higher
prevalence of severe and chronic health problems. Our analyses
showed that after adjustment for biological risk factors, mental
health and vitality, associations between long sleep duration and
the different domains of cognitive function were not statistical
significant anymore. This suggests that long sleepers are a relatively
unhealthy group within our study sample, which is supported by
higher rates of hypertension. However, the association between
long sleep duration and global cognitive function was not attenu-
ated by adjustment for biological risk factors. Future studies on the
relation between sleep and cognitive function should take into
account underlying health status. Another issue is that the preva-
lence of sleep disturbances for persons with Alzheimer disease is
high. Although dementia is (yet) uncommon in our middle-age
population, reverse causation cannot be rejected. Cognitive
decline and the development of sleep problems may occur
concurrently [44]. However, we did not find an association between
sleep and cognitive decline, which decreases the possibility of
reverse causation.

Major strengths of the present study are the prospective design
and the use of a sensitive cognitive test battery for this middle-age
adult population. Although the participants were still relatively
young and healthy when they entered the study, a clear decline in
cognitive function, with a wide range, was detected. Since the
Doetinchem Cohort Study has an extensive set of variables assessed
during the measurements, we were able to adjust for a wide range
of potential confounders.

Some limitations of this study need to be highlighted. First, both
sleep duration and feeling rested were measured with a self-
reported single survey item. The self-reported question on sleep
duration did not consider a timeframe, distinguish between
weekdays and weekends, or distinguish between naps and longer
sleep periods. Sleep duration is shown to be overestimated bymost
adults and may actually represent time spent in bed rather than
physiologic sleep duration [42,45,46]. However, insomnia is also a
prevalent condition among adults and it is known that those people
underestimate sleep duration [47]. By only using self-reported
sleep duration in the present study, adults may be falsely catego-
rized into sleep duration classes. Both reasons for misclassification
may lead to bias towards null association and can be prevented
when using more objective measurements of sleep duration in
future studies. In our study, sleep quality was equated with feeling
rested, although this may not necessarily measure all aspects of a
sleep quality index. The measure of feeling well rested after a usual
night lacks a specific time frame and is non-validated. Those feeling
not well rested are likely to have poor sleep quality, even detecting
people with micro-arousals or disturbances in sleep phases who
might not even know they have poor sleep quality. Sleep quality,
based on a question on rising rested, was previously shown to
modify the relation between sleep duration and cardiovascular
disease [48]. Hoevenaar et al. showed that short sleepers with poor
sleep quality (and not short sleepers with good sleep quality) had a
63% higher risk of cardiovascular disease and a 79% higher risk of
coronary heart disease incidence compared to normal sleepers
with good sleep quality. However, the question on feeling well
rested could also relate to excessive daytime sleepiness and
excessive daytime fatigue, for which an independent relationship
with cognitive decline has been shown [10,49]. Furthermore, the
question on feeling rested was recently integrated in the study
protocol of the Doetinchem Cohort Study and therefore available
only for the last cognitive examination. Therefore, feeling rested
was only considered in a cross-sectional analysis and future
research should examine the impact of feeling rested longitudi-
nally. Another limitation is that we could not adjust for potential
confounders such as sleep apnoea, daytime sleepiness, major
depression, and the use of sleep medication, since these data were
not collected in the Doetinchem Cohort Study. Sleep medication
affects sleep duration but there are also indications of adverse ef-
fects on cognitive function [50].

Another methodological issue is that participants in cohort
studies usually have a relatively healthy profile and a certain drop-
out of initial participants is inevitable. Despite the long follow-up
period of our study, the drop-out rate was relatively low, approxi-
mately 20% at every 5-years of follow-up. Adults who participated
at baseline only were on average 2-years older and scored 0.47
standardised points lower on global cognitive function and all
cognitive domains compared to adults who participated at follow-
up measurements as well. Drop-outs reported more often long
sleep duration (6.6% vs. 10.9%). We do not think that multiple
testing adjustment is necessary, since the study examined the
specific association between sleep duration and cognitive function
(in four different domains).



S.H. van Oostrom et al. / Sleep Medicine 41 (2018) 78e8584
The present study provides varying support for an inverted U-
shaped relationship between sleep duration and cognitive function
in middle-aged adults: the form of the relationship between sleep
duration and cognitive function differed per cognitive domain and
depended on feeling rested. Long sleep duration was consistently
associated with a poorer cognitive function in all cognitive do-
mains, except for speed. Future studies should assess the role of
sleep characteristics for cognitive decline at middle-age using
objective assessments of sleep patterns and consider sleep quality.
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