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Long-term CPAP treatment partially improves the
link between cardiac vagal influence and delta
sleep
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and Paul Linkowski1
Abstract

Background: Continuous positive airway pressure (CPAP) treatment improves the risk of cardiovascular events in
patients suffering from severe sleep apnea-hypopnea syndrome (SAHS) but its effect on the link between delta
power band that is related to deep sleep and the relative cardiac vagal component of heart rate variability, HFnu of
HRV, is unknown. Therefore, we tested the hypothesis that CPAP restores the link between cardiac autonomic
activity and delta sleep across the night.

Methods: Eight patients suffering from severe SAHS before and after 4 ± 3 years of nasal CPAP treatment were
matched with fourteen healthy controls. Sleep EEG and ECG were analysed to obtain spectral sleep and HRV
components. Coherence analysis was applied between HFnu and delta power bands across the first three sleep
cycles.

Results: Sleep characteristics and spectral HRV components were similar between untreated patients, treated
patients and controls, with the exception of decreased Rapid Eye Movement duration in untreated patients.
Coherence and gain values between HFnu and delta EEG variability were decreased in untreated patients while gain
values normalized in treated patients. In patients before and during long-term CPAP treatment, phase shift and
delay between modifications in HFnu and delta EEG variability did not differ from controls but were not different
from zero. In healthy men, changes in cardiac vagal activity appeared 9 ± 7 minutes before modifications in delta
sleep.

Conclusions: Long-term nasal CPAP restored, in severe SAHS, the information between cardiovascular and sleep
brainstem structures by increasing gain, but did not improve its tightness or time shift.
Background
Increased cardiovascular events reportedly occur in the
early morning hours [1,2]. Interaction between cardiac
autonomic activity and sleep was studied to explain this
increased incidence [3-5].
The causal link between sleep apnea-hypopnea syn-

drome (SAHS) and cardiovascular morbidity has remained
controversial for many years [6,7] but there is now strong
evidence that sleep apnea is an independent risk factor for
cardiovascular disease [8]. Imbalance of cardiac sympatho-
vagal activity was found in SAHS but exact physiological
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process involved in cardiac dysregulation remained un-
clear. Apnea induces bursts in peripheral sympathetic ac-
tivity [9] and raises vagal activity [10]. Patients suffering
from SAHS showed decreased relative cardiac vagal influ-
ence [11-13] and had inadequate sympatho-vagal responses
to the environment [14] or to sleep stage changes [15,16].
In patients suffering from SAHS, continuous positive

airway pressure (CPAP) treatment improved sleep archi-
tecture [17,18], cardiovascular indices [19,20] and other
comorbidities such as metabolic syndrome, cardiovascular
diseases or asthma [21-24]. Only a few studies have evalu-
ated the impact of long–term CPAP treatment on the
cardiac sympatho-vagal balance. The majority showed an
increase in vagal predominance according to the spectral
components of heart rate variability (HRV) after CPAP
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treatment [19,20]. However, other studies reported
conflicting results [25,26]. Some authors also studied the
evolution of cardiac sympathetic and vagal HRV compo-
nents across sleep stages in severely apneic patients
treated by CPAP [27,28]. Results were limited to the first
night of treatment.
No studies have investigated the impact of long-term

CPAP treatment on spectral HRV components across
sleep stages, or the evolution of the link between HRV
and deep sleep across the night in severely apneic patients
treated by CPAP, in comparison to healthy controls.
HRV components have been studied across sleep stages

in healthy young and middle-aged men. All authors found
that heart rate decreased during non-Rapid Eye Move-
ment (NREM) sleep in comparison to Rapid Eye Move-
ment (REM) sleep or wakefulness [3,4,29]. Cardiac vagal
activity, which is related to the spectral component of
High Frequency (HF) of HRV and which oscillates at the
respiratory frequency, was found to increase during
NREM sleep, however it decreased during REM sleep and
wakefulness [5,30-32]. Low frequency power (LF) of HRV
is related to the sympathetic influence within the cardiac
sympatho-vagal balance [30] although some controversy
exists on this point [33,34]. These spectral HRV compo-
nents are expressed in absolute units (in millisecondes2)
but when expressed in normalized units (nu) they may
reflect more accurately the relative influence of one sys-
tem versus the other on HRV [34]. As HFnu is defined
as HF/(HF + LF), HFnu corresponds to 1-LFnu. An increase
in HFnu is proportionally associated to a decrease in LFnu
and conversely. HFnu is also considered as a better reflec-
tion of the relative cardiac vagal influence than absolute
HF power [30,34,35]. Moreover, LF/HF is also used to
measure the influence of sympathetic or vagal activity on
the cardiac sympatho-vagal balance [30,34,35].
Spectral analysis can be also applied to EEG signal to

define five specific frequency power bands that are delta,
theta, alpha, sigma and beta power bands. Each of them
has a specific cyclic alternating pattern throughout the
night and the maximum of each sleep EEG frequency
power band is specifically related to sleep stages [36-39].
Therefore, the relationship between cardiac vagal activ-

ity and sleep EEG power bands has been investigated
[40-43]. The link between normalized HF HRV and delta
power bands, of which the maximum was associated with
sleep stages 3 and 4 of NREM sleep [39], was considered a
stronger link compared to relationships between HFnu and
the different normalized sleep EEG power band [42].
Moreover, modifications in HFnu preceded modifications
in the normalized delta power band by 9 ± 7 to 12 ± 5 mi-
nutes in healthy middle-aged and young men, respectively
[42,43]. Severe SAHS particularly altered the link between
cardiac vagal influence, HFnu, and delta sleep EEG by de-
creasing coherence and gain values and by altering the
phase shift or the delay between occurrence of modifica-
tions in both signals [16].
As CPAP treatment could improve the cardiac sym-

patho-vagal activity, as well as sleep architecture, in pa-
tients suffering from severe SAHS, we tested the
hypothesis that the altered link between the relative car-
diac vagal influence and delta sleep should be improved
by CPAP treatment in severely apneic patients.
We assessed the link between normalized HF HRV

and delta power bands throughout the night in severely
apneic patients before and after at least one year of
nasal CPAP (nCPAP) treatment compared with healthy
matched controls.
Methods
Subjects
Patients suffering from severe SAHS and treated by nasal
CPAP during at least one year were selected retrospect-
ively, provided they did not develop any cardiovascular
disease or a mental or neurological disorder. They had
been admitted in the Sleep Laboratory for two consecutive
nights to diagnose SAHS, and to exclude other sleep
disorders, such as parasomnia. Subsequently, record-
ings were performed at least one year after all adjust-
ments of CPAP treatment were done. Adjustments
included a sleep apnea-hypopnea index (AHI) ≤ 10
events/hour and an absence of side effects reported by
patients as skin irritation, dry throat, cough. Patients
were recommended to maintain CPAP during a mini-
mum of 5 hours every night. Moreover, CPAP machine
documented the mean use duration.
Apnea was scored when complete breathing cessation

was longer than 10 seconds. Hypopnea was noted if venti-
lation was reduced to less than 50% of the pre-hypopnea
level and associated with a decrease in arterial O2 satur-
ation greater than 3% or with arousal. Apnea was defined
as obstructive, central or mixed and reported as the
apnea-hypopnea index (AHI) per hour based on the ratio
of apnea to total sleep time (TST). SAHS was considered
severe if the apnea-hypopnea index was greater than 30
events/hour [44].
During each hospitalization, sitting systolic and dia-

stolic blood pressures (SBP and DBP) were measured by
a mercury sphygmomanometer in standardized condi-
tions. Mean SBP and DBP were obtained for each pa-
tient. Physical examination as well as blood and urinary
analyses were performed to exclude somatic pathologies.
Patients were matched for age and gender with

healthy controls. Healthy men were recorded during
three successive nights. The first night was used to provide
accommodation to the study procedure and exclude sleep
pathologies. Psychiatric and somatic disorders were also
excluded. Mean SBP and DBP were calculated.
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Participants were not allowed to take any illicit drugs,
medication or over-the-counter (OCT) substances. Caffeine
consumption was limited to 400 mg/day until 6 PM. Al-
cohol was tolerated for very small quantities until 6 PM.
Two apneic patients and one control regularly smoked
more than 20 cigarettes/day.
Participants and controls were told to go to sleep at

approximately 22:30 hours and woke spontaneously in
the morning. Sleeping during the day was not allowed.
Controls received a detailed description and demonstra-

tion of the procedure and signed an informed consent
form. The local ethics committee of the Erasme Academic
Hospital approved the study protocol.

Recordings
For untreated patients, sleep EEG and ECG of the second
night were used for analysis. For controls, recording the
second or the third night was used, choosing the recording
without artifacts. Artifacts were defined as electrical para-
sites on recordings, insertion of QRS complexes in EEG
signals or deviation of EEG signals from the baseline. If
neither the second nor the third night showed artifacts,
one of them was randomly selected for analyses. For CPAP
treated patients, the night of the second hospitalization to
check CPAP treatment was used for analysis. Therefore,
we analysed ECG and EEG recordings of the same patients
before and during nasal CPAP treatment.
Analyzed EEG and ECG signals were obtained from a

19-channel digital polygraph (Brainnet, Medatec, Brussels,
Belgium) where EEG electrodes were Cz-Ax (Ax is a mas-
toid reference) and ECG electrodes were positioned in the
fifth intercostal space and the mid-clavicular line (V4) or
horizontally even with V4 in the mid-axillary line (V6).
Polygraph was composed of three EEG (Fz-Ax, Cz-Ax,
Oz-Ax), two electrooculograms, one submental electro-
myogram, ECG with one derivation (V4 or V6), a pulse-
oximetry (Biox 3740, Ohmeda, Louisville, CO) to detect
oxyhemoglobin saturation, oro-nasal thermistors (Infinity,
Sleepmate Technologies, Midlothian, VA), thoracic and
abdominal piezo-electric sensor straps to detect respi-
ratory movements (Resp-EZ, Sleepmate Technologies,
Midlothian, VA), and ankle piezo-electric movements
strain gauges to detect periodic leg movements (Moving
images, Sleepmate Technologies, Midlothian, VA).
Signals were filtered and sampled at 200 Hz. Data were

digitized with a 12 bit analog-to-digital converter and
recorded in a digital format that we developed (Endymion,
1993–2012, Sleep laboratory, Erasme Academic Hospital –
ULB) to be read and stored in the EDF file format [45].
EEG and ECG were stored at 100 and 200 Hz, respectively.
ECG was upsampled at 400 Hz to obtain a maximum of
precision for RR-intervals (RRI) measurement. RRI is de-
fined as the duration of two successive R waves of the QRS
complex on sleep ECG.
Data analysis
Using the Endymion software, each 20-second epoch of
the sleep EEG was visually scored in sleep stages (1 to 4,
REM and wakefulness) in accordance with Rechtschaffen
and Kales criteria [46]. Fast Fourier transform was ap-
plied to each five second window and results were then
averaged every 20 seconds to obtain one point of spec-
tral power every 20 seconds. The spectral power was
scaled so that the power of a 50 μV digitized sine wave
was 1250 (μV)2. The frequency limits of delta EEG
power band were 0,5 and 3,0 Hz included. Delta power
band was expressed in normalized units defined as the
ratio between the power value within the specific fre-
quency power band and the full night mean power value
of the delta power band [47,48].
QRS complexes were automatically detected and an al-

gorithm that we previously developed [42] computed
RRI time series. Premature ventricular contractions and
ectopic beats, as well as artifacts were removed and
linearly interpolated with surrounding values in regards
to the RRI time series if RRI < 350 msec or RRI > 1500
msec. RRI time series as well as all detected and interpo-
lated events were visually inspected and corrected if ne-
cessary. RRI time series were resampled at 8 Hz. In
accordance with the Task Force of the European Society
of Cardiology and the North American Society of Pacing
and Electrophysiology [33], we obtained cardiac spectral
components of heart rate variability (HRV) every 20 sec-
onds from a 120-seconds window that is shifted ahead
20 seconds by 20 seconds on the RRI time series [42].
We then obtained a power value for total frequency
(TF) [0,01-0,4 Hz], very low frequency (VLF) (<0,03 Hz),
low frequency (LF) [0,04-0,15 Hz] and high frequency
(HF) [0,15-0,40 Hz] of HRV every 20 seconds. Thus, we
reached synchronous power values every 20 seconds for
EEG and ECG spectral components. HF or LF HRV pow-
ers are expressed in absolute (ms2) or normalized units
(nu) that are the ratio between HF and the sum (HF + LF)
[30,49]. In this sense, LFnu = 1-HFnu. Values for LFnu are
not reported in the results. Cardiac sympatho-vagal
influence is also described by the LF/HF ratio [35,49].
Data analysis as fast Fourier transform or HRV compo-

nent calculations were computed with the software pack-
age Matlab and its signal processing toolbox (Matlab
R2007b with Signal processing Toolbox 6.8, The Math
Works Inc., USA).
A detailed description of recordings and data analysis

can be found in a previous publication [42].

Coherence analysis
The coherence analysis is a method that characterizes the
linear relationship between two signals in the frequency
domain [50]. In our study, we applied this method to
measure the link between HFnu, which represents the



Table 1 Demographic parameters

SAHS patients SAHS patients Healthy
controlsbefore CPAP with CPAP

N 8 8 14

Age (years) 45,6 ± 6,7 49,9 ± 7 44,0 ± 6,2

BMI (kg/m2) 30,45 ± 5,75* 31,87 ± 4,5* 24,13 ± 2,34

SBP (mmHg) 110,0 ± 22,7 120 ± 30,7 118,2 ± 11,7

DBP (mmHg) 90,0 ± 31,6 99,3 ± 24,9* 70,4 ± 8,9

Nicotine (cig/day) 8,13 ± 10,33 0,00 ± 0,00 2,64 ± 7,19

Alcohol (U/day) 0,75 ± 1,66 0,67 ± 1,16 0,36 ± 0,6

Caffeine (100 mg/day) 2,63 ± 2,05 3,00 ± 0,00 2,72 ± 2,05

AHI (evts—/h) 63,50 ± 22,89*** 5,50 ± 4,38 3,79 ± 3,17

OAI (evts—/h) 16,90 ± 12,38*** 1,37 ± 2,15 0,88 ± 1,10

CAI (evts—/h) 6,65 ± 5,71** 0,60 ± 1,45 0,72 ± 1,24

MAI (evts—/h) 22,21 ± 21,43*** 0,1 ± 0,28 0,02 ± 0,08

HypoI (evts—/h) 17,51 ± 9,22*** 3,48 ± 2,50 2,21 ± 1,63

Mean SaO2 (%) 87,88 ± 5,36* 92,50 ± 2,00 93,19 ± 1,47

Bilateral PLMI (evts—/h) 11,83 ± 19,08 2,36 ± 2,38 0,59 ± 0,91

SAHS, Sleep apnea-hypopnea syndrome; CPAP, Continuous positive airway
pressure; BMI, Body mass index; SBP, Systolic blood pressure; DBP, Diastolic
blood pressure; cig, Cigarettes; U, Units; AHI, Apnea-hypopnea index; OAI,
Obstructive apnea index; CAI, Central apnea index; MAI, Mixed apnea index;
HypoI, Hypopnea index; evts—/h, Events per hour; SaO2, Mean arterial blood
oxygen saturation; PLMI, Periodic leg movement index. Results expressed as
mean ± standard deviation. * P < 0,05, ** P < 0,01, *** P < 0,001 vs.
healthy controls.
Patients suffering from severe SAHS showed large values for all sleep
breathing events and increased BMI in comparison to healthy men (controls).
Patients treated by CPAP had larger BMI and DBP than controls.
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cardiac vagal predominance of HRV, and delta power
band, which is related to deep sleep. In regard to the sta-
tionary requirement for applying this method, we limited
our analysis to the three first NREM-REM cycles [42].
At the frequency of the cross-spectrum maximum be-

tween HFnu and delta signals, fNREM-REM, we calculated
coherence, gain, phase shift and the delay values between
the fluctuations in HFnu and the fluctuations in the delta
power band. The frequency of the main peak of cross-
spectrum oscillations was around a rhythm of a sleep
NREM-REM cycle and was defined below 1,1 × 10-3 Hz.
This limit corresponds to the minimal duration between
two successive REM epochs to define a new NREM-REM
cycle [46]. The coherence value could be interpreted as
the linear part of a signal that is explained by the other
signal. Values of coherence are between 0 and 1. Zero
reflects the absence of a linear link between both signals
while a coherence value of 1 suggests a very strong linear
link between HFnu and delta signals. The gain value is the
ratio between amplitude of both signals. The phase shift is
the angular phase, expressed in degrees, while the delay is
the angular phase divided by the frequency fNREM-REM and
converted to minutes. This indicates the duration between
the occurrence of modifications in both signals.

Statistics
All results are expressed as mean ± standard deviations.
For the figures, standard errors were preferred to stand-
ard deviations. P values < 0,05 are considered as statisti-
cally significant. Variables for demographic, sleep and
heart rate variability parameters as well as variables of
coherence analysis between HFnu and delta were com-
pared between untreated patients suffering from SAHS
and healthy controls and between CPAP treated patients
and controls. Heart rate variability components were
also compared between sleep stages in comparison to
NREM sleep across the first three NREM-REM cycles.
Normality, homogeneity and homoscedasticity were

tested for all groups of variables. If variables did not an-
swer to the conditions, they were transformed to log10
or non-parametric tests were used. If all conditions were
satisfied, general linear model (GLM) or T-Test for inde-
pendent variables were used. To measure a potential ef-
fect of the body mass index (BMI) on cardiac autonomic
components, bivariate correlations were applied between
BMI values and each cardiac variable.
All the statistical analyses were computed with SPSS

software (IBM SPPS Statistics, 20.0.0, USA).

Results
Demographic parameters
Eight untreated patients and the same eight patients
treated with CPAP did not differ from fourteen healthy
controls in terms of age, systolic blood pressure, and
nicotine, alcohol or caffeine consumptions. BMI was
higher in both groups of patients and diastolic blood
pressure was increased only in patients receiving CPAP
compared to controls. Mean arterial blood oxygen satur-
ation (SaO2) was decreased in untreated apneic patients
compared to healthy men. Bivariate correlations showed
BMI to be unrelated to HRV components. Table 1 reports
mean values.
CPAP treatment decreased the apnea-hypopnea index

from 63,5 ± 22,9 events/hour to 5,5 ± 4,4 events/hour in
treated patients and normalized the mean SaO2. Mean
treatment duration was 4 ± 3 years. Mean compliance
duration for CPAP treatment was 6 ± 1 hours/night. The
AHI was similar between treated patients and controls.
Patients with CPAP showed an AHI between 0 and 12
events/h.

Sleep parameters
During the entire night, patients suffering from SAHS
showed decreased mean duration of REM sleep com-
pared to controls. This difference disappeared with
CPAP treatment. Other sleep parameters were similar
between untreated patients and healthy men. All sleep
parameters were similar between CPAP treated patients
and controls.
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Across the first three NREM-REM cycles, NREM, REM
and wake after sleep onset (WASO) durations were similar
between untreated apneic patients and controls as well as
between apneic patients treated by CPAP and controls.
Mean light sleep (stages 1 + 2) duration was increased in
untreated patients in comparison to controls while in
CPAP treated patients, light sleep duration was similar to
healthy men. Mean deep sleep (stages 3 + 4) duration was
not different among patients with SAHS, CPAP treated
patients and healthy controls (Table 2).

Heart rate variability parameters
Across the entire first three NREM-REM cycles, simi-
lar spectral cardiac components of HRV were
Table 2 Sleep parameters for the entire night and the
first three sleep cycles

SAHS
patients

SAHS
patients

Healthy
controls

before CPAP with CPAP

Parameters for entire night

TIB (min) 470 ± 36 471 ± 44 466 ± 56

SPT (min) 444 ± 56 446 ± 58 444 ± 64

TST (min) 397 ± 48 401 ± 55 414 ± 61

Sleep efficiency (%) 84 ± 8 85 ± 8 87 ± 5

Sleep latency (min) 19 ± 9 23 ± 9 16 ± 10

Amount of nocturnal
awakenings

74 ± 56 38 ± 14 38 ± 16

Amount of sleep changes 231 ± 99 167 ± 57 218 ± 81

NREM duration (min) 337 ± 35 309 ± 58 322 ± 47

REM duration (min) 63 ± 28* 89 ± 11 91 ± 24

WASO duration (min) 44 ± 30 48 ± 33 30 ± 18

NREM duration (% SPT) 76 ± 8 69 ± 8 73 ± 3

Deep sleep duration (% SPT) 3 ± 4 4 ± 7 7 ± 6

REM duration (% SPT) 14 ± 6** 20 ± 5 21 ± 4

WASO duration (% SPT) 10 ± 7 10 ± 6 7 ± 4

Parameters for the first three NREM-REM cycles

Sleep cycles duration (min) 331 ± 55 316 ± 60 296 ± 35

NREM duration (min) 253 ± 43 229 ± 55 221 ± 24

Light sleep duration (min) 237 ± 65* 216 ± 58 190 ± 30

Deep sleep duration (min) 16 ± 25 13 ± 20 31 ± 24

REM duration (min) 47 ± 25 63 ± 21 63 ± 19

WASO duration (min) 31 ± 24 25 ± 17 12 ± 6

SAHS, Sleep apnea-hypopnea syndrome; CPAP, Continuous positive airway
pressure; TIB, Time in bed; SPT, Sleep period time; TST, Total sleep time; NREM,
Non rapid eye movement sleep; REM, Rapid eye movement sleep; WASO,
Wake after sleep onset; light sleep: sleep stages 1 + 2; deep sleep: sleep stages
3 + 4; min: minutes. Results were expressed as mean ± standard deviation.
* P < 0,05, ** P < 0,01 vs. healthy controls.
Patients suffering from severe SAHS showed decreased overnight REM
duration, expressed in minutes (min) or in percentage of the SPT (% SPT), and
increased light sleep duration over the first three NREM-REM cycles, in
comparison to healthy controls. All other sleep variables were similar between
untreated apneic patients and controls as well as between CPAP treated
apneic patients and controls.
observed between untreated apneic patients and con-
trols as well as between patients treated by CPAP and
controls. The LF/HF ratio and mean durations of RR
intervals and HF HRV, expressed in absolute or nor-
malized units, did not differ between untreated or
CPAP treated patients and healthy controls. Neverthe-
less, in SAHS patients with and without CPAP, stand-
ard deviation of absolute HF of RRI was larger than
the mean value (Table 3).
Across sleep stages, RRI and cardiac spectral compo-

nents of HRV as well as the LF/HF ratio did not differ
between untreated patients and controls nor between
CPAP treated patients and controls. For all groups,
RRI was decreased during WASO in comparison to
NREM sleep (Figure 1). Other cardiac parameters did
not show significant differences between sleep stages
and NREM sleep (Table 3).
In patients treated with CPAP, standard deviation values

of the LF/HF ratio during REM and wake were at least as
large as the mean values of LF/HF during the same sleep
stages (Table 3).
Table 3 Heart rate variability parameters

SAHS patients SAHS patients Healthy
controlsbefore CPAP with CPAP

Parameters for the first three sleep cycles

TF (ms2) 3806,73 ± 1965,05 1516,12 ± 1126,28 2740,10 ± 2006,97

VLF (ms2) 1991,91 ± 1128,84 722,10 ± 447,80 1264,10 ± 1154,44

LF (ms2) 1120,43 ± 499,85 522,31 ± 497,23 995,51 ± 629,67

HF (ms2) 589,40 ± 711,42 255,41 ± 326,06 407,04 ± 359,76

HFnu 29,63 ± 16,90 32,19 ± 16,57 26,96 ± 11,95

LF/HF 3,52 ± 2,62 3,14 ± 2,79 3,60 ± 2,30

RRI (sec) 0,95 ± 0,06 0,95 ± 0,07 1,00 ± 0,15

Parameters for the first three sleep cycles across sleep stages

NREM RRI (sec) 0,95 ± 0,06 1,01 ± 0,07 1,01 ± 0,16

REM RRI (sec) 0,96 ± 0,11 1,02 ± 0,06 0,98 ± 0,13

WASO RRI (sec) 0,92 ± 0,06 0,97 ± 0,06 0,97 ± 0,15

NREM HFnu 29,71 ± 17,52 32,81 ± 17,63 27,23 ± 12,23

REM HFnu 29,86 ± 15,86 30,93 ± 13,87 25,84 ± 13,97

WASO HFnu 30,25 ± 15,50 28,22 ± 12,28 24,86 ± 8,93

NREM LF/HF 3,84 ± 3,06 3,13 ± 2,66 3,52 ± 2,36

REM LF/HF 2,18 ± 2,38 3,09 ± 3,09 4,13 ± 3,15

WASO LF/HF 1,88 ± 1,35 3,70 ± 3,92 3,93 ± 3,18

SAHS, Sleep apnea-hypopnea syndrome; CPAP, Continuous positive airway
pressure; TF, Total power of heart rate variability (HRV); VLF, Very low
frequency power of HRV; LF, Low frequency power of HRV; HF, High frequency
power of HRV; RRI, RR-interval duration; NREM, Non rapid eye movement sleep;
REM, Rapid eye movement sleep; WASO, Wake after sleep onset; ms,
Milliseconds; nu, Normalized units. Results were expressed as mean ± standard
deviation. Comparisons were performed with healthy men (controls).
Mean RR-interval durations, spectral components of RRI (expressed in absolute
units, ms2, or normalized units) and the LF/HF ratio were similar between
untreated patients and controls as well as between CPAP treated patients and
controls throughout the night and sleep stages.



Figure 1 Mean duration of RR intervals (RRI), expressed in seconds (sec), across sleep stages in SAHS patients before CPAP, with CPAP
and healthy men (controls). SAHS: sleep apnea-hypopnea syndrome; CPAP: Continuous positive airway pressure; NREM: non rapid eye
movement sleep; REM: rapid eye movement sleep; WASO: wake after sleep onset. Mean values of the RR-interval durations were represented by
boxes while standard errors were represented by bars in regard of three sleep stages. Each box colour was specific for each group of subjects. In
each group, sleep stages (REM or WASO) were compared to NREM sleep. The symbol “$” correspond to a comparison between a specific sleep
stage (REM or WASO) with NREM in a specific group of subjects with a P value < 0,001. RRI decreased from NREM sleep to wakefulness in each
group of subjects.
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Coherence analysis
The frequency of the maximum of the cross-spectrum
between HFnu and delta, fNREM-REM, was decreased in
untreated [(1,33 ± 0,25) 10-4 Hz] and treated patients
[(1,34 ± 0,29) 10-4 Hz] compared to healthy controls vs
[(1,87 ± 0,69) 10-4 Hz, P < 0,05 for each comparison].
Moreover, untreated patients showed decreased coher-
ence and gain values in comparison to controls (Figure 2,
panel a, b). During long-term CPAP treatment, gain
values between HFnu and delta signals were similar to con-
trols while coherence values were decreased (Figure 2,
panel a, b). Phase shift between occurrence of modifica-
tions in HFnu and those in the delta power band did not
differ between untreated apneic patients and controls
(32,76 ± 85,70 vs. 33,44 ± 19,15 degrees) or between
CPAP treated patients and controls (40,40 ± 56,63 vs.
33,44 ± 19,15 degrees). Similar results were obtained for
the delay between occurrence of modifications in both
signals and are shown in Figure 2, panel c. Additionally,
standard deviations of the phase shift and delay were
larger than the corresponding mean values for untreated
and treated patients. In healthy controls, modifications
occurrence in HFnu preceded the occurrence of those in
the delta power band with a phase advance corresponding
to 9 ± 7 minutes.

Discussion
Our study revealed that long-term use of nasal CPAP
ameliorates some parameters reflecting the relationship
between heart and brain during sleep in patients suffering
from SAHS. Furthermore, in SAHS, the link between car-
diac vagal influence and delta sleep is altered even in the
absence of significant differences in mean spectral HRV
components between apneic patients and healthy men.
Therefore, the permanence of altered parameters such

as the tightness of the link related to coherence values,
or such as the phase shift between modification occur-
rences in HFnu and those in delta power bands, suggests
that CPAP can not completely reverse the impairment of
the relationship between heart and brain during sleep
seen in patients suffering from SAHS. However, im-
proved parameters of the relationship between cardiac
sympatho-vagal balance and delta sleep, such as the gain
between both signals, probably may contribute to the
prevention of cardiovascular events in severely apneic
patients treated with long-term CPAP.
Our patients suffering from severe SAHS showed de-

creased REM duration compared to healthy controls.
Other sleep parameters did not differ from controls.
Sleep characteristics of CPAP treated patients were simi-
lar to controls.
Our results were in accordance with the sleep archi-

tecture of patients suffering from moderate-to-severe
SAHS, treated by an oral placebo versus by nasal CPAP
for 6 to 12 months [18]. The authors of this study
reported similar results between untreated and CPAP
treated patients except a decreased deep sleep (sleep
stages 3 + 4) in placebo patients. Sleep stage 1 duration
and mean arousal index were increased in this latter
group while CPAP treatment decreased these values



Figure 2 Coherence analysis parameters between HFnu and delta power band signals. Panel a. Mean coherence value in SAHS patients
before CPAP, with CPAP and healthy men (controls). Panel b. Mean gain value, expressed as the amplitudes’ ratio between delta power band and
HFnu (Adelta/AHFnu), in SAHS patients before CPAP, with CPAP and healthy men (controls). Panel c. Mean delay, expressed in minutes (min),
between the occurrence of modifications in HFnu and those in delta power band in SAHS patients before CPAP, with CPAP and healthy men
(controls). SAHS: sleep apnea-hypopnea syndrome; CPAP: Continuous positive airway pressure. For each panel, comparisons were performed with
controls. Values were expressed as mean ± standard errors. * P < 0,05. Coherence values of the link between the relative cardiac vagal
predominance and delta power band were decreased in untreated and long-term nasal CPAP treated apneic patients compared to controls. Gain
values between these both signals decreased in untreated apneic patients in comparison to controls while during long-term nasal CPAP
treatment, gain values were similar to controls. Delay between occurrence of modifications in HFnu and those in the delta power band did not
differ between untreated apneic patients and controls or between CPAP treated patients and controls.
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[18]. In our sample, we observed that mean deep sleep
duration was decreased in comparison to controls but
this difference was not significant. Moreover, the lower
REM duration observed in our untreated apneic pa-
tients, which increased with CPAP treatment to become
similar to that of healthy controls, was also observed in
apneic patients treated by placebo versus CPAP treat-
ment without significant difference [18].
A previous study comparing sleep quality between

sham-CPAP and effective-CPAP treatment in patients
suffering from severe obstructive sleep apnea syndrome
(OSAS) showed an absence of difference in sleep param-
eters between sham-CPAP and effective-CPAP treatment
after seven days of treatment [51]. Nevertheless, a time
effect was reported in both groups [51]. Our comparison
between untreated patients and controls as well as be-
tween treated patients and controls confirmed the findings
that CPAP did not ameliorate sleep parameters in com-
parison to healthy men with the exception of REM dur-
ation. In our study, we were not able to differentiate the
role of CPAP treatment or the time effect of treatment.
Older publications showed increased REM duration as

well as deep sleep after the first night of nasal CPAP
treatment [17,52]. These changes were maintained after
three days of CPAP treatment [52]. Observed values
were compared with baseline and were not compared
with healthy values. These increases were explained by a
rebound effect [17,53]. Nevertheless, the authors did not
determine precisely if these values were larger than
those observed for healthy controls or if values became
normal, as in healthy controls. In our study, we con-
firmed that patients suffering from severe SAHS showed
shorter values of REM duration and that long-term
nCPAP treatment restored REM duration to that of
healthy controls.
In contrast with some data in the literature [11,12,54],

our patients suffering from SAHS did not demonstrate
significant changes of spectral cardiac components of
HRV compared to healthy men. Nevertheless, our results
were also in agreement with previous papers studying
HRV components during rest [14], across sleep stages
[16] or for normalized HRV components [12] in apneic
patients.
Our SAHS patients treated by nCPAP did not differ

significantly from healthy controls in terms of mean
HRV components. Nevertheless, in treated SAHS com-
pared to healthy subjects, there were strong trends to-
wards lower absolute HRV values and increased HFnu
(hence lowered LF/HF). Indeed, assessment within sleep
stages revealed that treated SAHS patients exhibited
consistent trends towards greater HFnu (lower LF/HF
ratio) in each sleep state. Thus, we hypothesize that
long-term nCPAP use could increase the cardiac vagal
predominance of HRV.
Only a few studies evaluated the impact of long-term
CPAP treatment on cardiac sympatho-vagal activity
[19,20,25,26]. In patients suffering from OSA and heart
failure, after one month of nCPAP, HF HRV, in absolute
and normalized units, was increased during wakefulness
in the morning compared to controls. Additionally, the
LF/HF ratio was decreased [20]. During the night after
three months of nasal CPAP treatment, LF/HF, VLF, LF,
and LFnu values were decreased while HFnu was in-
creased compared to patients with moderate-to-severe
SAHS before treatment [19]. In contrast to the increased
cardiac influence, the Chrysostomakis’group found de-
creased vagal tone after two months of CPAP treatment
[25]. However, in his group of patients suffering from se-
vere obstructive SAHS, vagal activity was increased dur-
ing the night in comparison to healthy controls. CPAP
treatment produced similar cardiac vagal activity to that
of healthy controls [25]. After one, three and six months
of CPAP therapy in moderate to severe SAHS patients,
LFnu, HFnu, and the LF/HF ratio during spontaneous
and deep breathing were similar to baseline values im-
plying the absence of increased relative cardiac vagal
predominance induced by CPAP treatment [26].
Similar controversy was reported during the first days

of CPAP treatment use in SAHS patients [27,28,55].
Overnight LF and HF power values did not show differ-
ences between moderately apneic patients, severely apneic
patients, CPAP treated patients, and healthy controls after
one night of treatment [27]. In this study, patient groups
were small (5 to 8 per group) and many had cardiac
comorbidities and were treated by cardiotropic medica-
tions. Moreover, the standard deviation of LF/HF during
NREM for moderate OSA and CPAP treatment was al-
most similar to the mean values. This indicates a large
variability of cardiac sympatho-vagal balance between all
four subjects of each group. Although that mean HR dur-
ing the night as well as across sleep stages (NREM, REM,
awake) was not different before and after one night of
CPAP treatment in patients suffering from severe SAHS,
HRV was decreased with the use of CPAP [28]. After 11
days of nCPAP treatment, the LF/HF ratio was lower at
rest in the morning than the values observed after one
and three nights of treatment as well as the baseline values
before CPAP treatment [55]. Additionally, in the CPAP
treated group, HF was increased beginning on the third
day in comparison to the placebo group [55]. These results
indicated that cardiac sympatho-vagal fluctuations were
decreased in untreated apneic patients with lower vagal
tone and that CPAP treatment increased cardiac vagal
influence [55].
Thus, numerous studies reveal that vagal predomin-

ance of the cardiac sympatho-vagal balance was induced
by CPAP treatment in comparison to severely apneic
patients before treatment [19,20,55] but these results
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were controversial [26-28]. Moreover, only a few studies
compared their results to healthy controls [25,27]. In
our results, cardiac sympatho-vagal activity of CPAP
treated patients did not differ from that of healthy men.
However, HFnu, which reflects cardiac vagal predomin-
ance, tended to be greater compared to healthy controls
without reaching statistical significance, a trend that
was apparent whether we assessed HRV within individ-
ual sleep states or assessed the first 3 cycles of the night
as a whole.
During the first three NREM-REM cycles, the LF/HF ra-

tio did not differ from one in CPAP treated patients. This
result indicates that none of the sympathetic and vagal
branches of cardiac sympatho-vagal activity predominated,
in contrast to the relative sympatho-vagal influence in
healthy controls. Moreover, the absence of relative sympa-
thetic or vagal predominance is found during REM sleep
and wakefulness in patients treated by CPAP. This could
imply that CPAP treatment increased cardiac vagal activity
in contrast to the relative sympathetic activity. Indeed,
CPAP treatment improved baroreflex sensitivity in SAHS
[56,57]. During SAHS, chemoreflex sensitivity is increased
and is associated with increased relative sympathetic pre-
dominance, while CPAP treatment could normalize the
sympathetic response by decreasing sensitivity and tonic
activity of the chemoreflex [9,58,59]. Moreover, readjusted
chemosensitivity during CPAP treatment could increase
baroreflex activity [58]. Then, long-term CPAP treatment
could abolish the relative sympathetic predominance and
increase the relative vagal influence of the cardiac
sympatho-vagal balance during sleep.
In accordance with previous reports [16], our patients

suffering from severe SAHS demonstrated decreased co-
herence and gain values compared to healthy men. The
phase shift or the delay between occurrence of modifica-
tions in HFnu and occurrence of those in the delta power
band did not differ from controls, but showed larger
fluctuations around the mean and did not certainly differ
from zero. In agreement with our previous paper [16],
SAHS altered the tightness of the link between cardiac
sympatho-vagal influence and delta during sleep as well
as the phase shift or the delay between occurrences of
modifications in HFnu and those in delta power band.
This may be due to a more irregular breathing. In patients
treated with long-term nCPAP, we observed decreased co-
herence and similar gain values in comparison to healthy
controls. Moreover, the variability of the phase shift or the
delay between HFnu and delta modifications was decreased
in comparison with untreated apneic patients, but phase
shift and delay were not different from zero.
Thus, long-term nCPAP increases the strength of the

interaction between the relative cardiac vagal predom-
inance of HRV and delta sleep EEG but does not en-
hance the tightness of this link. CPAP treatment could
ameliorate the quality of the information between brain-
stem cardiovascular and sleep structures through a
regularisation of breathing and, as a result, an increase
in the gain values and also a decrease in the variability
of the time delay between modifications in cardiac
sympatho-vagal influence and delta power band during
sleep. Other non-linear biomathematical models that
are specifically developed to determine the exact phase
shift and the information flow of ECG-EEG signals, as
phase slope index or Granger causality, could be applied
to confirm our results [60].
Decreased frequency of the maximum of the cross-

spectrum between HFnu and delta indicated a length-
ened mean sleep cycle duration and that the time at
which both signals shared a maximum of power was
later than that of healthy controls. Then, mean delay
between modifications occurrence of HFnu and delta
signals was later in untreated and treated patients in
comparison to healthy men.
Our patients were controlled with healthy men for age,

nicotine, alcohol and caffeine consumptions. Moreover,
they did not suffer from other pathologies than severe
SAHS. They had no present or past medical condition that
would modify cardiovascular or cerebral activities. They
took no illicit drugs, psychotropic or somatic medications,
or over the counter agents that could interfere with car-
diac activity or sleep. Presumably, this “pure” sample does
not reflect the general middle-aged population. The re-
sults are also limited by the small size of our groups. On
the other hand, we can also ensure that comorbidities did
not influence our analysis of relationship between cardiac
vagal influence and delta sleep in SAHS and its adequate
CPAP treatment. Nevertheless, we were not able to match
BMI for patients and controls. The influence of BMI on
HRV is controversial [61,62]. Using bivariate correlations,
we concluded that BMI did not influence our HRV com-
ponents. Additionally, our results were in accordance with
those of the Kufoy and his group [28]. He studied HRV
components in severe apneic patients with class I obesity
before and after CPAP treatment [28]. Due to our sample
size and their characteristics, our results should be con-
firmed by large population studies and further, tested on
populations with comorbidities.

Conclusions
Our data confirm alterations of the relationship between
cardiac sympatho-vagal activity and delta power in pa-
tients suffering from severe SAHS, even in the absence
of cardiovascular events or significant changes in HRV
components. Moreover, new findings of this study reveal
that long-term nCPAP treatment could ameliorate the
interaction between heart and brain during sleep, and
thus, avoid cardiovascular pathologies, even if CPAP
treatment does not cure SAHS.



Jurysta et al. BMC Pulmonary Medicine 2013, 13:29 Page 10 of 11
http://www.biomedcentral.com/1471-2466/13/29
Competing interests
The authors declared that they have no competing interest.

Authors’ contributions
FJ is the principal investigator of the study and participated to each step of
this research. CK performed statistics. JL provided his help for the data
collection and the interpretation of the results. AN, PV and PL contributed to
the study design and the interpretation of the results. All authors read and
approved the final manuscript.

Acknowledgments
We thank the technicians and nursing staff of the Sleep Laboratory for active
participation and Dr. Z. Mathijs for her pertinent commentaries.

Funding
Research reported in this paper was supported by the Belgian National Fund
for Scientific Research and the Erasme Academic Hospital – ULB.

Author details
1Sleep Laboratory and Laboratory of Psychiatric Research, Department of
Psychiatry, Erasme Academic Hospital - ULB, Brussels, Belgium. 2Chest
Department, Erasme Academic Hospital-ULB, Brussels, Belgium. 3Department
of Cardiology and Hypertension Clinic, Erasme Academic Hospital - ULB,
Brussels, Belgium.

Received: 19 October 2012 Accepted: 18 April 2013
Published: 30 April 2013

References
1. Muller JE, Stone PH, Turi ZG, Rutherford JD, Czeisler CA, Parker C, Poole WK,

Passamani E, Roberts R, Robertson T, et al: Circadian variation in the
frequency of onset of acute myocardial infarction. N Engl J Med 1985,
313:1315–1322.

2. Butt MU, Zakaria M, Hussain HM: Circadian pattern of onset of ischaemic
and haemorrhagic strokes, and their relation to sleep/wake cycle.
J Pak Med Assoc 2009, 59:129–132.

3. Zemaityte D, Varoneckas G, Plauska K, Kaukenas J: Components of the
heart rhythm power spectrum in wakefulness and individual sleep
stages. Int J Psychophysiol 1986, 4:129–141.

4. Somers VK, Dyken ME, Mark AL, Abboud FM: Sympathetic-nerve activity
during sleep in normal subjects. N Engl J Med 1993, 328:303–307.

5. Vanoli E, Adamson PB, Ba-Lin, Pinna GD, Lazzara R, Orr WC: Heart rate
variability during specific sleep stages. A comparison of healthy subjects
with patients after myocardial infarction. Circulation 1995, 91:1918–1922.

6. Lavie P: Pro: Sleep apnea causes cardiovascular disease. Am J Respir Crit
Care Med 2004, 169:147–148.

7. Con SJ: Sleep apnea does not cause cardiovascular disease. Am J Respir
Crit Care Med 2004, 169:148–149.

8. McNicholas WT, Bonsigore MR, EU COST ACTION B26: Sleep apnoea as an
independent risk factor for cardiovascular disease: current evidence,
basic mechanisms and research priorities. Eur Respir J 2007, 29:156–178.

9. Somers VK, Dyken ME, Clary MP, Abboud FM: Sympathetic neural
mechanisms in obstructive sleep apnea. J Clin Invest 1995, 96:1897–1904.

10. Simantirakis EN, Schiza SI, Marketou ME, Chrysostomakis SI, Chlouverakis GI,
Klapsinos NC, Siafakas NS, Vardas PE: Severe bradyarrhythmias in patients
with sleep apnoea: the effect of continuous positive airway pressure
treatment: a long-term evaluation using an insertable loop recorder.
Eur Heart J 2004, 25:1070–1076.

11. Narkiewicz K, Montano N, Cogliati C, van de Borne PJ, Dyken ME, Somers
VK: Altered cardiovascular variability in obstructive sleep apnea.
Circulation 1998, 98:1071–1077.

12. Dingli K, Assimakopoulos T, Wraith PK, Fietze I, Witt C, Douglas NJ: Spectral
oscillations of RR intervals in sleep apnoea/hypopnoea syndrome
patients. Eur Respir J 2003, 22:943–950.

13. Phillips CL, Yang Q, Williams A, Roth M, Yee BJ, Hedner JA, Berend N,
Grunstein RR: The effect of short-term withdrawal from continuous
positive airway pressure therapy on sympathetic activity and markers of
vascular inflammation in subjects with obstructive sleep apnoea.
J Sleep Res 2007, 16:217–225.

14. Wiklund U, Olofsson BO, Franklin K, Blom H, Bjerle P, Niklasson U:
Autonomic cardiovascular regulation in patients with obstructive sleep
apnoea: a study based on spectral analysis of heart rate variability.
Clin Physiol 2000, 20:234–241.

15. Parati G, Di Rienzo M, Bonsignore MR, Insalaco G, Marrone O, Castiglioni P,
Bonsignore G, Mancia G: Autonomic cardiac regulation in obstructive
sleep apnea syndrome: evidence from spontaneous baroreflex analysis
during sleep. J Hypertens 1997, 15:1621–1626.

16. Jurysta F, Lanquart JP, van de Borne P, Migeotte PF, Dumont M, Degaute JP,
Linkowski P: The link between cardiac autonomic activity and sleep delta
power is altered in men with sleep apnea-hypopnea syndrome.
Am J Physiol Regul Integr Comp Physiol 2006, 291:R1165–R1171.

17. Bonsignore G, Marrone O, Bellia V, Giannone G, Ferrara G, Milone F:
Continuous positive airway pressure improves the quality of sleep and
oxygenation in obstructive sleep apnea syndrome. Ital J Neurol Sci 1987,
8:129–134.

18. McArdle N, Douglas NJ: Effect of continuous positive airway pressure on
sleep architecture in the sleep apnea-hypopnea syndrome: a randomized
controlled trial. Am J Respir Crit Care Med 2001, 164:1459–1463.

19. Roche F, Court-Fortune I, Pichot V, Duverney D, Costes F, Emonot A,
Vergnon JM, Geyssant A, Lacour JR, Barthélémy JC: Reduced cardiac
sympathetic autonomic tone after long-term nasal continuous positive
airway pressure in obstructive sleep apnoea syndrome. Clin Physiol 1999,
19:127–134.

20. Gilman MP, Floras JS, Usui K, Kaneko Y, Leung RS, Bradley TD: Continuous
positive airway pressure increases heart rate variability in heart failure
patients with obstructive sleep apnoea. Clin Sci (Lond) 2008, 114:243–249.

21. Peled N, Abinader EG, Pillar G, Sharif D, Lavie P: Nocturnal ischemic events
in patients with obstructive sleep apnea syndrome and ischemic heart
disease: effects of continuous positive air pressure treatment.
J Am Coll Cardiol 1999, 34:1744–1749.

22. Lafond C, Sériès F, Lemière C: Impact of CPAP on asthmatic patients with
obstructive sleep apnoea. Eur Respir J 2007, 29:307–311.

23. Sharma SK, Agrawal S, Damodaran D, Sreenivas V, Kadhiravan T, Lakshmy R,
Jagia P, Kumar A: CPAP for the metabolic syndrome in patients with
obstructive sleep apnea. N Engl J Med 2011, 365:2277–2286.

24. Martínez-García MA, Campos-Rodríguez F, Soler-Cataluña JJ, Catalán-Serra P,
Román-Sánchez P, Montserrat JM: Increased incidence of nonfatal
cardiovascular events in stroke patients with sleep apnoea: effect of
CPAP treatment. Eur Respir J 2012, 39:906–912.

25. Chrysostomakis SI, Simantirakis EN, Schiza SE, Karalis IK, Klapsinos NC,
Siafakas NM, Vardas PE: Continuous positive airway pressure therapy
lowers vagal tone in patients with obstructive sleep apnoea-hypopnoea
syndrome. Hellenic J Cardiol 2006, 47:13–20.

26. Limphanudom P, Chierakul N, Pinyopattarakul N, Nana A, Naruman C,
Tangchityongsiva S, Wattanapa WB, Jenwitheesak A: Recovery of heart rate
variability in patients with moderate to severe obstructive sleep apnea
after 6-month continuous positive airway pressure treatment.
J Med Assoc Thai 2007, 90:1530–1535.

27. Gula LJ, Krahn AD, Skanes A, Ferguson KA, George C, Yee R, Klein GJ: Heart
rate variability in obstructive sleep apnea: a prospective study and
frequency domain analysis. Ann Noninvasive Electrocardiol 2003, 8:144–149.

28. Kufoy E, Palma JA, Lopez J, Alegre M, Urrestarazu E, Artieda J, Iriarte J: Changes
in the heart rate variability in patients with obstructive sleep apnea and its
response to acute CPAP treatment. PLoS One 2012, 7:e33769.

29. Bonnet MH, Arand DL: Heart rate variability: sleep stage, time of night, and
arousal influences. Electroencephalogr Clin Neurophysiol 1997, 102:390–396.

30. Pagani M, Lombardi F, Guzzetti S, Rimoldi O, Furlan R, Pizzinelli P, Sandrone
G, Malfatto G, Dell'Orto S, Piccaluga E, et al: Power spectral analysis of
heart rate and arterial pressure variabilities as a marker of sympatho-
vagal interaction in man and conscious dog. Circ Res 1986, 59:178–193.

31. Berlad II, Shlitner A, Ben-Haim S, Lavie P: Power spectrum analysis and
heart rate variability in Stage 4 and REM sleep: evidence for state-
specific changes in autonomic dominance. J Sleep Res 1993, 2:88–90.

32. Brandenberger G, Ehrhart J, Piquard F, Simon C: Inverse coupling between
ultradian oscillations in delta wave activity and heart rate variability
during sleep. Clin Neurophysiol 2001, 112:992–996.

33. Task Force of the European Society of Cardiology and the North American
Society of Pacing and Electrophysiology: Heart rate variability. Standards
of measurement, physiological interpretation, and clinical use. Eur Heart J
1996, 17:354–381.

34. Burr RL: Interpretation of normalized spectral heart rate variability
indicesin sleep research: a critical review. Sleep 2007, 30:913–919.



Jurysta et al. BMC Pulmonary Medicine 2013, 13:29 Page 11 of 11
http://www.biomedcentral.com/1471-2466/13/29
35. Montano N, Ruscone TG, Porta A, Lombardi F, Pagani M, Malliani A: Power
spectrum analysis of heart rate variability to assess the changes in
sympathovagal balance during graded orthostatic tilt. Circulation 1994,
90:1826–1831.

36. Uchida S, Maloney T, March JD, Azari R, Feinberg I: Sigma (12–15 Hz) and
delta (0.3-3 Hz) EEG oscillate reciprocally within NREM sleep.
Brain Res Bull 1991, 27:93–96.

37. Merica H, Blois R: Relationship between the time courses of power in the
frequency bands of human sleep EEG. Neurophysiol Clin 1997, 27:116–128.

38. Ferri R, Elia M, Musumeci SA, Pettinato S: The time course of high-
frequency bands (15–45 Hz) in all-night spectral analysis of sleep EEG.
Clin Neurophysiol 2000, 111:1258–1265.

39. Aeschbach D, Borbély AA: All-night dynamics of the human sleep EEG.
J Sleep Res 1993, 2:70–81.

40. Charloux A, Otzenberger H, Gronfier C, Lonsdorfer-Wolf E, Piquard F,
Brandenberger G: Oscillations in sympatho-vagal balance oppose
variations in delta-wave activity and the associated renin release.
J Clin Endocrinol Metab 1998, 83:1523–1528.

41. Otzenberger H, Gronfier C, Simon C, Charloux A, Ehrhart J, Piquard F,
Brandenberger G: Dynamic heart rate variability: a tool for exploring
sympathovagal balance continuously during sleep in men. Am J Physiol
1998, 275:H946–H950.

42. Jurysta F, van de Borne P, Migeotte PF, Dumont M, Lanquart JP, Degaute JP,
Linkowski P: A study of the dynamic interactions between sleep EEG and
heart rate variability in healthy young men. Clin Neurophysiol 2003,
114:2146–2155.

43. Jurysta F, van de Borne P, Lanquart JP, Migeotte PF, Degaute JP, Dumont M,
Linkowski P: Progressive aging does not alter the interaction between
autonomic cardiac activity and delta EEG power. Clin Neurophysiol 2005,
116:871–877.

44. Roux F, D'Ambrosio C, Mohsenin V: Sleep-related breathing disorders and
cardiovascular disease. Am J Med 2000, 108:396–402.

45. Kemp B, Värri A, Rosa AC, Nielsen KD, Gade J: A simple format for
exchange of digitized polygraphic recordings. Electroencephalogr Clin
Neurophysiol 1992, 82:391–393.

46. Rechtschaffen A, Kales A: A manuel of standardized terminology techniques
and scoring system for sleep stages of human subjects. Los Angeles: Brain
Information Service/Brain Research Institute, University of California; 1968.

47. Borbély AA, Baumann F, Brandeis D, Strauch I, Lehmann D: Sleep
deprivation: effect on sleep stages and EEG power density in man.
Electroencephalogr Clin Neurophysiol 1981, 51:483–495.

48. Aeschbach D, Matthews JR, Postolache TT, Jackson MA, Giesen HA, Wehr
TA: Dynamics of the human EEG during prolonged wakefulness:
evidence for frequency-specific circadian and homeostatic influences.
Neurosci Lett 1997, 239:121–124.

49. Pagani M, Montano N, Porta A, Malliani A, Abboud FM, Birkett C, Somers VK:
Relationship between spectral components of cardiovascular variabilities
and direct measures of muscle sympathetic nerve activity in humans.
Circulation 1997, 95:1441–1448.

50. Koopmans LH: The Spectral Analysis of Time Series. New York and London:
Academic Press; 1974.

51. Loredo JS, Ancoli-Israel S, Dimsdale JE: Effect of continuous positive airway
pressure vs placebo continuous positive airway pressure on sleep
quality in obstructive sleep apnea. Chest 1999, 116:1545–1549.

52. Fietze I, Quispe-Bravo S, Hänsch T, Röttig J, Baumann G, Witt C: Arousals
and sleep stages in patients with obstructive sleep apnoea syndrome:
changes under nCPAP treatment. J Sleep Res 1997, 6:128–133.

53. Brillante R, Cossa G, Liu PY, Laks L: Rapid eye movement and slow-wave
sleep rebound after one night of continuous positive airway pressure for
obstructive sleep apnoea. Respirology 2012, 17:547–553.

54. Szollosi I, Krum H, Kaye D, Naughton MT: Sleep apnea in heart failure
increases heart rate variability and sympathetic dominance. Sleep 2007,
30:1509–1514.

55. Nelesen RA, Yu H, Ziegler MG, Mills PJ, Clausen JL, Dimsdale JE: Continuous
positive airway pressure normalizes cardiac autonomic and
hemodynamic responses to a laboratory stressor in apneic patients.
Chest 2001, 119:1092–1101.

56. Bonsignore MR, Parati G, Insalaco G, Marrone O, Castiglioni P, Romano S, Di
Rienzo M, Mancia G, Bonsignore G: Continuous positive airway pressure
treatment improves baroreflex control of heart rate during sleep in
severe obstructive sleep apnea syndrome. Am J Respir Crit Care Med 2002,
166:279–286.

57. Kohler M, Pepperell JC, Casadei B, Craig S, Crosthwaite N, Stradling JR,
Davies RJ: CPAP and measures of cardiovascular risk in males with OSAS.
Eur Respir J 2008, 32:1488–1496.

58. Spicuzza L, Bernardi L, Balsamo R, Ciancio N, Polosa R, Di Maria G: Effect of
treatment with nasal continuous positive airway pressure on ventilatory
response to hypoxia and hypercapnia in patients with sleep apnea
syndrome. Chest 2006, 130:774–779.

59. Imadojemu VA, Mawji Z, Kunselman A, Gray KS, Hogeman CS, Leuenberger
UA: Sympathetic chemoreflex responses in obstructive sleep apnea and
effects of continuous positive airway pressure therapy. Chest 2007,
131:1406–1413.

60. Nolte G, Ziehe A, Nikulin VV, Schlögl A, Krämer N, Brismar T, Müller KR:
Robustly estimating the flow direction of information in complex
physical systems. Phys Rev Lett 2008, 100:234101.

61. Karason K, Mølgaard H, Wikstrand J, Sjöström L: Heart rate variability in
obesity and the effect of weight loss. Am J Cardiol 1999, 83:1242–1247.

62. Poliakova N, Després JP, Bergeron J, Alméras N, Tremblay A, Poirier P:
Influence of obesity indices, metabolic parameters and age on cardiac
autonomic function in abdominally obese men. Metabolism 2012,
61:1270–1279.

doi:10.1186/1471-2466-13-29
Cite this article as: Jurysta et al.: Long-term CPAP treatment partially
improves the link between cardiac vagal influence and delta sleep. BMC
Pulmonary Medicine 2013 13:29.
Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit


	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Subjects
	Recordings
	Data analysis
	Coherence analysis
	Statistics

	Results
	Demographic parameters
	Sleep parameters
	Heart rate variability parameters
	Coherence analysis

	Discussion
	Conclusions
	Competing interests
	Authors’ contributions
	show[aa]
	Funding
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /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

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


