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Both short (<7 h per night) and long (=9 h per night) sleep durations are related to atrial
fibrillation (AF) and heart failure (HF), but their causality has not been confirmed. We
applied Mendelian randomization (MR) approaches to estimate the causal association
between genetically determined sleep duration and the risk of AF and HF. We performed
two-sample MR analysis to obtain the effect of sleep duration on AF and HF. Instrumental
variables were constructed using genetic variants known to be associated with
continuous sleep duration, short sleep duration, and long sleep duration. MR estimates
of the effect of sleep duration on AF and HF were derived based on two large meta-
analyses of genome-wide association studies. The pooled MR estimate demonstrated a
significant protective effect of continuous sleep duration on HF [odds ratio (OR) = 0.765,
95% confidence interval (Cl) = 0.675-0.867; P = 2.64 x 10~°] and a suggestive inverse
association of continuous sleep duration with AF (OR = 0.893, 95% CI = 0.804-0.991;
P =0.034). In addition, the results showed a suggestive detrimental effect of short sleep
duration on the risk of AF (OR = 1.108, 95% CI = 1.017-1.207; P = 0.019) and HF
(OR = 1.136, 95% CI = 1.025-1.258; P = 0.015). Conversely, there is no significant
evidence for the causal protective effect of long sleep duration on AF (OR = 0.956,
P =0.410) and HF (OR = 0.921, P = 0.202). This MR study indicated that genetically
determined continuous sleep duration has a significant protective effect on HF and a
suggestive inverse association with AF. Short sleep duration is positively associated
with the risk of AF and HF. Nevertheless, there is no significant evidence for the causal
protective effect of long sleep duration on AF and HF. Larger intervention studies are
required to confirm the effectiveness of improving sleep on reducing the incidence of AF
and HF.

Keywords: mendelian randomization, sleep duration, disturbed sleep, atrial fibrillation, heart failure

Abbreviations: AF atrial fibrillation; HE, heart failure; MR, Mendelian randomization; GWAS, genome-wide association
study; SNP, single-nucleotide polymorphism; IS, ischemic stroke; IVW, inverse variance-weighted; OR, odds ratio; CI,
confidence interval; CAD, coronary artery disease; MI, myocardial infarction.
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INTRODUCTION

Disturbed sleep is prevalent in a modern society (Akerstedt
and Nilsson, 2003). It is well known that poor sleep quality is
associated with increased risk of various health problems, such
as obesity (Wu et al., 2014), diabetes mellitus (Cappuccio et al.,
2010), hypertension (Gangwisch et al, 2006), cardiovascular
diseases (Covassin and Singh, 2016; Li et al., 2020), renal disease
(Geng et al, 2019), dementia (Fan et al., 2019), metabolic
syndrome (Song et al., 2016), and other chronic health conditions
(Stenholm et al., 2019). Several observational studies and meta-
analysis studies have suggested that both short (<7 h per
night) and long (=9 h per night) sleep durations are related
to atrial fibrillation (AF) (Song et al, 2017; Genuardi et al,
2019; Morovatdar et al., 2019) and heart failure (HF) (Aggarwal
et al., 2013; Javaheri et al.,, 2016; Wannamethee et al., 2016).
Conversely, the causality of the association between sleep
duration and AF and HF has not been confirmed. Therefore,
it is necessary to elucidate the role of sleep duration in AF
and HF to clarify whether better sleep habits could reduce the
risk of AF and HF.

Because of difficulty in disentangling causal from spurious
effects due to confounding and reverse causation, randomized
clinical trials investigating the association between sleep duration
and AF and HF would be difficult. In recent years, Mendelian
randomization (MR) approach has been widely used in
estimating the causal effect of clinical factors with diseases.
Based on the meta-analysis of genome-wide association studies
(GWASs), MR approach utilizes genetic variants, typically the
single-nucleotide polymorphisms (SNPs), to analyze the causality
between exposures and outcomes. Random assignment of an
individual’s genetic variants at conception is employed as
instrumental variables; MR analysis could largely overcome the
limitations of environmental confounders (Smith and Ebrahim,
2003; Sheehan et al, 2008). With the application of MR
approach, associations between sleep duration and coronary
artery disease (CAD), myocardial infarction (MI), and stroke
have been demonstrated. Daghlas et al. (2019) supported short
sleep duration as a potentially causal risk factor for CAD
and MI, whereas Zhuang et al. (2020) found no significant
association between sleep duration with stroke. The aims of
the current study were to estimate the effects of genetically
determined sleep duration on the risk of AF and HF with
MR analysis. For completeness, we also reported results for the
associations between sleep duration and ischemic stroke (IS)
and its subtypes.

METHODS

In our MR analysis, the genetic variant qualified as a valid
instrument for causal inference must satisfy the following three
essential assumptions: (1) genetic variants must be strongly
associated with the exposure (sleep duration); (2) genetic variants
should be independent of any other confounders; and (3) genetic
variants influence risk of the outcome (AF and HF) only through
the exposure (Figure 1).

Genetic Association Estimates

All genetic variants reaching genome-wide significance
(P < 5 x 1078) were selected as instruments for the MR
analysis. The corresponding linkage disequilibrium was
tested on the LD-link website! (European; r* < 0.1). The
instrumental variables of sleep duration were identified from
the hitherto largest GWAS meta-analysis in individuals of
European ancestry in the UK Biobank (Dashti et al., 2019),
which have identified 78 SNPs associated with continuous sleep
duration (n = 446,118), 27 SNPs associated with short sleep
duration (<7 h; n = 106,192 cases/305,742 controls), and eight
SNPs associated with long sleep duration (>9 h; n = 34,184
cases/305,742 controls). Details of individual association
estimates for sleep duration are illustrated in Supplementary
Tables 1-3.

Genetic association data for AF were obtained from the
latest meta-analysis of GWASs for AF, which included 1,030,836
European ancestry individuals from six contributing studies
(60,620 with AF and 970,216 control), including the Atrial
Fibrillation Genetics (AFGen) Consortium, the Nord-Trendelag
Health Study (HUNT), the Michigan Genomics Initiative (MGI),
DiscovEHR, Collaborative analysis of Diagnostic criteria in
Europe study (DECODE), and UK Biobank. AF was defined
by electrocardiogram and International Classification of Diseases
(ICD) codes for AF or flutter [ICD-9: 427.3, 427.31, or
427.32; International Statistical Classification of Diseases and
Related Health Problems (ICD-10): 148] (Nielsen et al., 2018).
For the effects of SNPs on HE we included the summary
statistics from the Heart Failure Molecular Epidemiology for
Therapeutic Targets (HERMES) Consortium, which included
47,309 cases and 930,014 control subjects of European ancestry
from 26 studies. HF was defined as the presence of self-
reported HF/pulmonary edema or cardiomyopathy at any
visit and ICD codes for HF (ICD-10 or ICD-9 billing code
indicative of heart/ventricular failure or a cardiomyopathy
of any cause) (Shah et al, 2020). Summary statistics for
AF and HF were obtained from the UK Biobank Resource
(361,194 participants of European ancestry, 167,020 men/194,174
women) to investigate the impact of sex difference on causal
associations between sleep duration and these two diseases
(Sudlow et al., 2015). Summary statistics data for IS and its
subtypes were selected from a multiancestry GWASs of 29
studies by the MEGASTROKE consortium, and there were 60,341
cases of IS, 6,688 cases of large artery stroke, 9,006 cases of
cardioembolic stroke, and 11,710 cases of small vessel stroke
(Malik et al., 2018).

Statistical Analysis

A two-sample MR method was used in the current study.
The whole process of the MR is shown in the Supplementary
Material. We used the Wald estimator to derive MR estimates
of the effect of sleep duration on AF and HE which is
the ratio of the SNP-outcome genetic effect over the SNP-
exposure genetic effect. The Delta method was used to account
for possible measurement error in both the exposure and
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"""""" M 7rrrmmmee - Confounders
Y
Genetic (1 ) > Exposure > Outcome
variant (Sleep duration) (AF and HF)

FIGURE 1 | Assumptions of a Mendelian randomization analysis. Three core assumptions: (1) genetic variants must be strongly associated with the exposure (sleep
duration); (2) genetic variants should be independent of any other confounders; (3) genetic variants influence risk of the outcome (AF and HF) only through the

exposure.

TABLE 1 | Details of studies and datasets used for analyses.

Exposures/Outcomes Consortium Ethnicity Sample size Cases Controls References
Continuous sleep duration UK Biobank European 446,118 - - Dashti et al. (2019)
Short sleep duration UK Biobank European 411,934 106,192 305,742

Long sleep duration UK Biobank European 339,926 34,184 305,742

Atrial fibrillation AFGen, HUNT, MGI, DECODE, and UK Biobank European 1,030,836 60,620 970,216 Nielsen et al. (2018)
Heart failure HERMES European 977,323 47,309 930,014 Shah et al. (2020)
outcome association estimates (Brion et al., 2013; Thompson RESULTS

et al., 2016). The fixed-effects inverse variance-weighted (IVW)

method was used to derive the final effect estimate for the The associations between instrumental variables for

main analyses. Estimates for the continuous sleep duration
trait were scaled to hours by multiplying per-minute betas
and SEs by 60. The bidirectional MR analyses were performed
to test the bidirectional link between sleep duration with AF
and HF. In addition, sensitivity analyses were performed using
estimates for the effects of the variants on continuous sleep
duration from the meta-analysis results [including 503,852
individuals from the UK Biobank, EArly Genetics and Lifecourse
Epidemiology (EAGLE) and Cohorts for Heart and Aging
Research in Genomic Epidemiology (CHARGE) consortium],
weighted median (Bowden et al., 2016), and MR-Egger regression
(Bowden et al., 2015) methods. Potential pleiotropy of the
genetic variants, which would have influenced the outcome
through pathways other than the exposure, was accounted by
MR-Egger method. cis-MR analyses were performed using cis-
acting SNPs (chromosome 3, 4, 11) that showed significant
associations between sleep duration and AF and HF in the
above analysis. The results of the present study are shown as
odds ratio (OR) and 95% confidence interval (CI) per hour
increase in continuous sleep duration and per doubling in the
risk of short and long sleep durations. All statistical analyses
were performed using R software (version 3.6.1) with the MR
package, a Bonferroni-corrected level of significance of less
than 0.008 (correcting for three exposures and two outcomes)
was considered to indicate statistical significance. P values
between 0.008 and 0.05 were regarded as suggestive evidence
of associations.

sleep duration and all the outcomes are demonstrated in
Supplementary Tables 4-9 and details of studies and datasets
used for analyses are displayed in Table 1. Genetic association
estimates for the rs11602180, rs549961083, and rs5757675 were
not available for HF. In addition, the P value of the association
between two SNPs (rs1991556, rs17688916) and AF and two SNPs
(rs11190970, rs17817288) and HF was lower than 1.00 x 107>
(Supplementary Tables 4-6). Therefore, IVW analyses were
performed on AF and HF after removing these SNPs from
instrumental variables, respectively. Calculation of linkage
disequilibrium of selected SNPs is shown in Supplementary
Tables 10-12. The MR scatter plots and forest plots for each SNP
are presented in Supplementary Figures 1-4. Results of cis-MR
are presented in Supplementary Figure 5.

GENETICALLY DETERMINED SLEEP
DURATION WITH AF

The pooled MR estimate showed a suggestive inverse association
of genetically predicted in continuous sleep duration with AF
(Figure 2). For a 1-h increase in continuous sleep duration,
the OR of AF was 0.893 (95% CI = 0.804-0.991, P = 0.034).
Sensitivity IVW gained a similar result (OR = 0.864, 95%
CI = 0.960-0.984; P = 0.027) (Supplementary Table 13). There
was a suggestive evidence of a causal effect of short sleep
duration on AF (OR = 1.108, per doubling in risk of short
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value of the causal estimate.

Outcome n_SNPs Effect (95% CI) P Value
AF 77 —_— 0.893 (0.804, 0.991) 0.034
HF 76 —_— 0.765 (0.675, 0.867) 2.64x10

T T
.651 1 1.35

FIGURE 2 | Causal associations between continuous sleep duration and AF and HF. The number of genetic variants, effects, 95% confidence intervals, and P values
of associations are contained. n_SNPs, the number of SNPs used as instrumental variables; Effect, the combined causal effect; Cl, confidence interval; P value, P

sleep duration; 95% CI = 1.107-1.207; P = 0.019) (Figure 3).
Results from the weighted median method were similar to
the IVW estimates (Supplementary Table 13). However, there
was no association between genetically predicted long sleep
duration and AF (OR = 0.956, per doubling in risk of long
sleep duration; 95% CI = 0.859-1.064; P = 0.410) (Figure 3).
The Egger intercept test did not show evidence of directional
pleiotropy in the analyses (Supplementary Table 13). Sex-
specific analyses showed suggestive causal effects of continuous
sleep duration (OR = 0.989, 95% CI = 0.981-0.998; P = 0.019)
and short sleep duration (OR = 1.008, 95% CI = 1.001-
1.015; P = 0.031) on AF in men but not in women
(Supplementary Table 13). The bidirectional MR analyses did
not show a causal association between AF with sleep duration
(Supplementary Tables 14-15, 18).

Genetically Determined Sleep Duration

With HF

According to the IVW analyses results, the OR for a 1-h
increase in continuous sleep duration within HF was 0.765
(95% CI = 0.675-0.867; P = 2.64 x 107°), suggesting a
significant protective effect of continuous sleep duration on
HF (Figure 2). In addition, MR remained significant when
using summary statistics extracted from the meta-analysis results
(OR = 0.780, 95% CI = 0.680-0.894; P = 3.70 x 107%)
(Supplementary Table 13). The MR analysis found a suggestive
detrimental effect of short sleep duration on the risk of HF
(OR = 1.136, per doubling in risk of short sleep duration; 95%
CI =1.025-1.258; P = 0.015). The same association was observed
in sensitivity analyses, but the results were not statistically
significant (Supplementary Table 13). However, there was no
significant evidence for the causal protective effect of long sleep
duration on HF (OR = 0.921, per doubling in risk of long
sleep duration; 95% CI = 0.813-1.045; P = 0.202) (Figure 3).
Sex-specific analyses indicated an obvious sex difference in the
associations of continuous sleep duration and HF (OR = 0.995,
95% CI = 0.991-0.999; P = 0.021) (Supplementary Table 13).
The bidirectional MR analyses did not show a causal association
between HF with sleep duration (Supplementary Tables 16-18).

Genetically predicted sleep duration was not associated with
IS and its subtypes (Supplementary Tables 19-22).

DISCUSSION

In the current MR study, we for the first time found the
evidence that an increase in genetically determined continuous
sleep duration has a causal protective effect on AF and HF. The
MR analysis supported previously observed significant causal
association of short sleep duration with risk of AF and HF.
The protective effect of long sleep duration on AF and HF
was observed in our study, but the results were not statistically
significant. In addition, our study provided the very limited
evidence on the sex-specific effects of sleep duration on AF
and HE which suggested a stronger effect for male than female.
However, the bidirectional link between AF or HF and sleep
duration was not confirmed in this MR analysis.

As a complex physiological process, sleep involves several
different biological pathways, from neural cortical circuits to the
heart (Saper et al., 2005). According to recommendations of the
National Sleep Foundation, 7 to 9 h per night is the appropriate
sleep duration for adults (Hirshkowitz et al., 2015). Previous
studies suggested that alterations of physiological sleep are
associated with cardiovascular diseases and vice versa (Aggarwal
et al., 2013; Covassin and Singh, 2016; Bertisch et al., 2018;
Deschénes et al., 2019).

The association between sleep duration and incident AF in
the general population is mainly observed in different regions.
In line with our findings, short sleep duration was reported
to be positively associated with the incidence of AF in the
particular Chinese and Japanese population (Han et al., 2017; Lee
et al,, 2017). In contrast, a recent meta-analysis study suggested
an absence in association between AF and sleep duration
(Chokesuwattanaskul et al., 2018), which was inconsistent with
the results of our study. Multiple mechanisms are postulated to
be responsible for AF induced by short sleep duration. Some
studies suggested that short sleep duration is regarded as a risk
factor for AF through autonomic dysregulation and structural
remodeling (Xu et al., 2013; Deschénes et al., 2019). In addition,
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Outcome n_SNPs Effect (95% CI) P value
Short Sleep Duration
AF 27 + 1.108 (1.017, 1.207) 0.019
HF 26 + 1.136 (1.025, 1.258) 0.015
Long Sleep Duration
AF 7 +* 0.956 (0.859, 1.064) 0.410
HF 6 * 0.921 (0.813, 1.045) 0.202
T T
81 1 1.26
FIGURE 3 | Causal associations between short/long sleep duration and AF and HF. The number of genetic variants, effects, 95% confidence intervals, and P values
of associations are contained. n_SNPs, the number of SNPs used as instrumental variables; Effect, the combined causal effect; Cl, confidence interval; P value, P
value of the causal estimate.

sleep deprivation has been shown to activate proinflammatory
systems and oxidative stress (Kanagasabai and Ardern, 2015),
which are considered as additional pathways predisposing to AF
(Guo et al., 2012). Dysregulation of the hypothalamic—pituitary
axis caused by insomnia can increase cortisol level and blunt
heart rate variability (Bonnet and Arand, 1998). On the other
hand, obstructive sleep apnea (OSA), a major cause of short sleep,
is increasingly recognized as a risk for AF (Kwon et al., 2018). All
these risk factors eventually contribute to the development of AF.

Epidemiological data show a higher prevalence of chronic
insomnia in patients with HF than in the general population
(Hayes et al, 2009). Besides, the American College of
Cardiology/American Heart Association guidelines suggest
that poor quality of sleep is often associated with worse
compliance and outcomes in patients with HF (Riegel et al.,
2009). Self-reported insomnia symptoms were found to predict
increased risk of incident HF in a prospective cohort study
(Ingelsson et al., 2007). However, short sleep duration is often
related to but distinct from insomnia. Very few data are available
on the effect of sleep duration on HF. Purported mechanisms
between sleep duration and HF remains unclarified. Similarly,
OSA (Gottlieb et al, 2010) and adverse cardiac remodeling
(Javaheri et al., 2016) also have been considered to lead to
increased risk of HF. Moreover, short sleep duration may cause
less restorative sleep and impaired resetting of important reflexes
leading to hypoxia and more severe cardiac dysfunction (Ttroff
et al, 2017). Furthermore, short sleep duration may reflect
depression, which has been reported as an independent risk
factor for incident HF (Cené et al., 2012). Anyway, the role of
sleep duration on HF is only partially understood and needs to
be further explored.

Furthermore, several loci that showed significant associations
between sleep duration and AF and HF in this study have
been found to contribute to the increased risk of cardiovascular
diseases. Protein phosphatase 2 regulatory subunit B alpha
(PPP2R3A, chromosome 3) was reported to be involved in HF
and to play an important role in normal myocardium formation

and efficient cardiac contractile function (Yang et al, 2016).
Previous studies suggested that the BUD13 (chromosome 11)
(Xuetal., 2018) and BANK1 (chromosome 4) (Hong et al., 2015)
genes could affect blood lipid levels and increase cardiovascular
risk. The cis-MR analyses revealed the causal protective effect
of the BANK1 locus on AF (OR = 0.528, 95% CI = 0.322-
0.867; P = 0.012) and HF (OR = 0.441, 95% CI = 0.247-0.785;
P =0.005), as well as the BUD13 locus on HF (OR = 0.541, 95%
CI=0.381-0.768; P = 0.021). However, there was no significant
evidence for the protective effect of the PPP2R3A locus on AF or
HF (Supplementary Figure 5).

In this MR study, we estimated the potential association
between genetically predicted sleep duration on the risk of AF
and HF. Based on the meta-analysis of GWAS datasets, the
two-sample MR analysis was applied using SNPs to analyze the
causality between exposures and outcomes. Random assignment
of an individual’s genetic variants at conception is employed
as instrumental variables; MR analysis could largely overcome
the limitations of environmental confounders and provide high-
quality evidence. In addition, we used the MR-Egger method to
detect the pleiotropic effects in this study. In order to minimize
the bias of the genetic variants' frequencies, only European
participants were included in our study.

LIMITATIONS

Our study also had several limitations. Results of the IVW
and weighted median analyses were contradictory, which might
be caused by the potential differences in validity of all
the SNPs. Second, only European individuals were included
in this study. Further studies incorporating populations of
different races are required for more conclusive results. Finally,
the use of self-reported rather than objective sleep duration
assessment (Matthews et al, 2018) and selection of relatively
healthy participants into UKB, which might induce collider bias
(Fry et al., 2017).
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CONCLUSION

This MR study indicated that genetically determined continuous
sleep durations have a significant protective effect on HF and a
suggestive inverse association with AF. Short sleep duration is
positively associated with the risk of AF and HF. Nevertheless,
there is no significant evidence for the causal protective effect of
long sleep duration on AF and HF. Larger intervention studies
are required to confirm the effectiveness of improving sleep on
reducing the incidence of AF and HF.

DATA AVAILABILITY STATEMENT

The summary statistics of the UK Biobank and GWAS datasets
used in this study are available on request provided there is a clear
statement of purpose.

ETHICS STATEMENT

All the studies used to compliment the current study were
approved by relevant ethics committees. All participants involved
provided a written informed consent.

AUTHOR CONTRIBUTIONS

JZ designed the study, contributed to the data analysis, and wrote
the manuscript. FY and CZ contributed to the data analysis

REFERENCES

Aggarwal, S., Loomba, R. S., Arora, R. R., and Molnar, J. (2013). Associations
between sleep duration and prevalence of cardiovascular events. Clin. Cardiol.
36, 671-676. doi: 10.1002/clc.22160

Akerstedt, T., and Nilsson, P. M. (2003). Sleep as restitution: an introduction.
J. Intern. Med. 254, 6-12. doi: 10.1046/j.1365-2796.2003.01195.x

Bertisch, S. M., Pollock, B. D., Mittleman, M. A., Buysse, D. J., Bazzano, L. A,
Gottlieb, D. J., et al. (2018). Insomnia with objective short sleep duration and
risk of incident cardiovascular disease and all-cause mortality: Sleep Heart
Health Study. Sleep 41:2sy047.

Bonnet, M. H., and Arand, D. L. (1998). Heart rate variability in insomniacs
and matched normal sleepers. Psychosom. Med. 60, 610-615. doi: 10.1097/
00006842-199809000-00017

Bowden, J., Davey Smith, G., and Burgess, S. (2015). Mendelian randomization
with invalid instruments: effect estimation and bias detection through Egger
regression. Int. J. Epidemiol. 44, 512-525. doi: 10.1093/ije/dyv080

Bowden, J., Davey Smith, G., Haycock, P. C., and Burgess, S. (2016). Consistent
Estimation in Mendelian Randomization with Some Invalid Instruments Using
a Weighted Median Estimator. Genet. Epidemiol. 40, 304-314. doi: 10.1002/
gepi.21965

Brion, M. J., Shakhbazov, K., and Visscher, P. M. (2013). Calculating statistical
power in Mendelian randomization studies. Int. J. Epidemiol. 42, 1497-1501.
doi: 10.1093/ije/dyt179

Cappuccio, F. P., D’Elia, L., Strazzullo, P., and Miller, M. A. (2010). Quantity
and quality of sleep and incidence of type 2 diabetes: a systematic review and
meta-analysis. Diabetes Care33, 414-420. doi: 10.2337/dc09-1124

Cené, C. W,, Loehr, L, Lin, F. C., Hammond, W. P., Foraker, R. E., Rose, K., et al.
(2012). Social isolation, vital exhaustion, and incident heart failure: findings

and data interpretation. QW and ZQ contributed to manuscript
writing and revision of the manuscript. All authors read and
approved the final draft of the manuscript.

FUNDING

This study was supported by National Key R&D Program
of China (Grant no. 2016YFC1301003), the National Natural
Science Foundation of China (Grant nos. 30900612, 81800231,
and 81873484), the Nature Science Foundation of Zhejiang
Province (Grant no. LZ16H020001), and a grant from the
Department of Science and Technology, Zhejiang Province
(Grant no. LGF19H020011), China.

ACKNOWLEDGMENTS

The authors offer their thanks and appreciation to the
UK Biobank, the HERMES Consortium, the MEGASTROKE
consortium, and Nielsen et al. (2018), for making the data used
in this study publicly available. Details of all MEGASTROKE
authors are available at http://www.megastroke.org/authors.html.

SUPPLEMENTARY MATERIAL

The Supplementary Material for this article can be found
online at: https://www.frontiersin.org/articles/10.3389/fgene.
2021.583658/full#supplementary- material

from the Atherosclerosis Risk in Communities Study. Eur. J. Heart Fail 14,
748-753. doi: 10.1093/eurjhf/hfs064

Chokesuwattanaskul, R., Thongprayoon, C., Sharma, K., Congrete, S.,
Tanawuttiwat, T., and Cheungpasitporn, W. (2018). Associations of sleep
quality with incident atrial fibrillation: a meta-analysis. Intern. Med. ]. 48,
964-972. doi: 10.1111/imj.13764

Covassin, N., and Singh, P. (2016). Sleep Duration and Cardiovascular Disease
Risk: Epidemiologic and Experimental Evidence. Sleep Med. Clin. 11, 81-89.
doi: 10.1016/j.jsmc.2015.10.007

Daghlas, 1., Dashti, H. S., Lane, J., Aragam, K. G., Rutter, M. K., Saxena, R,, et al.
(2019). Sleep Duration and Myocardial Infarction. J. Am. Coll. Cardiol. 74,
1304-1314.

Dashti, H. S., Jones, S. E., Wood, A. R,, Lane, J. M., van Hees, V. T., Wang, H.,
et al. (2019). Genome-wide association study identifies genetic loci for self-
reported habitual sleep duration supported by accelerometer-derived estimates.
Nat. Commun. 10:1100.

Deschénes, S. S., Burns, R. J., Graham, E., and Schmitz, N. (2019). Depressive
symptoms and sleep problems as risk factors for heart disease: a prospective
community study. Epidemiol. Psychiatr. Sci. 29:¢50.

Fan, L., Xu, W., Cai, Y., Hu, Y., and Wu, C. (2019). Sleep Duration and the Risk
of Dementia: A Systematic Review and Meta-analysis of Prospective Cohort
Studies. J. Am. Med. Dir. Assoc. 20, 1480.e-1487.e.

Fry, A, Littlejohns, T. J., Sudlow, C., Doherty, N., Adamska, L., Sprosen, T, et al.
(2017). Comparison of Sociodemographic and Health-Related Characteristics
of UK Biobank Participants With Those of the General Population. Am. J.
Epidemiol. 186, 1026-1034. doi: 10.1093/aje/kwx246

Gangwisch, J. E., Heymsfield, S. B., Boden-Albala, B., Buijs, R. M., Kreier,
F., Pickering, T. G., et al. (2006). Short sleep duration as a risk factor for
hypertension: analyses of the first National Health and Nutrition Examination

Frontiers in Genetics | www.frontiersin.org

February 2021 | Volume 12 | Article 583658


http://www.megastroke.org/authors.html
https://www.frontiersin.org/articles/10.3389/fgene.2021.583658/full#supplementary-material
https://www.frontiersin.org/articles/10.3389/fgene.2021.583658/full#supplementary-material
https://doi.org/10.1002/clc.22160
https://doi.org/10.1046/j.1365-2796.2003.01195.x
https://doi.org/10.1097/00006842-199809000-00017
https://doi.org/10.1097/00006842-199809000-00017
https://doi.org/10.1093/ije/dyv080
https://doi.org/10.1002/gepi.21965
https://doi.org/10.1002/gepi.21965
https://doi.org/10.1093/ije/dyt179
https://doi.org/10.2337/dc09-1124
https://doi.org/10.1093/eurjhf/hfs064
https://doi.org/10.1111/imj.13764
https://doi.org/10.1016/j.jsmc.2015.10.007
https://doi.org/10.1093/aje/kwx246
https://www.frontiersin.org/journals/genetics
https://www.frontiersin.org/
https://www.frontiersin.org/journals/genetics#articles

Zhao et al.

Sleep With AF and HF

Survey. Hypertension 47, 833-839. doi:
48.e0

Geng, T. T., Jafar, T. H., Yuan, J. M., and Koh, W. P. (2019). Sleep duration and risk
of end-stage renal disease: the Singapore Chinese Health Study. Sleep Med. 54,
22-27. doi: 10.1016/j.sleep.2018.10.007

Genuardi, M. V., Ogilvie, R. P,, Saand, A. R., DeSensi, R. S., Saul, M. 1., Magnani,
J. W., et al. (2019). Association of Short Sleep Duration and Atrial Fibrillation.
Chest 156, 544-552. doi: 10.1016/j.chest.2019.01.033

Gottlieb, D. J., Yenokyan, G., Newman, A. B., O’Connor, G. T., Punjabi, N. M.,
Quan, S. F,, et al. (2010). Prospective study of obstructive sleep apnea and
incident coronary heart disease and heart failure: the sleep heart health study.
Circulation 122, 352-360. doi: 10.1161/circulationaha.109.901801

Guo, Y., Lip, G. Y., and Apostolakis, S. (2012). Inflammation in atrial fibrillation.
J. Am. Coll. Cardiol. 60, 2263-2270.

Han, X,, Yang, Y., Chen, Y., Gao, L., Yin, X,, Li, H,, et al. (2017). Association
between insomnia and atrial fibrillation in a Chinese population: A cross-
sectional study. Clin. Cardiol. 40, 765-769. doi: 10.1002/clc.22731

Hayes, D. Jr., Anstead, M. L, Ho, J., and Phillips, B. A. (2009). Insomnia and chronic
heart failure. Heart Fail Rev. 14, 171-182. doi: 10.1007/s10741-008-9102- 1

Hirshkowitz, M., Whiton, K., Albert, S. M., Alessi, C., Bruni, O., DonCarlos,
L, et al. (2015). National Sleep Foundation’s sleep time duration
recommendations: methodology and results summary. Sleep Health 1,
40-43. doi: 10.1016/j.sleh.2014.12.010

Hong, K. W,, Lyu, J., Lee, S. H., Choi, B. Y., Kim, S. S., and Kim, Y. A. (2015).
nonsynonymous SNP in BANKI1 is associated with serum LDL cholesterol levels
in three Korean populations. J. Hum. Genet. 60, 113-118. doi: 10.1038/jhg.20
14.108

Ingelsson, E., Lind, L., Arnlév, J., and Sundstrém, J. (2007). Sleep disturbances
independently predict heart failure in overweight middle-aged men. Eur. J.
Heart Fail 9, 184-190. doi: 10.1016/j.ejheart.2006.05.012

Javaheri, S., Blackwell, T., Ancoli-Israel, S., Ensrud, K. E., Stone, K. L., and Redline,
S.(2016). Sleep-disordered Breathing and Incident Heart Failure in Older Men.
Am. J. Respir. Crit. Care Med. 193, 561-568.

Kanagasabai, T., and Ardern, C. I. (2015). Contribution of Inflammation, Oxidative
Stress, and Antioxidants to the Relationship between Sleep Duration and
Cardiometabolic Health. Sleep 38, 1905-1912. doi: 10.5665/sleep.5238

Kwon, Y., Koene, R.J., Johnson, A. R,, Lin, G. M, and Ferguson, J. D. (2018). Sleep,
sleep apnea and atrial fibrillation: Questions and answers. Sleep Med. Rev. 39,
134-142. doi: 10.1016/j.smrv.2017.08.005

Lee, H. H., Chen, Y. C., Chen, J. J,, Lo, S. H,, Guo, Y. L., and Hu, H. Y. (2017).
Insomnia and the Risk of Atrial Fibrillation: A Population-Based Cohort Study.
Acta Cardiol. Sin. 33,165-172.

Li, J., Zheng, D., Loffler, K. A., Wang, X., McEvoy, R. D., Woodman, R. J., et al.
(2020). Sleep duration and risk of cardiovascular events: The SAVE study. Int.
J. Stroke 15, 858-865. doi: 10.1177/1747493020904913

Malik, R., Chauhan, G., Traylor, M., Sargurupremraj, M., Okada, Y., Mishra, A.,
et al. (2018). Multiancestry genome-wide association study of 520,000 subjects
identifies 32 loci associated with stroke and stroke subtypes. Nat. Genet. 50,
524-537.

Matthews, K. A., Patel, S. R., Pantesco, E. J., Buysse, D. J., Kamarck, T. W.,
Lee, L., et al. (2018). Similarities and differences in estimates of sleep
duration by polysomnography, actigraphy, diary, and self-reported habitual
sleep in a community sample. Sleep Health 4, 96-103. doi: 10.1016/j.sleh.2017.
10.011

Morovatdar, N., Ebrahimi, N., Rezaee, R., Poorzand, H., Bayat Tork, M. A., and
Sahebkar, A. (2019). Sleep Duration and Risk of Atrial Fibrillation: a Systematic
Review. J. Atr. Fibrillat. 11:2132.

Nielsen, J. B., Thorolfsdottir, R. B., Fritsche, L. G., Zhou, W., Skov, M. W., Graham,
S. E., et al. (2018). Biobank-driven genomic discovery yields new insight into
atrial fibrillation biology. Nat. Genet. 50, 1234-1239.

Riegel, B., Moser, D. K., Anker, S. D., Appel, L. J., Dunbar, S. B., Grady, K. L., et al.
(2009). State of the science: promoting self-care in persons with heart failure:

10.1161/01.hyp.0000217362.347

a scientific statement from the American Heart Association. Circulation 120,
1141-1163. doi: 10.1161/circulationaha.109.192628

Saper, C. B., Scammell, T. E., and Lu, J. (2005). Hypothalamic regulation of sleep
and circadian rhythms. Nature 437, 1257-1263. doi: 10.1038/nature04284

Shah, S., Henry, A., Roselli, C, Lin, H., Sveinbjérnsson, G., Fatemifar, G.,
et al. (2020). Genome-wide association and Mendelian randomisation analysis
provide insights into the pathogenesis of heart failure. Nat. Commun. 11:163.

Sheehan, N. A., Didelez, V., Burton, P. R., and Tobin, M. D. (2008). Mendelian
randomisation and causal inference in observational epidemiology. PLoS Med.
5:¢177. doi: 10.1371/journal.pmed.0050177

Smith, G. D., and Ebrahim, S. (2003). ’Mendelian randomization™ can genetic
epidemiology contribute to understanding environmental determinants of
disease? Int. ]. Epidemiol. 32, 1-22. doi: 10.1093/ije/dyg070

Song, Q., Liu, X., Hu, W., Zhou, W., Liu, A., Wang, X,, et al. (2017). Long Sleep
Duration Is an Independent Risk Factor for Incident Atrial Fibrillation in a
Chinese Population: A Prospective Cohort Study. Sci. Rep. 7:3679.

Song, Q., Liu, X., Zhou, W., Wang, X., and Wu, S. (2016). Changes in sleep
duration and risk of metabolic syndrome: the Kailuan prospective study. Sci.
Rep. 6:36861.

Stenholm, S., Head, J., Kivimaki, M., Magnusson Hanson, L. L., Pentti, J., Rod,
N. H,, et al. (2019). Sleep Duration and Sleep Disturbances as Predictors of
Healthy and Chronic Disease-Free Life Expectancy Between Ages 50 and 75: A
Pooled Analysis of Three Cohorts. J. Gerontol. A Biol. Sci. Med. Sci. 74, 204-210.
doi: 10.1093/gerona/gly016

Sudlow, C., Gallacher, J., Allen, N., Beral, V., Burton, P., Danesh, J., et al. (2015).
UK biobank: an open access resource for identifying the causes of a wide
range of complex diseases of middle and old age. PLoS Med. 12:e1001779.
doi: 10.1371/journal.pmed.1001779

Thompson, J. R., Minelli, C., and Del Greco, M. F. (2016). Mendelian
Randomization using Public Data from Genetic Consortia. Int. J. Biostat. 12:74.

Tiroff, A., Thiem, U., Fox, H., Spiefhofer, J., Bitter, T., Tamisier, R., et al. (2017).
Sleep duration and quality in heart failure patients. Sleep Breath 21, 919-927.
doi: 10.1007/s11325-017-1501-x

Wannamethee, S. G., Papacosta, O., Lennon, L., and Whincup, P. H. (2016). Self-
Reported Sleep Duration, Napping, and Incident Heart Failure: Prospective
Associations in the British Regional Heart Study. J. Am. Geriatr. Soc. 64,
1845-1850. doi: 10.1111/jgs.14255

Wu, Y., Zhai, L., and Zhang, D. (2014). Sleep duration and obesity among adults: a
meta-analysis of prospective studies. Sleep Med. 15, 1456-1462.

Xu, X, Li, Y., Huang, Y., Ye, H,, Han, L,, Ji, H,, et al. (2018). Impact of gender
and age on the association of the BUD13-ZNF259 rs964184 polymorphism with
coronary heart disease. Anatol. J. Cardiol. 19, 42-49.

Xu, Y., Sharma, D., Li, G., and Liu, Y. (2013). Atrial remodeling: new
pathophysiological mechanism of atrial fibrillation. Med. Hypothes. 80, 53-56.

Yang, J., Li, Z., Gan, X., Zhai, G., Gao, J., Xiong, C., et al. (2016). Deletion of Pr130
Interrupts Cardiac Development in Zebrafish. Int. J. Mol. Sci. 17:1746.

Zhuang, Z., Gao, M., Yang, R,, Li, N,, Liu, Z., Cao, W, et al. (2020). Association of
physical activity, sedentary behaviours and sleep duration with cardiovascular
diseases and lipid profiles: a Mendelian randomization analysis. Lipids Health
Dis. 19:86.

Conflict of Interest: The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be construed as a
potential conflict of interest.

Copyright © 2021 Zhao, Yang, Zhuo, Wang, Qu, Wang and Zheng. This is an
open-access article distributed under the terms of the Creative Commons Attribution
License (CC BY). The use, distribution or reproduction in other forums is permitted,
provided the original author(s) and the copyright owner(s) are credited and that the
original publication in this journal is cited, in accordance with accepted academic
practice. No use, distribution or reproduction is permitted which does not comply
with these terms.

Frontiers in Genetics | www.frontiersin.org

February 2021 | Volume 12 | Article 583658


https://doi.org/10.1161/01.hyp.0000217362.34748.e0
https://doi.org/10.1161/01.hyp.0000217362.34748.e0
https://doi.org/10.1016/j.sleep.2018.10.007
https://doi.org/10.1016/j.chest.2019.01.033
https://doi.org/10.1161/circulationaha.109.901801
https://doi.org/10.1002/clc.22731
https://doi.org/10.1007/s10741-008-9102-1
https://doi.org/10.1016/j.sleh.2014.12.010
https://doi.org/10.1038/jhg.2014.108
https://doi.org/10.1038/jhg.2014.108
https://doi.org/10.1016/j.ejheart.2006.05.012
https://doi.org/10.5665/sleep.5238
https://doi.org/10.1016/j.smrv.2017.08.005
https://doi.org/10.1177/1747493020904913
https://doi.org/10.1016/j.sleh.2017.10.011
https://doi.org/10.1016/j.sleh.2017.10.011
https://doi.org/10.1161/circulationaha.109.192628
https://doi.org/10.1038/nature04284
https://doi.org/10.1371/journal.pmed.0050177
https://doi.org/10.1093/ije/dyg070
https://doi.org/10.1093/gerona/gly016
https://doi.org/10.1371/journal.pmed.1001779
https://doi.org/10.1007/s11325-017-1501-x
https://doi.org/10.1111/jgs.14255
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/genetics
https://www.frontiersin.org/
https://www.frontiersin.org/journals/genetics#articles

	Association of Sleep Duration With Atrial Fibrillation and Heart Failure: A Mendelian Randomization Analysis
	Introduction
	Methods
	Genetic Association Estimates
	Statistical Analysis

	Results
	Genetically Determined Sleep Duration With Af
	Genetically Determined Sleep Duration With HF

	Discussion
	Limitations
	Conclusion
	Data Availability Statement
	Ethics Statement
	Author Contributions
	Funding
	Acknowledgments
	Supplementary Material
	References


