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Aims

and results

Insomnia is highly prevalent among heart failure patients, but only a few small studies have investigated insomnia
symptoms and risk of heart failure. We aimed to assess the prospective association between self-reported insomnia
symptoms and the risk of incident heart failure in a large Norwegian cohort.

Baseline data on insomnia symptoms, including difficulty initiating sleep, difficulty maintaining sleep and having non-
restorative sleep, socio-demographic variables, and health status, including established cardiovascular risk factors,
were collected from 54279 men and women 20—89 years of age who participated in the Nord-Trgndelag Health
study (HUNT) between 1995 and 1997 and were free from known heart failure at baseline. The cohort was followed
for incident heart failure from baseline through 2008. We used Cox proportional hazard models to assess the asso-
ciation of baseline insomnia symptoms with the risk of heart failure. A total of 1412 cases of heart failure occurred
during a mean follow-up of 11.3 years (SD = 2.9 years), either identified at hospitals or by the National Cause of
Death Registry. There was a dose-dependent association between the number of insomnia symptoms and risk of
heart failure. The multi-adjusted hazard ratios were 0.96 (0.57-1.61), 1.35 (0.72-2.50), and 4.53 (1.99-10.31) for
people with one, two, and three insomnia symptoms, compared with people with none of the symptoms (P for
trend 0.021).

Conclusions Insomnia is associated with an increased risk of incident heart failure. If our results are confirmed by others and
causation is proved, evaluation of insomnia symptoms might have consequences for cardiovascular prevention.

Keywords Insomnia e Heart failure e Prospective study

Introductl on accompanied by increased heart rate, elevated blood pressure,

and elevated levels of pro-inflammatory cytokines and circulating
catecholamines.”

Insomnia symptoms, including having difficulty initiating sleep,
maintaining sleep, or having poor sleep quality, are highly prevalent
among heart failure (HF) patients.” Recent studies indicate that the
prevalence of these symptoms among HF patients ranges from
23to 73%.%"* However, it is largely unknown whether insomnia
is associated with later risk of HF among individuals who were
free from HF at baseline. There is a lack of large prospective studies
of insomnia and risk of HF with adjustment for established car-
diovascular risk factors, psychological distress, and the presence
of chronic somatic disorders. Such an association seems plausible
since insomnia is considered to be a disorder of chronic activation
of stress responses, with sympathetic arousal and activation of
the hypothalamic pituitary adrenal axis (HPA axis) which is

In the present study, we prospectively investigated the associ-
ation between insomnia symptoms and the risk of incident HF in
a large population-based cohort, taking into account a large
number of established cardiovascular risk factors, previous and/
or incident acute myocardial infarction (AMI), anxiety or depres-
sion, and several chronic somatic disorders.

Methods

Study population

The Nord-Trendelag Health study (HUNT study) constitutes a large
database of clinical, anthropometric, and socioeconomic information
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collected during a three-phase population-based health survey in
Nord-Trendelag County in Norway. The study was primarily designed
to address major public health issues in accordance with current na-
tional health priorities.

Nord-Trendelag is one of the 19 Norwegian counties and is located
in the central part of Norway. The county is fairly representative for
Norway although the average educational and income levels are some-
what lower than for the country as a whole. The population is stable
and ethnically homogenous, with only a small percentage (3%) of
people of non-Caucasian origin. The size of the population was
stable between the HUNT surveys, with a net emigration out of the
county of only 0.3% per year.

The adult population of Nord-Trgndelag County was invited to par-
ticipate in the second phase of the HUNT study from August 1995 to
June 1997. In total, 94 187 individuals were invited, and 65 215 (69%)
participated in the study. The invitation letter to the survey was sent
by mail together with a three-page questionnaire (questionnaire 1).
The self-administered questionnaire was to be completed prior to
the clinical examination and returned at the screening site. A five-page
self-administered questionnaire (questionnaire 2) was handed out at
the screening site and was to be completed by the participant and
returned by mail free of charge. Details about the HUNT study have
been published elsewhere.®®

The study was approved by the regional committee for ethics in
medical research, by the National Directorate of Health, and by the
Norwegian Data Inspectorate.

Insomnia

Insomnia is defined as a subjective feeling of having difficulties initiating
or maintaining sleep or having a feeling of non-restorative sleep.”
The HUNT questionnaire included three items related to insomnia.
One question was related to difficulty initiating sleep (‘Have you had
difficulties falling asleep in the last month’ with the response options
never/occasionally/often/almost every night), one was related to diffi-
culty maintaining sleep (‘During the last month, have you woken up
too early and not been able to get back to sleep’ with the response
options never/occasionally/often/almost every night), whereas the
third question was related to having a feeling of non-restorative
sleep (‘How often do you suffer from poor sleep’ with the response
options never or a few times a year/one to two times per month/
about once a week/more than once a week). The last question was
restricted to individuals who were 20—69 years of age.

We assessed the influence of each insomnia symptom using the
original four response categories.

Insomnia symptoms were also dichotomized and the highest cat-
egories, i.e. having difficulty initiating sleep almost every night, difficulty
maintaining sleep almost every night, and having non-restorative sleep
more than once a week, were compared with the rest of the categor-
ies. Those in the highest categories were considered to have the re-
spective insomnia symptom in the analysis of the association
between the number of insomnia symptoms and HF risk.

Apart from insomnia symptoms, participants 20—69 years of age
were also asked whether symptoms related to sleep influenced their
work situation (‘During the last year, have you been troubled by in-
somnia to such a degree that it influenced your work performance’
with the response options yes or no).

In total, 54 403 participants (83.4%) answered one or more of the
insomnia questions. The response rates for the respective questions
were 825, 827, 823, and 81.3%. These response rates largely
reflect the overall response of the questionnaire that included the
insomnia items (84.9%).

Outcome ascertainment

After participating at baseline, the participants were followed up for a
first incident of HF, either identified at hospitals or by the National
Cause of Death Registry. A total of 124 participants were excluded
because their medical records indicated HF before they participated
at baseline. Therefore, 54279 people were included in the analyses
of this study. Figure 1 summarizes the recruitment of the participants.

Hospitalizations for HF were identified through a linkage with
medical records from the two hospitals of Nord-Trendelag County
from baseline until 31 December 2008. Heart failure was defined
and diagnosed according to the current European Society of Cardi-
ology guidelines.'® The criteria for HF included symptoms and signs
of HF and objective evidence of cardiac dysfunction at rest. The
overall quality of the hospital discharge diagnosis of HF is high in
Nordic countries."""* To further increase the specificity of the diagno-
sis, we considered only primary diagnoses of HF, as recommended."’
Deaths due to HF were identified by the National Cause of Death
Registry. We used ICD 9 code 428 and ICD 10 codes 150.0, 150.1,
and 150.9 to identify HF.

During 11.3 years of follow-up, 190 participants who left the county,
and 7658 participants who died from causes other than HF, were cen-
sored at the time of event (emigration or death) in the statistical
analysis.

Clinical information

At baseline, a clinical examination was conducted by trained nurses and
included standardized assessment of blood pressure, weight, height,
and waist and hip circumference. Systolic and diastolic blood pressure
were measured using a Dinamap 845XT (Critikon) sphygmomanom-
eter based on oscillometry, and the average of the second and the
third out of three measurements was used in the analysis. Height
and weight were recorded with participants wearing light clothes
without shoes; height was measured to the nearest 1 cm and weight
to the nearest 0.5 kg. Waist circumference was measured to the
nearest centimetre at the level of the umbilicus. The body mass
index (BMI) was computed as weight (in kilograms) divided by the
squared value of height (in meters).

Information on health, lifestyle factors and medication was collected
by a self-administered questionnaire. The participants extensively
assessed and reported their medical history regarding common
chronic somatic disorders.

The participants were asked about their usual intake of wine, beer,
and spirits, indicated by their usual number of drinks over a 2-week
period. We categorized participants according to their alcohol con-
sumption as abstainers, light drinkers (0—1 drinks per day), moderate
drinkers (>1 but <2 drinks per day), or heavy drinkers (>2 drinks
per day).

The participants were also asked about their level of physical activ-
ity. Light physical activity was defined as activity that does not involve
sweating or feeling of breathlessness. The participants were classified
as (i) inactive if they reported <1 h of hard and <3 h of light physical
activity per week, (ii) moderately active if they reported 1-3 h of hard
or >3 h of light activity per week, and (iii) physically active if they
reported >3 h of hard physical activity per week.

Responses to questions related to smoking were categorized as
current, previous, or never smoking.

Education was categorized as low (<9 years), medium (10-12
years), or high (>12 years). The marital status was dichotomized to
living alone or not.

The participants were asked about their use of sleep medication/
sedatives (‘How often have you taken tranquilizers/sedatives or sleep
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Figure | Flow chart for the participants.

medication in the last month?’) with the following response options:
daily/every week but not every day/less than once a week/never.

Depression and anxiety

The Hospital Anxiety and Depression Scale (HADS) was used to
assess symptoms of anxiety and depression. The questionnaire con-
sisted of 14 four-point Likert-scaled items, seven for anxiety, and
seven for depression. Scores on both the anxiety and depression sub-
scales ranged from 0 to 21, and increasing score indicated increased
symptom load. No somatic items or items regarding sleeping difficul-
ties were included. HADS has been found to have good testing prop-
erties in the assessment of symptom severity of anxiety and depression
both in primary health care and in hospital settings."> The psychomet-
ric properties of the scale have previously been validated as part of the
HUNT study."

Laboratory measurements

A non-fasting serum sample was drawn from each participant and ana-
lysed at the Central Laboratory, Levanger Hospital, using a Hitachi 911
Autoanalyzer (Hitachi, Mito, Japan). Serum was separated from the
blood by centrifugation within 2 h at the screening site and placed in
a refrigerator (4°C). Time between the last meal and the venopuncture
was recorded and the samples were sent to the laboratory on the
same day (some samples drawn on a Friday were sent the following
Monday).

Serum concentrations of total cholesterol, HDL cholesterol, and tri-
glycerides were analysed applying reagents from Boehringer Mannheim
(Mannheim, Germany). The day-to-day coefficients of variation were
1.3-1.9, 2.4, and 0.7-1.3%, respectively. Total and HDL cholesterol
were measured by an enzymatic colorimetric cholesterol esterase
method. Measurement of HDL cholesterol was performed after
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precipitation with phosphotungsten and magnesium ions. Triglycerides
were measured with an enzymatic colorimetric method.

Statistical analysis

We used Cox proportional hazard models to examine the prospective
association between insomnia symptoms and subsequent risk of inci-
dent HF. We calculated the number of events, person years at risk
and hazard ratios (HR) with 95% confidence intervals. Each category
of reported insomnia symptoms was compared with the reporting of
no insomnia complaints. For tests of trend, we assigned a numeric
value of 0—3 to the insomnia categories, with O having no insomnia
complaints, and the categories were treated as a continuous variable.

In a separate analysis, we calculated the risk associated with an in-
creasing number of dichotomized insomnia symptoms, compared
with the risk of participants without any insomnia symptoms. Partici-
pants with missing data on any of the insomnia symptoms were
excluded from this analysis. Also, the assessment of having a feeling
of non-restorative sleep was restricted to participants 20—69 years
of age, and the analysis related to the cumulative number of insomnia
symptoms was therefore restricted to this age group.

The Kaplan—Meier method was used to evaluate risk for incident HF
and overall mortality according to the number of insomnia symptoms.

We included age, sex, education, shift work, and marital status as
potentially confounding factors in our models. Established cardiovascu-
lar risk factors, such as a history of previous myocardial infarction, high
blood pressure, low physical activity, high BMI, smoking, abstinence of
alcohol and heavy drinking, dyslipidaemia, and diabetes may act as both
confounding and mediating factors in relation to sleep disorders and
risk of incident HF. We therefore analysed the data both with and
without these factors included in the analysis. Also, it is not clear
whether psychological distress is a cause or a consequence of sleep
disorders. In separate analyses, we therefore also adjusted for depres-
sion and anxiety.

We conducted several stratified analyses to assess whether the as-
sociation of insomnia symptoms with HF could be modified by other
factors. Thus, we investigated the potential effect modification by
sex, age (dichotomized at age 65 years), BMI (dichotomized at 35 kg/m?),
cholesterol (dichotomized at 6.5 mmol/L), education (dichotomized
at 12 years), shift work (yes/no), blood pressure (high blood pressure
was defined as having systolic blood pressure >140 and/or having dia-
stolic blood pressure >90 mmHg), and smoking status (current
smoking/no current smoking). We also formally tested the homogen-
eity of stratum-specific relative risks. For these tests of interaction, we
used the insomnia trend variables as defined above.

We performed several sensitivity analyses to assess the robustness
of our findings. To address the possibility of reverse causation as an
explanation for the observed associations, we excluded the first 5
years of follow-up and repeated the analyses. We also restricted the
analyses to HF cases that were confirmed at the hospital; thus, we
excluded cases whose diagnosis was based on death certificates
alone. In another sensitivity analysis, we adjusted for known chronic
disorders, such as stroke, asthma, angina pectoris, diabetes mellitus,
goitre, hypo and hyperthyroidism, fibromyalgia, arthritis, rheumatism,
ankylosing spondylitis, cancer, epilepsy, diabetes mellitus, or osteopor-
osis. We also adjusted for the use of sleep medication/sedatives. Since
blood sampling was non-fasting, blood lipid values, especially those for
triglycerides, could be influenced by time since last meal. In a sensitivity
analysis, we therefore adjusted for time between the last meal and the
venopuncture. Finally, we tested whether AMI during the follow-up
influenced our estimates, and included AMI during the follow-up as a
time-dependent variable.

We tested the proportionality of hazards using log—log curves and
formal tests of interaction with time or log-time. There was no evi-
dence against the proportionality assumption (all P values >0.10).

The statistical analyses were conducted using Stata 10.1 for
Windows (Stata Corp., College Station, TX, USA).

Results

The prevalence of having difficulties initiating sleep almost every
night, having difficulties maintaining sleep almost every night, and
having non-restorative sleep more than once a week were 3.4%,
2.5%, and 8.1%, respectively.

Table 1 displays the characteristics of the study population
according to the cumulative number of insomnia symptoms. The
individual insomnia symptoms, i.e. difficulty initiating sleep, difficulty
maintaining sleep, and that of non-restorative sleep, showed largely
similar associations with these characteristics (data not shown).
Older participants were more likely to have insomnia symptoms
and symptoms were more frequent in women than men. In
general, insomnia symptoms were associated with cardiovascular
risk factors in a dose-dependent manner. There was also a
strong association between insomnia symptoms and depression,
anxiety, and the use of sleep medication/sedatives.

Characteristics of the study population at baseline, by the HF
status at follow-up, are shown in Table 2. Heart failure was more
frequent among older participants and in men, and at baseline, par-
ticipants who developed HF during the follow-up were physically
less active, consumed less alcohol, and were less educated than
other participants. They also had more often diabetes, an un-
favourable lipid profile, high blood pressure, and higher BMI.

Among the 54 279 participants, a total of 1412 were diagnosed
with HF during a mean follow-up of 11.3 years (SD = 2.9 years). A
total of 1004 cases were diagnosed at hospital admission, and 408
cases were identified based on information from the National
Cause of Death Register.

Table 3 presents the age- and sex-adjusted HRs and several
multi-variable adjusted HRs for incident HF in relation to the indi-
vidual insomnia symptoms. Having difficulty initiating sleep almost
every night, difficulty maintaining sleep almost every night, and
having the feeling of non-restorative sleep more than once a
week were associated with an increased risk of incident HF com-
pared with those who reported never or almost never to have
these symptoms. After adjustment for established cardiovascular
risk factors and previous AMI, the strength of the associations
was attenuated. The estimates of effect were further attenuated
after adjustment for depression and anxiety.

The HRs for HF when insomnia with influence on work was
compared with insomnia that did not have such an influence
were 1.53 (95% Cl: 1.10-2.12) and 1.31 (95% Cl: 0.86—1.98) in
Models 1 and 3, respectively. The associations were not substan-
tially different in the other models.

The cumulative number of insomnia symptoms was associated
with an increased risk of HF in a dose-dependent manner in all
models (Table 4). The age- and sex-adjusted HRs (with 95% Cl)
between insomnia and overall mortality were 1.24 (1.08—-1.43),
1.65 (1.37-2.00), and 2.39 (1.75-3.26) for one, two, and three in-
somnia symptoms, respectively, compared with participants who
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Table | Baseline characteristics of the participants according to cumulative number of insomnia symptoms

Number of insomnia symptoms n 0 1 2 3
Variable % (n) % (n) % (n) % (n)
Total 44047 91.1 (40 134) 6.2 (2711) 2.2 (978) 0.5 (224)
Sex (male) 20205 47.0 (18 870) 34.2 (926) 34.8 (340) 29.9 (67)
Diabetes mellitus 770 1.7 (666) 2.4 (66) 3.1 (30) 3.6 (8)
Smoking 43909

Never 19626 45.7 (18269) 36.3 (980) 30.2 (294) 374 (83)

Former 10860 24.7 (9885) 25.4 (685) 24.6 (239) 23.0 (51)

Current 13423 29.6 (11.858) 384 (1037) 45.2 (440) 39.6 (88)
Alcohol 41825

Abstainer 14203 33.0 (12 609) 42.7 (1082) 43.3 (401) 53.6 (111)

Light drinker 21420 52.0 (19 827) 44.9 (1136) 40.8 (378) 382 (79)

Moderate drinker 4856 11.8 (4498) 9.5 (240) 11.3 (105) 6.3 (13)

Heavy drinker 1346 3.2 (1226) 29 (74) 4.5 (42) 19 (4)
Physical activity 41762

Inactive 15140 35.2 (13456) 46.6 (1145) 49.3 (436) 52.6 (103)

Moderately active 22275 54.1 (20 695) 45.8 (1125) 42.7 (378) 39.3 (77)

Physically active 4347 10.7 (4075) 7.5 (185) 8.0 (71) 8.2 (16)
Shift work® 7685 22.3 (7108) 22.9 (420) 20.9 (129) 21.7 (28)
Living alone 16496 37.7 (15108) 34.8 (941) 36.8 (359) 39.3 (88)
Education 43112

<9 years 12703 27.7 (10905) 47.1 (1230) 48.2 (455) 52,8 (113)

10-12 years 20395 48.2 (18951) 38.4 (1004) 38.5 (363) 36.0 (77)

>12 years 10014 24.1 (9484) 14.5 (380) 134 (126) 112 (24)
Use of sleep medicine/sedatives daily 1235 1.8 (663) 10.8 (269) 244 (221) 39.0 (80)
Previous myocardial infarction 709 1.5 (609) 2.2 (60) 3.3(32) 6 (8)

n Mean (SD) Mean (SD) Mean (SD) Mean (SD)

Age (years) 44047 44.1 (13.2) 49.5 (12.5) 50.1 (13.2) 53.0 (12.0)
BMI (kg/m?) 43916 26.1 (4.0) 26.7 (4.6) 26.8 (4.6) 26.5 (4.6)
Systolic BP (mmHg) 43922 133.5 (18.7) 135.9 (19.7) 1342 (19.7) 136.9 (20.7)
Diastolic BP (mmHg) 43922 79.1 (11.6) 80.9 (11.6) 79.9 (11.7) 81.9 (11.3)
Total cholesterol (mmol/L) 43966 57 (1.2) 6.1 (1.3) 6.1 (1.3) 3(14)
HDL cholesterol (mmol/L) 43954 1.38 (0.38) 1.41 (0.40) 1.39 (0.42) 1.42 (0.43)
Triglycerides (mmol/L) 43966 1.7 (1.1) 18 (1.2) 19 (1.3) 0(12)
Depressive symptom score 43513 3.1 (2.8) 5.1 (3.7) 6.1 (3.9) 0 (43)
Anxiety symptom score 43286 4.1 3.1) 6.6 (4.0) 7.7 (4.3) 0 (4.8)

*Those who answered yes to the question: ‘Do you have shift work, night work or standing by duties?".

reported no symptoms. The corresponding multi-adjusted esti-
mates (according to Model 3 in Table 4) were 1.20 (1.02—-1.41),
1.38 (1.10-1.73), and 2.03 (1.39-2.95).

Figures 2 and 3 show Kaplan—Meier curves for incident HF and
overall mortality according to number of insomnia symptoms. The
figures show that the number of insomnia symptoms was positively
associated with both risk of HF and overall mortality.

Compared with men (Table 5), women appeared to have a
higher relative risk of HF associated with non-restorative sleep
and with the cumulative symptoms of insomnia. For other stratified
variables, we found no statistical evidence for any effect modifica-
tion, including age, BMI, cholesterol, education, shift work, blood
pressure, and smoking status.

Sensitivity analyses

A total of 1073 HF cases occurred after the fifth year of follow-up,
and even after the exclusion of the first 5 years the estimated asso-
ciations remained unchanged. For example, in Model 3, the HR for
having three insomnia symptoms was 4.57 (95% ClI: 1.85-11.25).

We obtained similar results by restricting follow-up to hospital
confirmed cases of HF (n = 1004, data not shown).

Adjustment for chronic diseases (n = 33 819) only slightly atte-
nuated the association of insomnia with HF risk compared with the
results of the main analyses. For example, in Model 3, the HR for
having three insomnia symptoms was 4.21 (95% ClI: 1.84-9.61).

The association between insomnia and HF risk did not substan-
tially change after adjustment for the use of sleep medications/
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Table 2 Baseline characteristics of the participants
according to heart failure during the follow-up

Variable n No HF during HF during
follow-up follow-up
% (n) % (n)
Sex (male) 54279  45.2 (23900) 50.7 (716)
Diabetes mellitus 54180 2.8 (1462) 124 (174)
Smoking 54011
Never 24899  46.1 (24271) 44.9 (628)
Former 13964  25.6 (13476) 34.9 (488)
Current 15148 283 (14 866) 20.2 (282)
Alcohol 51046
Abstainer 20995  40.3 (20079) 72.1 (916)
Light drinker 23442 46.5 (23 148) 23.2 (294)
Moderate drinker 5163 10.3 (5119) 5 (44)
Heavy drinker 1446 .9 (1430) (16
Physical activity 48 879
Inactive 18974 384 (18371) 59.4 (603)
Moderately active 25234 519 (24 862) 36.6 (372)
Physically active 4671 .7 (4630) 4.0 (40)
Shift work® 37142 21.1 (7750) 52 (22)
Living alone 54160  38.6 (20359) 43.8 (619)
Education 51724
<9 years 18820  35.6 (17 965) 71.4 (855)
10—-12 years 22297  43.6 (22029) 22.2 (2,681)
>12 years 10607  20.9 (10533) .2 (74)
Use of sleep 2215 3 (2051) 13.4 (164)
medicine/
sedatives daily
Previous myocardial 1715 2.7 (1416) 21.3 (29.9)
infarction
n Mean (SD) Mean (SD)
Age (years) 54279  49.6 (16.9) 74.0 (9.2)
BMI (kg/m?) 53942 263 (4.1) 27.9 (4.6)
Systolic BP (mmHg) 54111 137.5 (21.5) 156.8 (25.5)
Diastolic BP 54111 80.2 (12.1) 85.5 (14.8)
(mmHg)
Total cholesterol 54174 59 (1.3) 6.4 (1.3)
(mmol/L)
HDL cholesterol 54158  1.39 (0.39) 1.30 (0.40)
(mmol/L)
Triglycerides 54174 1.7 (1.1) 2.1 (1.3)
(mmol/L)
Depressive 52610 34 (3.1) 4.5 (34)
symptom score
Anxiety symptom 51751 42 (3.3) 3.8 (3.3)

score

“Those who answered yes to the question: ‘Do you have shift work, night work or
standing by duties?’.

sedatives. For example, in Model 3, the HR for having three insom-
nia symptoms was 4.33 (1.80—10.41).

Adjustment for time since last meal did not influence the esti-
mates (data not shown).

In the present study, a total of 1715 participants had a previous
AMI at baseline and 2928 had an AMI during the follow-up. Among
HF patients, 299 participants had a previous AMI at baseline and
431 had an AMI during the follow-up. No appreciable change in
our estimates occurred after adjustment for incident AMI as a
time-dependent covariate during the follow-up (data not shown).

Discussion

In this large prospective study of people free from known HF at
baseline, we found that having difficulty initiating sleep, maintaining
sleep almost every night, and that of having non-restorative sleep
more than once a week were associated with an increased risk
of incident HF. After adjustment for cardiovascular risk factors
and previous AMI, the strengths of the associations were slightly
weakened. The cumulative number of insomnia symptoms was
related to an increased risk of incident HF in a dose-dependent
manner: those who reported suffering from all insomnia symptoms
simultaneously were at considerably higher risk than those who
had no symptoms or only a few symptoms. These results were
confirmed in several additional sensitivity analyses, suggesting
that the findings are robust.

To our knowledge, this is the largest study to date of the asso-
ciation of insomnia with the risk of incident HF. The association has
previously been investigated in a two small studies.”"® In a recent
prospective study by Ingelsson et al,'® 282 out of 2314
middle-aged men were hospitalized with HF over 30 years of
follow-up. Similar to our findings, they reported that difficulty ini-
tiating sleep increased the risk of incident HF with 22% (HR: 1.22,
95% Cl: 1.03—1.43) while difficulty maintaining sleep increased the
risk by 14% (HR: 1.14, 95% Cl: 0.96—1.36). The authors adjusted
for several established risk factors for HF, including interim myo-
cardial infarction, but they did not adjust for other somatic disor-
ders or depression. Newman'® found that daytime sleepiness at
baseline predicted incident HF and cardiovascular mortality in
5888 participants >65 years of age over a 5-year follow-up.
However, the authors did not adjust for several important estab-
lished risk factors for HF in the latter study.

In contrast to these two previous studies, which assessed the as-
sociation between some selected insomnia symptoms and risk of
HF, we investigated all aspects of sleep problems that are typically
used to identify insomnia.” Therefore, we could also investigate the
joint effect of these symptoms. Similar to the previous studies, we
found a moderate risk increase related to the individual insomnia
symptoms. However, the risk among those with all the three in-
somnia symptoms simultaneously was particularly high even after
adjustment for established cardiovascular risk factors and psycho-
logical distress. This finding may be interpreted as suggesting that
compromising some aspects of sleep may be somehow compen-
sated for, and the net effect on cardiovascular disease may be
limited. For example, having difficulty falling asleep might be com-
pensated for by a satisfactory depth and a good continuity of sleep.
However, if the initiation of sleep is poor and combined with
repeated awakenings and superficial sleep, there may not be any
compensatory mechanisms.

Several previous studies have investigated insomnia symptoms
and risk of coronary heart disease (CHD). In these studies,
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Table 3 Hazard ratios and 95% confidence intervals® for heart failure according to insomnia symptoms

Model 2
95% ClI

Model 3
95% ClI

Model 4
95% CI

Model 5
95% CI

Ref.

1.05 (0.93-1.19)
1.13 (0.88-1.47)
1.67 (1.35-2.05)
<0.001

Ref.

0.98 (0.85-1.15)
1.08 (0.80—1.47)
1.32 (1.01-1.72)
0.111

Ref.

0.96 (0.82-1.12)
0.99 (0.72-1.37)
1.26 (0.95-1.66)
0.293

Ref.

0.98 (0.83-1.15)
0.98 (0.70-1.37)
1.27 (0.95-1.71)
0.289

Ref.

1.02 (0.89-1.17)
1.11 (0.90-1.36)
1.36 (1.05-1.75)
0.035

Ref.

0.94 (0.80-1.10)
0.97 (0.76-1.24)
1.26 (0.93-1.72)
0.424

Ref.

0.90 (0.76—-1.06)
0.92 (0.71-1.19)
1.18 (0.86—1.63)

Ref.

0.89 (0.75-1.06)
0.92 (0.70-1.20)
1.13 (0.81-1.58)
0.979

Variable Events/person time Model 1
95% ClI
Difficulty initiating sleep
Never 626/334 660 Ref.
Occasionally 517/218 627 1.05 (0.93-1.18)
Often 76/32 500 1.10 (0.86—1.40)
Almost every night 134/18 322 1.66 (1.38-2.01)
P for trend <0.001
Difficulty maintaining sleep
Never 351/289 978 Ref.
Occasionally 7771259228 1.04 (0.91-1.18)
Often 153/42176 1.14 (0.94-1.38)
Almost every night 86/14 071 1.30 (1.03-1.66)
P for trend 0.028
Feeling of non-restorative sleep
Never, few times a year ~ 211/357 749 Ref.

1-2 times per month 48/86 079 0.81 (0.59-1.11)
Once a week 23/36 503 0.77 (0.51-1.22)
More than once a week  54/41209 1.50 (1.10-2.04)

P for trend 0.114

Ref.

0.84 (0.61-1.17)
0.85 (0.54-1.33)
1.46 (1.02-2.07)
0.138

Ref.

0.63 (0.42-0.95)
0.75 (0.45-1.24)
1.08 (0.72-1.61)
0.647

Ref.

0.59 (0.39-0.89)
0.69 (0.41-1.15)
0.91 (0.59-1.39)
0.236

Ref.

0.64 (0.42-0.96)
0.79 (0.47-1.32)
1.02 (0.66—1.59)
0.601

Model 1, adjusted for age and sex.
Model 2, Model 1 + marital status, education, and shift work.

Model 3, Model 2 + systolic blood pressure, total cholesterol, diabetes mellitus, BMI, physical activity, smoking, alcohol, and previous AMI.

Model 4, Model 3 + depression.
Model 5, Model 3 + anxiety.

Table 4 Hazard ratios and 95% confidence intervals for heart failure according to cumulative number of insomnia

symptoms
Number of symptoms Events/person time Model 1
HR 95%Cl
0 270/471292 Ref.  Ref.
1 28/31515 117 0.79-1.73
2 18/11 037 192 1.19-3.11
3 712490 295 139-627
HR for each symptom increase 1.37 1.15-1.62
P for trend <0.001

Ref.  Ref.
0.80—-1.80
1.13-3.13
1.19-6.08
1.12-1.62
0.001

Ref.  Ref.
0.57-1.61
0.72-2.50
1.99-10.31
1.04-1.61
0.021

Ref. Ref.
0.59-1.52
0.64-2.26
1.66-8.85
0.98—-1.54
0.077

Ref. Ref.
0.55-1.62
0.76-2.69
2.25-1222
1.06—1.68
0.013

For models, see Table 2.

including our own,” the researchers generally found that insomnia
was associated with an increased risk of CHD.""%® Although
CHD is an important risk factor for HF, most HF cases are not pre-
ceded by a coronary event.” In our analyses, we adjusted for both
baseline AMI and incident AMI. These adjustments did not change
the association between insomnia and incident HF. Moreover; the
association of insomnia with incident HF was much stronger than
for incident AMI. For example, having all the three insomnia symp-
toms compared with none increased the risk of incident HF by

317% (HR: 4.17) while the risk of AMI increased by 85% (HR:
1.85) after adjustment for cardiovascular risk factors (Model 3).
Thus, it seems unlikely that the association between insomnia
and HF observed in this study is due to the previously established
association between insomnia and AMI.

Differences by sex

The distribution of causes and risk factors of HF differs between
men and women. Men more often suffer from pre-existing CHD
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Figure 2 The Kaplan—Meier curve of incident heart failure during the follow-up according to number of insomnia symptoms.
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Figure 3 The Kaplan—Meier curve of overall mortality during the follow-up according to number of insomnia symptoms.

and present with dilated cardiomyopathy and impaired left ven-
tricular function, whereas women more often suffer from hyper-
tension and diabetes mellitus and tend to present with sustained
left ventricular function.*°73% The results of many studies have
also suggested that women are more prone to insomnia than
men.*® Therefore, a sex difference in the association between in-
somnia and HF risk appears to be plausible, but sex differences
were not evaluated in other studies.'>3* In the present study,
the relative risks of HF related to having a feeling of non-restorative

sleep and cumulative insomnia symptoms in women were higher
than in men. However, this finding should be interpreted with
caution, because it does not necessarily suggest that insomnia is
more dangerous for women in relation to HF. Instead, it is possible
that the differences in relative risk by sex may be attributable to
the lower baseline HF risk among women.

Among men, we found an inverse association between having
the feeling of non-restorative sleep and risk of incident HF. One
may speculate that non-restorative sleep might be a pathway for
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Table5 Hazard ratios and 95% confidence intervals® for heart failure according to insomnia symptoms stratified by sex

Variable Women
R Geie

Difficulty initiating sleep

Never Ref. Ref.

Occasionally 0.99 0.79-1.25

Often 1.07 0.71-1.62

Almost every night 1.1 0.78-1.59
P for trend 0.544
Difficulty maintaining sleep

Never Ref. Ref.

Occasionally 1.01 0.77-1.32

Often 1.05 0.73-1.51

Almost every night 142 0.94-2.14
P for trend 0.149
Feeling of non-restorative sleep

Never, few times a year Ref. Ref.

1-2 times per month 0.74 0.37-1.46

Once a week 0.87 0.40-1.89

More than once a week 1.68 0.97-2.92
P for trend 0.117
Cumulative insomnia symptoms

0 Ref. Ref.

1 153 0.78-3.04

2 1.75 0.79-3.90

3 6.81 2.68-17.29
P for trend 0.001

Men P for interaction
R Geer
Ref. Ref.
0.96 0.79-1.17 0.604
1.06 0.67—-1.70
1.61 1.07-2.42
0.151
Ref. Ref.
0.91 0.74-1.11 0.113
0.90 0.64-1.29
1.09 0.66—1.80
0.695
Ref. Ref.
0.58 0.35-0.97 0.004
0.67 0.34-1.33
0.60 0.29-1.22
0.033
Ref. Ref.
0.64 0.28—-1.45 0.016
0.81 0.26—2.54
2.04 0.28—-14.63
0.581

HRs, hazard ratio; Cl, confidence interval; HF, heart failure.

*Adjustments were performed as in Model 3, Table 2. The estimates did not considerably differ after including the depressive symptom score or the anxiety score in the model,

respectively.

a possible protective effect of insomnia in some subgroups.
However, this was an unexpected and unexplained finding that
should be confirmed in other studies.

Possible mechanisms for the observed
association

The pathophysiology of insomnia and its links to cardiovascular
disease have not yet been fully understood. Insomnia is a disorder
of hyperarousal accompanied by chronic activation of stress
responses with increased activity in the HPA axis and sympathetic
nervous system leading to increased secretion of cortisol and
up-regulation of the renin—angiotensin—aldosterone system.”
This stress response is also accompanied by increased heart rate,
decreased heart rate variability and increased blood pressure,
and secretion of pro-inflammatory cytokines and catecholamines,
which are all strong risk factors for HF.3® Furthermore, the
increased sympathetic activation and hypercortisolaemia in
persons with insomnia have been implicated in the pathophysi-
ology of insulin resistance and the metabolic syndrome.*® Insomnia
is associated with an unhealthy lifestyle, including a high prevalence

of obesity and physical inactivity.>” Consequently, persons suffering
from insomnia are more likely to have hypertension, unfavourable
lipid levels and impaired fasting glucose. This may in turn contrib-
ute to endothelial dysfunction, atherosclerosis, renal dysfunction,
and progressive left ventricular remodelling. Thus, abnormalities
in the autonomic nervous system and neuroendocrine system
may represent a biologically plausible causal link between insomnia
and HF. In the present study, we adjusted for a large set of poten-
tial confounders, and the association between cumulative insomnia
symptoms and HF was largely independent of the established car-
diovascular risk factors or psychosocial distress which indirectly
supports a possible causal role for insomnia in the pathogenesis
of HF.

Clinical perspective

Our results suggest that the evaluation of insomnia symptoms may
add useful information to clinical cardiovascular risk assessment. If
subsequent studies confirm our findings and if causality is better
established, the observed prospective association between insom-
nia and HF risk could have implications for cardiovascular
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prevention since insomnia is an easily recognizable and potentially
manageable condition.?

Strengths and limitations

Our study is the largest prospective population-based study to
date, following men and women of all ages over a long time. Insom-
nia was assessed thoroughly with information collected about all
the major symptoms.”

There is an overlap between insomnia and psychological dis-
tress, especially depressive symptoms.® Previous studies of the as-
sociation between insomnia and cardiovascular disease have not
adequately adjusted for potentially confounding factors, such as de-
pression and anxiety. Because the HUNT study consists of infor-
mation on a large number of variables, we had the ability to
adjust for many relevant covariates including cardiovascular risk
factors, depression, and anxiety. Furthermore, many common
chronic somatic disorders cause insomnia symptoms and are also
related to HF risk.>® Contrary to previous studies, we adjusted
for common chronic disorders in our sensitivity analyses.

Because some participants with insomnia at baseline could have
had undiagnosed HF, it was important to address the possibility of
reverse causation. In a sensitivity analysis, we therefore excluded
participants with <5 years of follow-up. This did not change our
estimates, which again supports the overall conclusions of the
study.

The present work has some important limitations. Similar to
other prospective studies, we did not assess sleep objectively,
for example, by performing a polysomnography. However, poly-
somnography is not routinely used for the evaluation of in-
somnia,>* because difficulties initiating or maintaining sleep or
non-restorative sleep cannot necessarily be measured objectively.
In fact, insomnia may be present even if a polysomnographic evalu-
ation shows no sign of an objective sleep disturbance.®* Further-
more, we did not rely on a formal definition of insomnia, and in
the analyses, we assessed the severity of symptoms both separately
and in combination in relation to HF. However, our evaluation of
insomnia symptoms largely reflected the current diagnostic criteria
used in the fourth edition of the Diagnostic and Statistical Manual
of Mental Disorders.”

Because objective measurements of insomnia were not con-
ducted, we had no information on the prevalence of sleep
apnoea syndrome. Sleep apnoea is a possible confounder for the
association between insomnia and HF, since sleep apnoea syn-
drome is an established risk factor for cardiovascular diseases.*
Although daytime sleepiness is the most characteristic symptom
for sleep apnoea syndrome, apnoea patients often complain
about difficulty initiating or maintaining sleep, and they often
suffer from early awakenings.”' However, according to a large
polysomnographic study of nearly 5000 patients referred to sleep-
wake disorders clinics in the USA, only 6% of those with insomnia
symptoms had sleep apnoea syndrome.** Nonetheless, the authors
did not evaluate non-restorative sleep, and only initiating and main-
taining sleep were used in the definition of insomnia. This finding is
in accordance with a European population-based study that sug-
gested that the prevalence of other sleep disorders, including ob-
structive sleep apnoea, is only ~5% among persons who suffer

from insomnia.®®> However, the strength of the association
between sleep apnoea and insomnia is not clear, and it has been
suggested that the association could be explained, at least in
part, by confounding by age or depression.*"*
adjusted for age and depression as well as for blood pressure
and BMI, i.e. two very strong correlates of both sleep apnoea syn-
drome and HF. Although we acknowledge the possibility that con-
founding by sleep apnoea could possibly be of importance, it
appears unlikely that sleep apnoea alone could explain the higher
risk of HF among people with insomnia symptoms.

The identification and ascertainment of HF could also be prone
to misclassification. However, the overall quality and reliability of
the hospital discharge registers of HF is high in Nordic coun-
tries.""? To further increase the specificity of the diagnosis, we
considered only primary diagnosis of HF, as recommended."
The reliability of the diagnosis due to deaths of HF from the
Cause of Death Registry is somewhat lower than the reliability
of hospital discharge diagnosis. However, we obtained essentially
similar results by restricting follow-up to hospital confirmed
cases of HF; and therefore, it seems unlikely that low reliability
of HF deaths could explain the higher risk of HF among people
with insomnia symptoms.

Observational studies inherently limit causal inference. Although
we adjusted for several potential confounders in our multi-variable
analyses, we cannot exclude the possibility of uncontrolled con-
founding behind the observed associations, i.e. that factors for
which we had no information could confound the observed asso-

* In our study, we

ciation. Nevertheless, any remaining confounder potentially able to
influence our results considerably would need to be strongly asso-
ciated with both insomnia and risk of HF and generally be unre-
lated to the factors included in our models.

Our findings from Norway cannot be directly generalized to
countries at different latitudes, with different underlying HF risk,
or with different sleeping patterns or circadian habits. Moreover,
the question related to non-restorative sleep was restricted to
people younger than 70 years, and therefore, our results concern-
ing this particular variable, and the cumulative number of insomnia
symptoms, cannot readily be generalized to elderly populations.
Also, these analyses had less statistical power than the analyses
on difficulty initiating and maintaining sleep.

Finally, measured values at baseline may change during a long
follow-up. Insomnia was only evaluated once at the beginning of
the follow-up; thus, we could not examine the possible effects of
time-dependent changes in the severity of insomnia. However,
lack of repeated measurements of insomnia cannot possibly
explain the observed association between insomnia and the risk
of subsequent HF.

Conclusion

In summary, we found that insomnia symptoms are associated with
an increased risk of HF. Insomnia is a frequent, easily recognizable,
and potentially manageable condition. If our results are confirmed
by others and causation is proved, evaluation of insomnia symp-
toms might have consequences for cardiovascular prevention.

20z Iudy 0 uo 1senb AQ 6£.285/Z8€ 1/1.Z/SE/0101E/ YN W00 dNO"dILSPEOE/:SA])Y WOI) PEPEOJUMOQ



1392

L.E. Laugsand et al.

Acknowledgements

The Nord-Trendelag Health study (The HUNT study) is collabor-
ation between the Faculty of Medicine, Norwegian University of
Science and Technology, Nord-Tregndelag County Council, and
the Norwegian Institute of Public Health. All laboratory analyses
were performed and financed by the Health Trust of Nord-
Trendelag. We want to thank the Department for Research and
Development, and clinicians at the Medical Department, Nord-
Trendelag Health Trust, Norway, for extracting the data from
the patient records. The authors of this manuscript have certified
that they comply with the principles of ethical publishing. L.E.L.
analysed the data, interpreted the findings, and wrote the paper;
L.BS. interpreted the data and reviewed the paper; LJ.V. inter-
preted the data and reviewed the paper; C.P. organized the data
collection on heart failure from medical records from the two hos-
pitals in Nord-Trendelag County and reviewed the paper; and 1.
had the original idea for this study, analysed the data, interpreted
the findings, and wrote the paper.

Funding

L.E.L. and L.B.S. received a research fellowship grant from the Liaison
Committee between the Central Norway Regional Health Authority
and the Norwegian University of Science and Technology. C.P.
received a research fellowship from the Norwegian University of
Science and Technology. ). was supported by the Liaison Committee
of the Regional Health Authority and the Norwegian University of
Science and Technology, by the Swedish Council of Working Life
and Social Research and by the Swedish Research Council.

Conflict of interest: none declared.

References

1. Hayes D, Anstead MI, Ho J, Phillips BA. Insomnia and chronic heart failure. Heart

Fail Rev 2009;14:171-182.

Redeker NS, Stein S. Characteristics of sleep in patients with stable heart failure

versus a comparison group. Heart Lung 2006;35:252-261.

. Erickson VS, Westlake CA, Dracup KA, Woo MA, Hage A. Sleep disturbance

symptoms in patients with heart failure. AACN Clin Issues 2003;14:477—487.

Brostrom A, Johansson P. Sleep disturbances in patients with chronic heart failure

and their holistic consequences-what different care actions can be implemented?

Eur | Cardiovasc Nurs 2005;4:183-197.

. Basta M, Chrousos GP, Vela-Bueno A, Vgontzas AN. Chronic insomnia and the

stress system. Sleep Med Clin 2007;2:279-291.

. Holmen |, Midthjell K, Kruger @, Langhammer A, Holmen T, Bratberg G,

Vatten LJ, Lund-Larsen PG. The Nord-Trgndelag Health Study 1995-97 (HUNT

2): objectives, contents, methods and participation. Nor Epidemiol 2003;13:19—32.

Laugsand LE, Vatten LJ, Platou C, Janszky I. Insomnia and the risk of acute myo-

cardial infarction. Circulation 2011;124:2073-2081.

. Nauman J, Janszky |, Vatten L), Wislgff U. Temporal changes in resting heart rate

and deaths from ischemic heart disease. JAMA 2011;306:2579—-2587.

. American Psychiatric Association Diagnostic and Statistical Manual of Mental Disorders.

4th ed. Text Revision (DSM-IV-TR). Washington, DC: APA; 2000.

10. Members ATF, Dickstein K, Cohen-Solal A, Filippatos G, McMurray ]}V,
Ponikowski P, Poole-Wilson PA, Stromberg A, van Veldhuisen DJ, Atar D,
Hoes AW, Keren A, Mebazaa A, Nieminen M, Priori SG, Swedberg K, Guidelines
ECfP, Vahanian A, Camm |, De Caterina R, Dean V, Funck-Brentano C,
Hellemans |, Kristensen SD, McGregor K, Sechtem U, Silber S, Tendera M,
Widimsky P, Zamorano JL, Reviewers D, Auricchio A, Bax |, Bchm M, Corra U,
della Bella P, Elliott PM, Follath F, Gheorghiade M, Hasin Y, Hernborg A,
Jaarsma T, Komajda M, Kornowski R, Piepoli M, Prendergast B, Tavazzi L,
Vachiery J-L, Verheugt FWA, Zannad F. ESC Guidelines for the diagnosis and treat-
ment of acute and chronic heart failure 2008. Eur | Heart Fail 2008;10:933—-989.

11. Ingelsson E, Arnldv J, Sundstrém J, Lind L. The validity of a diagnosis of heart
failure in a hospital discharge register. Eur | Heart Fail 2005;7:787-791.

N

w

>

wv

o

~

oo

Ned

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24,

25.

26.

27.

28.

29.

30.

31.

32

33.

34.

35.

36.

Hammar N, Alfredsson L, Rosén M, Spetz CL, Kahan T, Ysberg AS. A national
record linkage to study acute myocardial infarction incidence and case fatality
in Sweden. Int | Epidemiol 2001;30(Suppl. 1):S30.

Bjelland I, Dahl AA, Haug TT, Neckelmann D. The validity of the Hospital Anxiety
and Depression Scale: an updated literature review. | Psychosom Res 2002;52:
69-77.

Mykletun A, Stordal E, Dahl AA. Hospital Anxiety and Depression (HAD) scale:
factor structure, item analyses and internal consistency in a large population. Br |
Psychiatry 2001;179:540—544.

Ingelsson E, Lind L, Arnlov J, Sundstrom . Sleep disturbances independently predict
heart failure in overweight middle-aged men. Eur | Heart Fail 2007;9:184—190.
Newman AB. Cardiovascular Health Study Research Group. Daytime sleepiness
predicts mortality and cardiovascular disease in older adults. | Am Geriatr Soc
2000;48:115.

Mallon L, Broman JE, Hetta J. Sleep complaints predict coronary artery disease
mortality in males: a 12-year follow-up study of a middle-aged Swedish popula-
tion. J Intern Med 2002;251:207-216.

Meisinger C, Heier M, Léwel H, Schneider A, Déring A. Sleep duration and sleep
complaints and risk of myocardial infarction in middle-aged men and women from
the general population: the MONICA/KORA Augsburg cohort study. Sleep 2007;
30:1121-1127.

Chien KL, Chen PC, Hsu HC, Su TC, Sung FC, Chen MF, Lee YT. Habitual sleep
duration and insomnia and the risk of cardiovascular events and all-cause death:
report from a community-based cohort. Sleep 2010;33:177-184.

Phillips B, Mannino DM. Do insomnia complaints cause hypertension or cardio-
vascular disease? | Clin Sleep Med 2007;3:489—-494.

Elwood P, Hack M, Pickering ], Hughes J, Gallacher J. Sleep disturbance, stroke,
and heart disease events: evidence from the Caerphilly cohort. | Epidemiol Com-
munity Health 2006;60:69—73.

Schwartz SW, Cornoni-Huntley J, Cole SR, Hays JC, Blazer DG, Schocken DD.
Are sleep complaints an independent risk factor for myocardial infarction? Ann
Epidemiol 1998;8:384-392.

Eaker ED, Pinsky J, Castelli WP. Myocardial infarction and coronary death among
women: psychosocial predictors from a 20-year follow-up of women in the Fra-
mingham Study. Am | Epidemiol 1992;135:854—864.

Appels A, de Vos Y, van Diest R, Hoppner P, Mulder P, de Groen J. Are sleep com-
plaints predictive of future myocardial infarction? Act Nerv Super 1987;29:147—-151.
Siegrist J, Peter R, Motz W, Strauer BE. The role of hypertension, left ventricular
hypertrophy and psychosocial risks in cardiovascular disease: prospective evi-
dence from blue-collar men. Eur Heart | 1992;13(Suppl. D):89—-95.

Chandola T, Ferrie JE, Perski A, Akbaraly T, Marmot MG. The effect of short sleep
duration on coronary heart disease risk is greatest among those with sleep disturb-
ance: a prospective study from the Whitehall Il cohort. Sleep 2010;33:739-744.
Friedman GD, Ury HK, Klatsky AL, Siegelaub AB. A psychological questionnaire
predictive of myocardial infarction: results from the Kaiser-Permanente Epidemio-
logic Study of myocardial infarction. Psychosom Med 1974;36:327—-343.
Leineweber C, Kecklund G, Janszky |, Akerstedt T, Orth-Gomér K. Poor sleep
increases the prospective risk for recurrent events in middle-aged women with
coronary disease: the Stockholm Female Coronary Risk Study. | Psychosom Res
2003;54:121-127.

Levy D, Larson MG, Vasan RS, Kannel WB, Ho KKL. The progression from hyper-
tension to congestive heart failure. JAMA 1996;275:1557—-1562.

Mosterd A, Hoes AW. Clinical epidemiology of heart failure. Heart 2007;93:
1137-1146.

Lenzen MJ, Rosengren A, op Reimer WJMS, Follath F, Boersma E, Simoons ML,
Cleland JGF, Komajda M. Management of patients with heart failure in clinical
practice: differences between men and women. Heart 2008;94:e10.

Cleland JGF, Swedberg K, Follath F, Komajda M, Cohen-Solal A, Aguilar JC,
Dietz R, Gavazzi A, Hobbs R, Korewicki J, Madeira HC, Moiseyev VS, Preda |,
van Gilst WH, Widimsky ], Freemantle N, Eastaugh |, Mason J. The EuroHeart
Failure survey programme—a survey on the quality of care among patients
with heart failure in Europe: Part 1: patient characteristics and diagnosis. Eur
Heart | 2003;24:442—463.

Ohayon MM. Epidemiology of insomnia: what we know and what we still need to
learn. Sleep Med Rev 2002;6:97-111.

Littner M, Hirshkowitz M, Kramer M, Kapen S, Anderson WM, Bailey D, Berry RB,
Davila D, Johnson S, Kushida C, Loube DI, Wise M, Woodson BT. Practice parameters
for using polysomnography to evaluate insomnia: an update. Sleep 2003;26:754—760.
Speidelhalder K, Scholtes C, Riemann D. The association between insomnia and
cardiovascular diseases. Nat Sci Sleep 2010;2:71-78.

Mullington JM, Haack M, Toth M, Serrador JM, Meier-Ewert HK. Cardiovascular,
inflammatory, and metabolic consequences of sleep deprivation. Prog Cardiovasc
Dis 2009;51:294-302.

20z Iudy 0 uo 1senb AQ 6£.285/Z8€ 1/1.Z/SE/0101E/ YN W00 dNO"dILSPEOE/:SA])Y WOI) PEPEOJUMOQ



Insomnia and the risk of incident heart failure

1393

37. Janson C, Lindberg E, Gislason T, Elmasry A, Boman G. Insomnia in men-a 10-year
prospective population based study. Sleep 2001;24:425-430.

38. Mezick EJ, Hall M, Matthews KA. Are sleep and depression independent or over-
lapping risk factors for cardiometabolic disease? Sleep Med Rev 2011;15:51-63.

39. Taylor D, Mallory L, Lichstein K, Durrence H, Riedel B, Bush A. Comorbidity of
chronic insomnia with medical problems. Sleep 2007;30:213-218.

40. Hung J, Whitford EG, Hillman DR, Parsons RW. Association of sleep apnoea with
myocardial infarction in men. Lancet 1990;336:261-264.

41.

42.

43.

Benetdé A, Gomez-Siurana E, Rubio-Sanchez P. Comorbidity between sleep apnea
and insomnia. Sleep Med Rev 2009;13:287-293.

Coleman RM, Roffwarg HP, Kennedy SJ, Guilleminault C, Cinque J, Cohn MA,
Karacan |, Kupfer DJ, Lemmi H, Miles LE, Orr WC, Phillips ER, Roth T,
Sassin JF, Schmidt HS, Weitzman ED, Dement WC. Sleep-wake disorders
based on a polysomnographic diagnosis. JAMA 1982;247:997—-1003.

Krell S, Kapur V. Insomnia complaints in patients evaluated for obstructive sleep
apnea. Sleep Breath 2005;9:104-110.

CARDIOVASCULAR FLASHLIGHT

6 years after CYPHER stenting

A 60-year-old male patient with a past history of
acute ST-segment elevation myocardial infarction
in 2007 and primary percutaneous coronary inter-
vention of the right coronary artery (RCA) was
referred to the Andreas Gruentzig Catheteriza-
tion Laboratories for elective evaluation due to
angina symptoms and a positive stress perfusion
magnetic resonance imaging (MRI) with an infero-
septal ischaemic burden and furthermore a
reduced left ventricular ejection fraction of 39%
was detected by MRI. An angiogram was per-
formed and as culprit lesion a 70%
in-CYPHER-Stent restenosis in the middle
portion of the RCA (Panel A) was detected.
After passing the lesion with a BMW guide wire
and a vascular sealing with a 3.0 x 15 mm Maver-
ick balloon and a 3.0 x 12 mm non-compliant
Maverick balloon (25 atmosphere), a bioabsorb-
able vascular scaffold (BVS) 3.5 x 18 mm was
implanted in the middle portion of the RCA. Sub-
sequently, after post-dilatation with a 3.5 x

sectional images (Panels D—F).

First three-dimensional optical frequency domain imaging evaluation
of a bioabsorbable vascular scaffold implantation in an instent-restenosis

Milosz Jaguszewski, Slayman Obeid, Thomas F. Liischer, and Christian Templin*

University Heart Center, University Hospital Zurich, Raemistr. 100, 8091, Zurich, Switzerland
* Corresponding author. Tel: +41 442559585, Fax: +41 442554401, Email: christian.templin@usz.ch

15 mm non-compliant Maverick balloon (25 atmosphere), the final angiogram (Panel B) and three-dimensional (3D)-optical frequency
domain imaging (OFDI) (Panel C) demonstrated an optimal post-procedural result with well-apposed scaffold struts in all cross-

Bioabsorbable vascular scaffold has been utilized to cover simple, de novo lesions so far. Scarce data exist on the potential use of BVS
in off-label indications, such as acute coronary syndromes, in bifurcation lesions, chronic total occlusions and in-stent restenosis. Inter-
ventional studies are now underway to answer the safety issues of these indications.

Three-dimensional optical frequency domain imaging as a high-frame rate and high resolution intravascular imaging shows the strut
apposition of implanted scaffolds inapparent in coronary angiography. Furthermore, the rapid spiral pullback enables the 3D recon-
struction and visualization of the strut rupture and whole scaffold structure. Herein, we present for the first time a 3D-OFDI to dem-
onstrate the performance and feasibility of BVS in a patient with in-stent restenosis.

Published on behalf of the European Society of Cardiology. All rights reserved. © The Author 2014. For permissions please email: journals.permissions@oup.com

doi:10.1093/eurheartj/ehu036
Online publish-ahead-of-print 16 February 2014

20z Iudy 0 uo 1senb AQ 6£.285/Z8€ 1/1.Z/SE/0101E/ YN W00 dNO"dILSPEOE/:SA])Y WOI) PEPEOJUMOQ


mailto:christian.templin@usz.ch
mailto:christian.templin@usz.ch
mailto:christian.templin@usz.ch


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile ()
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.5
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages false
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 524288
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo false
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings false
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Preserve
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
    /Courier
    /Courier-Bold
    /Courier-BoldOblique
    /Courier-Oblique
    /Helvetica
    /Helvetica-Bold
    /Helvetica-BoldOblique
    /Helvetica-Oblique
    /Symbol
    /Times-Bold
    /Times-BoldItalic
    /Times-Italic
    /Times-Roman
    /ZapfDingbats
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 175
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50286
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG2000
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 20
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 175
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50286
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG2000
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 20
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages true
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 175
  /MonoImageDepth 4
  /MonoImageDownsampleThreshold 1.50286
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects true
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /ENU ()
  >>
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice


