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Abstract

Background: Alzheimer’s disease (AD) is the most frequently occurring type of dementia. Concurrently, inadequate
sleep has been recognized as a public health epidemic. Notably, genetic and environmental factors are now consid-
ered contributors to AD progression.

Objective: To assess the association between sleep duration, genetic susceptibility, and AD.

Methods and results: Based on 483,507 participants from the UK Biobank (UKB) with an average follow-up of

11.3 years, there was a non-linear relationship between AD incidence and sleep duration (P for non-linear <0.001) by
restricted cubic splines (RCS). Sleep duration was categorized into short sleep duration (<6 h/night), normal sleep
duration (6-9 h/night), and long sleep duration (> 9 h/night). No statistically significant interaction was identified
between sleep duration and the AD-GRS (Alzheimer's disease genetic risk score, P for interaction =0.45) using Cox
proportional risk model. Compared with the participants who had a low AD-GRS and normal sleep duration, there
was associated with a higher risk of AD in participants with a low AD-GRS and long sleep duration (HR=3.4806; 95%
Cl2.0011-6.054, p <0.001), participants with an intermediate AD-GRS and long sleep duration (HR=2.0485; 95% Cl
1.3491-3.1105, p<0.001), participants with a high AD-GRS and normal sleep duration (HR=1.9272; 95% Cl 1.5361-
24176, p<0.001), and participants with a high AD-GRS and long sleep duration (HR=15.4548; 95% Cl 3.1367-9.4863,
p<0.001).In addition, there was no causal association between AD and sleep duration using Two Sample Mendelian
randomization (MR).

Conclusion: In the UKB population, though there was no causal association between AD and sleep duration ana-
lyzed using Two Sample MR, long sleep duration (>9 h/night) was significantly associated with a higher risk of AD,

regardless of high, intermediate or low AD-GRS. Prolonged sleep duration may be one of the clinical predictors of a
higher risk of AD.
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rising sharply as the global population ages [1, 2]. While
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AD is highly heritable [3], dementia research has focused
on the potential impact of lifestyle factors, drug use, and
health conditions on this disease [4].

Proper sleep is necessary for regulation of the body’s
metabolism. Studies have identified associations between
sleep disorders and diabetes, obesity, and coronary heart
disease, as well as other diseases [5]. In addition, inad-
equate sleep is considered a public health epidemic [6],
where sleep can be influenced by many factors, including
living and natural environments, mental variables, and
diseases [7].

Studies showed there is a U-shaped or J-shaped curve
between inappropriate sleep duration and AD risk [8,
9]. However, due to selection bias and relatively small
numbers of participants, research findings were limited
in previous studies. With the development of genomics
and evolution of scientific research design, research in
this area can be further improved. Moreover, genetic and
environmental factors are now considered contributors
to the progression of AD [10].

Observational studies cannot include all confounding
factors and tend to result in reverse causality and thus
are regarded as only limited causal inference [11]. Men-
delian randomization (MR) based on genetic variations
(i-e., single nucleotide polymorphisms, SNPs) can be used
to further overcome these limitations [12]. MR calculates
causal estimates of exposure risk using the random distri-
bution of genetic variation during gametogenesis, inde-
pendent of environmental confounding factors. Using
this method, the degree of confounding can be signifi-
cantly reduced and yield a low sensitivity to reverse cau-
sality [12, 13].

Therefore, we performed a longitudinal investigation
on the association between sleep duration and AD risk
utilizing the UK Biobank (UKB). In addition, we calcu-
lated the genetic risk score (GRS) for AD for each partici-
pant. The goal of this study was to assess the relationship
between sleep duration and genetic susceptibility in
terms of AD outcome and to further explore potential
genetic/sleep interactions. Finally, we utilized Two Sam-
ple MR analysis to further characterize the causal rela-
tionship between sleep duration and AD.

Methods

Study population

Public database is a data repository specifically designed
to house data related to scientific research on an open
platform [14]. The UKB is the world’s largest biomedi-
cal sample database designed to examine genetic and
lifestyle risk factors for a variety of chronic diseases and
houses data from a prospective population-based cohort
study consisting of over half a million volunteers con-
ducted from 2006 to 2010, The UK Biobank study was
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approved by the Northwest Multicenter Research Ethics
Committee. All participants provided written informed
consent [15]. The UKB has collected and will continue to
collect participant data on a large number of phenotypes
and genotypes [16], including questionnaire-derived
data, assayed samples, physical measurements, multi-
modal imaging, genome-wide genotyping, accelerom-
etry, and longitudinal follow-up for a broad spectrum of
health-related outcomes [15, 17].

Inclusion criteria: all UKB participants.

Exclusion criteria: participants with a diagnosis of AD;
participants without complete sleep duration and genetic
data; participants with an implausible sleep duration.

Finally, 483,507 participants were included in this
study.

Increased age and vascular risk factors, including dia-
betes, hypertension, alcohol, smoking, Myocardial infarc-
tion, and stroke, are known to increase the risk of AD
[18, 19]. Low socioeconomic status is associated with
cognitive decline [18], low education level and ethnicity
are the risk factor for AD [20, 21]. In addition, woman is
also associated with higher AD risk [22]. Therefore, we
selected the above variables as our baseline characteris-
tics and confounding factors. The basic characteristics of
each participant were determined primarily through reg-
istration or diagnostic records. All participants had com-
plete case analysis.

Ascertainment of exposure

Duration of sleep was self-reported by study participants
based on the standardized question: “About how many
hours sleep do you get in every 24 h? (Please include
naps),” where responses were given in hours (https://
bbams.ndph.ox.ac.uk). Individuals were excluded if they
failed to provide their sleep duration or had sleep dura-
tions<4 or>18 h to reduce implausible sleep durations.
Totally 4,394 participants were excluded. We applied the
classification of sleep duration proposed by the National
Sleep Foundation [23, 24], sleep duration was categorized
into short sleep duration (< 6 h/night), normal sleep dura-
tion (6—9 h/night), and long sleep duration (> 9 h/night).

Definition of genetic risk score

Quality control, input procedures, and genotyping for
the UKB have been previously described [25]. In this
study, 29 independent single nucleotide polymorphisms
(SNPs) previously demonstrated to have a significant
association with AD based on genome-wide association
studies (GWASs) were selected [10, 26, 27]. The selected
SNPs are detailed in Supplementary Table S1. For each
individual in the UKB, an AD-GRS was determined
using a previously published weighted method [28, 29]
with the equation: weighted GRS=(B1x SNP1+p2x
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SNP2+...4+pBn x SNPn) x (N/sum of the B coefficient).
The effect size (B-coefficient) of each SNP was derived
from the reported GWAS results [27]. Using this method,
each participant was assigned as either at high (quintile
5), intermediate (2—4 quartile), or low (quintile 1) genetic
risk for the outcomes of interest.

Townsend deprivation index

The Townsend deprivation index (TDI) is a composite
score based on 4 key variables: unemployment, over-
crowded household, non—car ownership, and non-home
ownership. The index has been validated and used in
population studies in the UK, with higher scores indicat-
ing higher levels of deprivation [30].

Outcome assessment

Based on the UKB, each participant’s outcomes were
identified primarily using hospital admissions data (time
of AD diagnosis) and death registry records. Follow-up
occurred from the registration date to the date of AD
diagnosis, death, or experimental follow-up end date
(December 2020), whichever occurred first.

Statistical analyses

Comparisons between the baseline characteristics of
Control group (Not diagnosed with AD) and AD group
(Diagnosed with AD) were made using the Chi-square
(categorical variable) or Student’s t test (metric vari-
able). Continuous variables are represented as mean with
standard deviation or median with quartile range. The
potential non-linear association between sleep duration
and AD was investigated using restricted cubic splines
(RCS). The Kaplan—Meier survival curve was utilized to
more intuitively display the risk of AD among the three
sleep duration groups (short sleep duration, normal sleep
duration, and long sleep duration).

The Cox proportional risk model was used to esti-
mate the hazard ratio (HR) of AD, and sleep dura-
tion and genetic risk interaction for AD. Model 1. The
objective of Model 1 was to evaluate the risk ratios of
different sleep duration to AD events without adjusting
for other confounding factors; Model 2. Increased age
and woman were significantly associated with higher
AD risk, and the objective of model 2 was to evaluate
whether different sleep duration was associated with
higher AD risk independently of age and gender; Model
3. Low socioeconomic status was associated with cog-
nitive decline, low education level and ethnicity are the
risk factor for AD, and the objective of Model 3 was
to evaluate whether different sleep duration was asso-
ciated with higher risk of AD independently of demo-
graphic, educational, and economic status factors (age,
gender, ethnicity, TDI, and education level); Model 4.
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Vascular risk factors, including diabetes, hypertension,
alcohol, smoking, Myocardial infarction, and stroke,
were known to increase the risk of AD. The objective of
Model 4 was to evaluate whether different sleep dura-
tion was associated with a higher risk of AD indepen-
dently of demographic, educational, economic status,
and cardiovascular risk factors.

Two Sample MR analyses: MR is a novel statisti-
cal approach that assesses the random combination of
genes from parent to offspring during gamete formation
and conception and provides a method of determining
whether there is a causal nature for certain environmen-
tal exposures [12, 31]. In this method, genetic variables
are considered instrumental variables (IVs) and utilized

Table 1 Comparison of the basic characteristics between the
control and Alzheimer’s disease (AD) group

Characteristics Controlgroup ADgroup  Pvalue
Age (Median, IQR) 58 (50,63) 66 (62,68) <0.001
TDI (Median, IQR) -2.2(-3.7,0.5) -2(-36,1.1) 0037
Gender (n, %) <0.001
Female 261,396 (54.2) 443 (48.2)
Male 221,192 (45.8) 476 (51.8)
Ethnicity (n, %) 0.003
White people 437,884 (97) 849 (92.4)
Mixed people 17,807 (3.7) 43 (4.7)
Other people 25,270 (5.3) 27 (2.9)
Education (n, %) <0.001
College/University 157,154 (32.9) 172 (19.3)
Other 320,081 (67.1) 718(80.7)
Smoking (n, %) <0.001
Never 263,316 (54.8) 431 (474)
Previous 167,034 (34.7) 388 (42.7)
Current 50,485 (10.5) 90 (9.9)
Alcohol (n, %) <0.001
Never 20,987 (4.4) 73 (8)
Previous 17,105 (3.5) 74 (8.1)
Current 443,980 (92.1) 768 (83.9)
Myocardial infarction (n, %)
No 462,906 (95.9) 803 (87.4) <0.001
Yes 19,682 (4.1) 116 (12.6)
Stroke (n, %) <0.001
No 470,248 (97.4) 817 (88.9)
Yes 12,340 (2.6) 102(11.1)
Diabetes (n, %) <0.001
No 477,875 (99) 885 (96.3)
Yes 4713 (1) 34(3.7)
Hypertension (n, %) <0.001
No 334,628 (69.3) 393 (42.8)
Yes 147,960 (30.7) 526 (57.2)
Sleep duration (Median, IQR) 7 (7,8) 7(7,8) <0.001
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Fig. 1 Restricted cubic splines (RCS) for analysis of the relationship between sleep duration and incidence of Alzheimer’s disease (AD). The model
was adjusted for age, gender, ethnicity, TDI, education level, smoking, alcohol use, hypertension, stroke, myocardial infarction, and diabetes

to make causal inferences from data [32]. In this study,
MR analysis involved a two-sample design to allow the
exposures and results to be measured in a non-overlap-
ping data set, further reducing the false positive rate [33].
Beta-weighted sleep duration genetic instruments were
set as the exposures (https://gwas.mrcieu.ac.uk/; GWAS
ID: ukb-b-4424) with participant overlap with the UKB,
as well as outcome data from a GWAS (https://gwas.
mrcieu.ac.uk/; GWAS ID: jeu-b-2) lacking participant
overlap with the UKB. Detailed information on the SNPs
is presented in Supplementary Tables S1 and S2. Individ-
uals participating in the GWAS were of predominantly
European ancestry. the Two Sample MR package was
used for MR analyses.

All statistical analyses were performed with the R pack-
age (version 4.1.0), where a P value <0.05 was considered
statistically significant.

Results

Basic characteristics of control and AD groups

A study sample flow diagram is presented in Supple-
mentary material Figure S1. Initially, there were 502,490

participants enrolled. Once participants with a diagnosis
of AD had been excluded (n=18), 502,472 participants
remained. Finally, participants with complete sleep dura-
tion (4—17 h/night) and genetic data (n=483,507) were
selected for this study. The mean follow-up time was
11.3 years.

We compared the basic characteristics of partici-
pants who developed AD (AD group, n=919) and those
who did not (Control group, »=482,588). As shown in
Table 1, the AD group had a higher age index and higher
TDI (p<0.05). Those that were male, had a history of
smoking, or were of mixed race had higher rates of AD
(p<0.05), as did those with hypertension, diabetes, or
a history of myocardial infarction or stroke (p<0.05).
Moreover, a lower education level and less sleep signifi-
cantly correlated with the incidence of AD (p <0.05).

Sleep duration association with risk of AD

The potential nonlinear association between AD and
sleep duration was investigated using RCS. As shown in
Fig. 1, there was a non-linear relationship between sleep
duration and AD incidence (P for non-linear <0.001). To
further assess the association between different sleep
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Fig. 2 Kaplan-Meier survival curve demonstrating the risk of Alzheimer’s disease (AD) among the three sleep duration groups. The normal sleep
duration group was used as the control group, and the difference between the two groups was evaluated by log-rank tests

durations and risk of AD, sleep duration was catego-
rized into short sleep duration (<6 h/night), normal sleep
duration (6-9 h/night), and long sleep duration (>9 h/
night). The baseline data were grouped according to sleep
duration, as shown in Supplementary material Table S3.
Next, the Kaplan—Meier survival curve was utilized to
more intuitively display the risk of AD among the three
sleep duration groups. Concurrently, log-rank tests
were used to evaluate whether there were statistically
significant differences between groups. As shown in
Fig. 2, the risk of AD in the long sleep group (p <0.001)
was higher than in the normal sleep duration group,
while there was no significant difference between the
normal and short sleep duration groups (p =0.24).

Hazard ratio estimation for AD

The Cox proportional risk model was used to estimate
the HR of AD. As shown in Fig. 3, Compared with nor-
mal sleep duration group, long sleep duration group was
associated with a higher risk of AD in unadjusted Model
1 (HR=3.78, 95% CI 2.893-4.93, P<0.001). This associa-
tion was still significant after adjusting for age, gender,
ethnicity, TDI, education level, smoking, alcohol use,
hypertension, stroke, myocardial infarction, and diabetes

in Model 4 (HR=2.328, 95% CI 1.765-3.072, P<0.001).
In addition, after adjusting for multiple variables in
Model 4, Compared with normal sleep duration group,
there was still no significant association between short
sleep duration group and the risk of AD (P> 0.05).

Our results demonstrated that the risk of AD in
the long sleep group was still higher than in the nor-
mal sleep duration group after adjusting for multiple
variables.

Joint association between long sleep duration and AD
genetic risk score

We further evaluated the joint association between sleep
duration and AD-GRS. As shown in Fig. 4, no statisti-
cally significant interaction was identified between sleep
duration and the AD-GRS (P for interaction=0.45), and
the visualization of this interaction is shown in Fig. 4A.
As shown in Fig. 4B, compared with the participants who
had both a low GRS and normal sleep duration, there was
associated with a higher risk of AD in participants with a
low AD-GRS and long sleep duration (HR =3.4806; 95%
CI 2.0011-6.054, p<0.001), participants with an inter-
mediate AD-GRS and long sleep duration (HR=2.0485;
95% CI 1.3491-3.1105, p<0.001), participants with a high



Yuan et al. BMC Geriatrics (2022) 22:638 Page 6 of 10
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Model 1
normal sleep duration Re ‘I
short sleep duration 1.18(0.987-1.87) 0.237
long sleep duration 3.78(2.893-4.93) —e— <0.001
Model 2
normal sleep duration Re t'l
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long sleep duration 2.98(2.28-3.89) <0.001
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Fig. 3 Cox proportional risk model estimating the hazard ratio of AD. Model 1 unadjusted; Model 2 adjusted for age and gender; Model 3 adjusted
for terms in Model 2, ethnicity, TDI, and education level; Model 4 adjusted for terms in Model 3 and cardiovascular risk factors including smoking,
alcohol use, hypertension, stroke, myocardial infarction, and diabetes. The vertical line indicates the reference value of 1

AD-GRS and normal sleep duration (HR=1.9272; 95%
CI 1.5361-2.4176, p<0.001), and participants with a high
AD-GRS and long sleep duration (HR=5.4548; 95% CI
3.1367-9.4863, p<0.001). Fig. 4C showed that the partici-
pants with a low AD-GRS and long sleep duration had no
significantly association with higher risk of AD compared
with the participants with intermediate AD-GRS and long
sleep duration (HR=10.929; 95% CI 0.618-1.395, p>0.05).

Our results indicated that the risk of AD increased as
the AD-GRS increased, and long sleep duration was sig-
nificantly associated with a higher risk of AD, regardless
of high, intermediate or low AD-GRS.

Two Sample MR of sleep duration and AD

We further investigated the Two Sample MR of sleep
duration and AD. To remove IVs with linkage disequilib-
rium, SNPs were clumped for independence if they had a
correlation of 7*>0.001 [34]. Sensitivity analysis was per-
formed using Two Sample MR R packages [35] and MR
analysis using fixed/random effects weighted median,

inverse variance weighted, weighted mode, simple mode,
and MR-Egger regression. SNPs of sleep duration and
AD were harmonized by Harmonise_data () function
from Two Sample MR R packages, and SNPs (rs1611719)
for incompatible alleles and SNPs that were palindro-
mic with intermediate allele frequencies (rs113021516,
rs11643715,  rs17732997,  rs2079070,  rs2186122,
rs2279681, rs2683630, rs35662245, rs6561715, and
rs72831782) were removed. A summary of the MR-based
analysis of sleep duration and AD is shown in Fig. 5.
Sensitivity analysis did not detect pleiotropy (MR-Egger
intercept, p=0.80) and the evidence of confounding het-
erogeneity of effect sizes (p <0.05) was not noted in these
two analyses. Therefore, random effects models were
used to further verify the relationship. Inverse variance
weighted-MR with random effect yielded similar causal
association results (p>0.05). Visualization of the Two
Sample MR results is presented in Supplementary mate-
rial Figure S2. A statistically causal association between
sleep duration and AD was not observed in this study.

(See figure on next page.)

Fig. 4 The joint association between long sleep duration and AD-GRS for AD risk. A: The interaction between sleep duration and AD-GRS. B:
Participants who had a low AD-GRS with normal sleep duration were used as the reference (Re). C: Participants who had an intermediate AD-GRS
with long sleep duration were used as the reference (Re). The multivariable model was adjusted for age, gender, ethnicity, TDI, education level,
smoking, alcohol use, hypertension, stroke, myocardial infarction, and diabetes. The vertical line indicates the reference value of 1. AD-GRS stands

for Alzheimer's disease genetic risk score
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Odds ratio of AD
Method SNP OR(95%CI) P
MR Egger 50 0.677(0.096-4.769)  0.697
Weighted median 50 0.837(0.459-1.523)  0.56
Inverse variance weighted 50 0.856(0.498-1.473) 0.575
Simple mode 50 0.81(0.245-2.676)  0.731
Weighted mode 50 0.81(0.317-2.072)  0.662
1 T T
01 1 2 5
Fig. 5 Summary of the Two Sample Mendelian Randomization-Based Analysis of Sleep Duration and Alzheimer's disease (AD)

Discussion

Based on the UKB, we conducted a large longitudinal
study of 483,507 participants to study the association
between sleep duration and AD risk. We had the follow-
ing findings: 1) there was a there was a non-linear rela-
tionship between AD incidence and sleep duration (P
for non-linear <0.001) by restricted cubic splines (RCS)
relationship between sleep duration and AD risk; 2) long
sleep duration was significantly associated with a higher
risk of AD, regardless of high, intermediate or low AD-
GRS; 3) no causal association between AD and sleep
duration using Two Sample MR.

Both genetic and lifestyle factors influence an indi-
vidual’s risk of developing AD and other subtypes of
dementia [36]. In older adults without cognitive impair-
ment or dementia, having a poor lifestyle and high GRS
was significantly associated with a higher dementia risk,
where GRS may be offset by certain lifestyle factors [37].
To our knowledge, this is the first study to investigate the
effect of the interaction between sleep duration and GRS
on AD events. Epidemiological studies have suggested
there is a U- or J-shaped relationship between sleep dura-
tion and AD [8, 9, 38]. A non-linear relationship between
sleep duration and AD risk was observed in our study.
The risk of AD in the long sleep duration group was still
higher than that of the normal sleep duration group after
adjusting for multiple variables. Studies showed that peo-
ple with AD had a longer sleep duration than older adults
without cognitive impairment, and the association wors-
ened as the disease progressed [39, 40]. In addition, a sta-
tistically causal association between sleep duration and
AD was also not observed in our study by MR. Recent
studies also showed that prolonged sleep duration was an
early marker of neurodegeneration [41].

The mechanism of long sleep duration in demen-
tia may be related to the changes in sleep and wakeup
areas of the brain, including the suprachiasmatic nucleus
between the pineal gland and the retina [42]. Levels of
the wake-promoting neuropeptide hypocretin-1 have
also been reported to be reduced in AD, as are the levels
of hypocretin-1 neurons [43], which may be one of the

mechanisms that cause prolonged sleep duration time in
AD patients. In addition, because the preclinical phase of
dementia lasts for at least 10 years [44], long sleep dura-
tion may be one of the clinical predictors of a higher risk
of AD. Though there was no causal association between
AD and sleep duration using Two Sample MR, long sleep
duration was significantly associated with a higher risk of
AD, regardless of high, intermediate or low AD-GRS.

Using Two Sample MR analysis method to further
verify the causal relationship between sleep duration
and AD was also one of the advantages of our study. In
our observational study, while we corrected for major
confounder factors including age, gender, ethnicity,
TDI, education level, smoking, alcohol use, hyperten-
sion, stroke, myocardial infarction, and diabetes, residual
confounding from unknown or unmeasured factors still
remained possible. Since the observational study method
had unknown or unmeasured confounding factors and
could only show the correlation between sleep dura-
tion and AD, we further used Two Sample MR to avoid
the effect of unknown or unmeasured confounding fac-
tors on sleep duration and AD correlation, and verify the
causal relationship between sleep duration and AD. The
direct acyclic graph (DAG) was shown in the supplemen-
tary material Figure S3.

This study has the following limitations. Data on patient
sleep duration were first registered and there may be
variations in the participants’ sleep duration not taken into
account in this study. This study is UKB based, which has par-
ticipants that are predominantly of European ancestry. This
may affect the applicability of the results to other ethnicities,
but does not change the internal validity of this study.

Conclusions

In the UKB population, though there was no causal asso-
ciation between AD and sleep duration using Two Sam-
ple MR, long sleep duration was significantly associated
with a higher risk of AD, regardless of high, intermediate
or low AD-GRS. Prolonged sleep duration may be one of
the clinical predictors of a higher risk of AD.



Yuan et al. BMC Geriatrics (2022) 22:638

Abbreviations

AD: Alzheimer's disease; UKB: UK Biobank; MR: Mendelian randomization; SNPs:
Single nucleotide polymorphisms; GRS: Genetic risk score; IVs: Instrumental vari-
ables; GWASs: Genome-wide association studies; MR: Mendelian randomization.

Supplementary Information

The online version contains supplementary material available at https://doi.
0rg/10.1186/512877-022-03298-8.

Additional file 1: Figure S1. Study Sample Flow Diagram. Figure S2.
Visualization of Mendelian randomization results. Figure S3. The direct
acyclic graph (DAG) between sleep duration and AD.

Additional file 2.

Acknowledgements
The most important people to thank are the participants, members of the research
and investigation team, and project development and management team.

Authors’ contributions

JL and AX conceptualized the research aims. SY and WM guided the literature
review and planned the analyses. FX, DH, TH and RY extracted the data from
the UK database. SY and MP participated in data analysis and interpretation.
SY and WM wrote the first draft of the paper and the other authors provided
comments and approved the final manuscript. The author(s) read and
approved the final manuscript.

Funding
This study was funded by General project of national Natural Science Founda-
tion of China (Grant No.81971121).

Availability of data and materials

The data that support the findings of this study are available from UK Biobank but
restrictions apply to the availability of these data, which were used under license
for the current study, and so are not publicly available. Data are however available
from the authors upon reasonable request and with permission of UK Biobank.

Declarations

Ethics approval and consent to participate

The UK Biobank study was approved by the Northwest Multicenter Research Eth-
ics Committee. All participants provided written informed consent. We obtained
a license from the UK Biobank to use data for this study (Applications: 76636).

Consent for publication
All participants agreed to publish.

Competing interests
The authors have no funding and conflicts of interest to disclose.

Author details

"Department of Neurology, The First Affiliated Hospital of Jinan University,
No.613, Huangpu Road West, Guangzhou 510630, Guangdong Province,
China. ?School of Public Health, Xi‘an Jiaotong University Health Science
Center, Xi’An 710061, Shaanxi Province, China. >Department of Clinical
Research, The First Affiliated Hospital of Jinan University, No.613, Huangpu
Road West, Guangzhou 510630, Guangdong Province, China.

Received: 17 November 2021 Accepted: 14 July 2022
Published online: 02 August 2022

References

1. Winblad B, Amouyel P, Andrieu S, Ballard C, Brayne C, Brodaty H, et al.
Defeating Alzheimer’s disease and other dementias: a priority for Euro-
pean science and society. Lancet Neurol. 2016;15:455-532.

20.

21.

22.

23.

24,

Page 9 of 10

Yuan S, LiH, Yang C, Xie W, Wang Y, Zhang J, et al. DHA attenuates Abeta-
induced necroptosis through the RIPK1/RIPK3 signaling pathway in THP-1
monocytes. Biomed Pharmacother. 2020;126:110102.

Gatz M, Reynolds CA, Fratiglioni L, Johansson B, Mortimer JA, Berg S, et al.
Role of genes and environments for explaining Alzheimer disease. Arch
Gen Psychiatry. 2006;63:168-74.

Stevenson JS, Clifton L, Kuzma E, Littlejohns TJ. Speech-in-noise hearing
impairment is associated with an increased risk of incident dementia in
82,039 UK Biobank participants. Alzheimers Dement. 2022;18(3):445-56.
Grandner MA, Seixas A, Shetty S, Shenoy S. Sleep duration and diabetes risk:
population trends and potential mechanisms. Curr Diab Rep. 2016;16:106.
Wang YH, Wang J, Chen SH, Li JQ, Lu QD, Vitiello MV, et al. Association of
longitudinal patterns of habitual sleep duration with risk of cardiovascu-
lar events and all-cause mortality. JAMA Netw Open. 2020;3: €205246.
Billings ME, Hale L, Johnson DA. Physical and social environment relation-
ship with sleep health and disorders. Chest. 2020;157:1304-12.

Li X, Ding D, Zhao Q, Wu W, Xiao Z, Luo J, et al. Sleep timing and risk

of dementia among the Chinese elderly in an urban community: the
Shanghai aging study. Front Neurol. 2021;12:629507.

Kyle SD, Sexton CE, Feige B, Luik Al, Lane J, Saxena R, et al. Sleep and
cognitive performance: cross-sectional associations in the UK Biobank.
Sleep Med. 2017,38:85-91.

. Leng, Ackley SF, Glymour MM, Yaffe K, Brenowitz WD. Genetic risk of

alzheimer’s disease and sleep duration in non-demented elders. Ann
Neurol. 2021,89:177-81.

. Kumari M, Holmes MV, Dale CE, Hubacek JA, Palmer TM, Pikhart H, et al.

Alcohol consumption and cognitive performance: a mendelian randomi-
zation study. Addiction. 2014;109:1462-71.

. Smith GD, Ebrahim S.”Mendelian randomization”: can genetic epide-

miology contribute to understanding environmental determinants of
disease? Int J Epidemiol. 2003;32:1-22.

. Howell AE, Zheng J, Haycock PC, McAleenan A, Relton C, Martin RM,

et al. Use of mendelian randomization for identifying risk factors for brain
tumors. Front Genet. 2018,9:525.

. WuWT, LiYJ,Feng AZ, Li L, Huang T, Xu AD, et al. Data mining in clinical

big data: the frequently used databases, steps, and methodological
models. Mil Med Res. 2021;8:44.

. Sudlow C, Gallacher J, Allen N, Beral V, Burton P, Danesh J, et al. UK

biobank: an open access resource for identifying the causes of a
wide range of complex diseases of middle and old age. Plos Med.
2015;12:€1001779.

. Tao F,Cao Z, Jiang Y, Fan N, Xu F, Yang H, et al. Associations of sleep

duration and quality with incident cardiovascular disease, cancer, and
mortality: a prospective cohort study of 407,500 UK biobank participants.
Sleep Med. 2021;81:401-9.

. Yang J, LiY,LiuQ LiL, Feng A, WangT, et al. Brief introduction of medical

database and data mining technology in big data era. J Evid Based Med.
2020;13:57-69.

. Sexton CE, Anstey KJ, Baldacci F, Barnum CJ, Barron AM, Blennow K,

et al. Alzheimer’s disease research progress in Australia: The Alzheimer’s
Association International Conference Satellite Symposium in Sydney. Alz-
heimers Dement. 2022;18(1):178-90.

. Jefferson AL. Vascular risk factors and midlife cognition: rethinking the

exposure window. Circulation. 2014;129:1548-50.

Wilson RS, Yu L, Lamar M, Schneider JA, Boyle PA, Bennett DA. Education
and cognitive reserve in old age. Neurology. 2019;92:21041-50.

Babulal GM, Quiroz YT, Albensi BC, Arenaza-Urquijo E, Astell AJ, Babiloni C,
et al. Perspectives on ethnic and racial disparities in Alzheimer’s disease
and related dementias: Update and areas of immediate need. Alzheimers
Dement. 2019;15:292-312.

Nebel RA, Aggarwal NT, Barnes LL, Gallagher A, Goldstein JM, Kantarci K,
et al. Understanding the impact of sex and gender in Alzheimer’s disease:
a call to action. Alzheimers Dement. 2018;14(9):1171-83.

Korostovtseva L, Alieva A, Rotar O, Bochkarev M, Boyarinova M, Sviryaev Y,
et al. Sleep Duration, Lipid Profile and Insulin Resistance: Potential Role of
Lipoprotein(a). Int J Mol Sci. 2020;21(13):4680.

Hirshkowitz M, Whiton K, Albert SM, Alessi C, Bruni O, DonCarlos L, et al.
National sleep foundation’s sleep time duration recommendations: meth-
odology and results summary. Sleep Health. 2015;1:40-43.


https://doi.org/10.1186/s12877-022-03298-8
https://doi.org/10.1186/s12877-022-03298-8

Yuan et al. BMC Geriatrics

25.

26.

27.

28.

29.

30.

31

32.

33

34

35.

36.

37.

38.

39.

40.

41.

42.

43.

44,

(2022) 22:638

Bycroft C, Freeman C, Petkova D, Band G, Elliott LT, Sharp K, et al. The UK
Biobank resource with deep phenotyping and genomic data. Nature.
2018;562:203-9.

Marioni RE, Harris SE, Zhang Q, McRae AF, Hagenaars SP, Hill WD, et al.
GWAS on family history of Alzheimer’s disease. Trans| Psychiatry. 2018;8:99.
Jansen IE, Savage JE, Watanabe K, Bryois J, Williams DM, Steinberg S, et al.
Genome-wide meta-analysis identifies new loci and functional pathways
influencing Alzheimer’s disease risk. Nat Genet. 2019;51:404-13.

Fan M, Sun D, Zhou T, Heianza Y, Lv J, Li L, et al. Sleep patterns, genetic
susceptibility, and incident cardiovascular disease: a prospective study of
385 292 UK biobank participants. Eur Heart J. 2020;41:1182-9.
Rutten-Jacobs LC, Larsson SC, Malik R, Rannikmae K, Sudlow CL, Dichgans
M, et al. Genetic risk, incident stroke, and the benefits of adhering to a
healthy lifestyle: cohort study of 306 473 UK Biobank participants. BMJ.
2018,;363:k4168.

Ye J,Wen'Y, Sun X, Chu X, Li P, Cheng B, et al. Socioeconomic depriva-
tion index is associated with psychiatric disorders: an observational

and genome-wide gene-by-environment interaction analysis in the UK
Biobank cohort. Biol Psychiatry. 2021;89:888-95.

Harrison S, Davies NM, Howe LD, Hughes A. Testosterone and socioeco-
nomic position: mendelian randomization in 306,248 men and women in
UK Biobank. Sci Adv. 2021;7(31):eabf8257.

Jiang X, Alfredsson L. Modifiable environmental exposure and risk of
rheumatoid arthritis-current evidence from genetic studies. Arthritis Res
Ther. 2020,22:154.

Daghlas I, Dashti HS, Lane J, Aragam KG, Rutter MK, Saxena R, et al. Sleep
duration and myocardial infarction. J Am Coll Cardiol. 2019;74:1304-14.
Sproviero W, Winchester L, Newby D, Fernandes M, Shi L, Goodday SM,

et al. High blood pressure and risk of dementia: a two-sample mendelian
randomization study in the UK Biobank. Biol Psychiatry. 2021,89:817-24.
Hemani G, Zheng J, Elsworth B, Wade KH, Haberland V, Baird D, et al. The
MR-Base platform supports systematic causal inference across the human
phenome. Elife. 2018;7:234408.

Mangialasche F, Kivipelto M, Solomon A, Fratiglioni L. Dementia preven-
tion: current epidemiological evidence and future perspective. Alzhei-
mers Res Ther. 2012;4(1):6.

Lourida I, Hannon E, Littlejohns TJ, Langa KM, Hypponen E, Kuzma E, et al.
association of lifestyle and genetic risk with incidence of dementia. JAMA.
2019;322:430-7.

Fan L, XuW, CaiY, Hu Y, Wu C. Sleep duration and the risk of dementia: a
systematic review and meta-analysis of prospective cohort studies. J Am
Med Dir Assoc. 2019;20:1480-87.

Basta M, Simos P, Vgontzas A, Koutentaki E, Tziraki S, Zaganas |, et al.
Associations between sleep duration and cognitive impairment in mild
cognitive impairment. J Sleep Res. 2019;28:212864.

Vitiello MV, Prinz PN, Williams DE, Frommlet MS, Ries RK. Sleep distur-
bances in patients with mild-stage Alzheimer’s disease. J Gerontol.
1990;45:M131-M138.

Westwood AJ, Beiser A, Jain N, Himali JJ, DeCarli C, Auerbach SH, et al.
Prolonged sleep duration as a marker of early neurodegeneration pre-
dicting incident dementia. Neurology. 2017,88:1172-79.

Mihardja M, Roy J, Wong KY, Aquili L, Heng BC, Chan YS, et al. Therapeu-
tic potential of neurogenesis and melatonin regulation in Alzheimer’s
disease. Ann N'Y Acad Sci. 2020;1478:43-62.

Fronczek R, van Geest S, Frolich M, Overeem S, Roelandse FW, Lammers
GJ, et al. Hypocretin (orexin) loss in Alzheimer’s disease. Neurobiol Aging.
2012;33:1642-50.

Sperling RA, Aisen PS, Beckett LA, Bennett DA, Craft S, Fagan AM, et al.
Toward defining the preclinical stages of Alzheimer’s disease: recom-
mendations from the National Institute on Aging-Alzheimer’s Association
workgroups on diagnostic guidelines for Alzheimer's disease. Alzheimers
Dement. 2011;7:280-92.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.

Page 10 of 10

Ready to submit your research? Choose BMC and benefit from:

fast, convenient online submission

thorough peer review by experienced researchers in your field

rapid publication on acceptance

support for research data, including large and complex data types

gold Open Access which fosters wider collaboration and increased citations

maximum visibility for your research: over 100M website views per year

K BMC

At BMC, research is always in progress.

Learn more biomedcentral.com/submissions




	Sleep duration, genetic susceptibility, and Alzheimer’s disease: a longitudinal UK Biobank-based study
	Abstract 
	Background: 
	Objective: 
	Methods and results: 
	Conclusion: 

	Background
	Methods
	Study population
	Ascertainment of exposure
	Definition of genetic risk score
	Townsend deprivation index
	Outcome assessment

	Statistical analyses
	Results
	Basic characteristics of control and AD groups
	Sleep duration association with risk of AD
	Hazard ratio estimation for AD
	Joint association between long sleep duration and AD genetic risk score
	Two Sample MR of sleep duration and AD

	Discussion
	Conclusions
	Acknowledgements
	References


