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Autonomic nervous system (ANS) activity and imbalance between its sympathetic
and parasympathetic components are important factors contributing to the initiation
and progression of many cardiovascular disorders related to obesity. The results on
respiratory sinus arrhythmia (RSA) magnitude changes as a parasympathetic index
were not straightforward in previous studies on young obese subjects. Considering
the potentially unbalanced ANS regulation with impaired parasympathetic control in
obese patients, the aim of this study was to compare the relative contribution of
baroreflex and non-baroreflex (central) mechanisms to the origin of RSA in obese vs.
control subjects. To this end, we applied a recently proposed information-theoretic
methodology – partial information decomposition (PID) – to the time series of heart
rate variability (HRV, computed from RR intervals in the ECG), systolic blood pressure
(SBP) variability, and respiration (RESP) pattern measured in 29 obese and 29 age-
and gender-matched non-obese adolescents and young adults monitored in the resting
supine position and during postural and cognitive stress evoked by head-up tilt and
mental arithmetic. PID was used to quantify the so-called unique information transferred
from RESP to HRV and from SBP to HRV, reflecting, respectively, non-baroreflex and
RESP-unrelated baroreflex HRV mechanisms, and the redundant information transferred
from (RESP, SBP) to HRV, reflecting RESP-related baroreflex RSA mechanisms. Our
results suggest that obesity is associated: (i) with blunted involvement of non-baroreflex
RSA mechanisms, documented by the lower unique information transferred from RESP
to HRV at rest; and (ii) with a reduced response to postural stress (but not to mental
stress), documented by the lack of changes in the unique information transferred
from RESP and SBP to HRV in obese subjects moving from supine to upright, and
by a decreased redundant information transfer in obese compared to controls in the
upright position. These findings were observed in the presence of an unchanged RSA
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magnitude measured as the high frequency (HF) power of HRV, thus suggesting that
the changes in ANS imbalance related to obesity in adolescents and young adults are
subtle and can be revealed by dissecting RSA mechanisms into its components during
various challenges.

Keywords: respiratory sinus arrhythmia, obesity, autonomic nervous system, information decomposition,
multiscale analysis

INTRODUCTION

Obesity is a complex, multifactorial chronic disease associated
with many adverse health consequences (Laederach-Hofmann
et al., 2000; De Lorenzo et al., 2019). The prevalence of obesity in
adults but also in children and adolescents prominently increased
during last decades (World Health Organization [WHO], 2012).
In the European Union, over 20% of school-age children (around
12 million children) suffer from overweight or obesity (Bagchi
and Preuss, 2012). This results in an increasing occurrence
of obesity-related complications (dyslipidemia, atherosclerotic
changes, hypertension, impaired glucose tolerance, type 2
diabetes mellitus, etc.) even in childhood and adolescence
(Vanderlei et al., 2010; Juonala et al., 2011; Cote et al., 2013;
McCrindle, 2015; Ortega et al., 2016; Urbina et al., 2019).

Many cardiovascular disorders – including coronary artery
disease, ventricular arrhythmia, arterial hypertension, left
ventricular hypertrophy, and cardiomyopathy – are associated
with obesity (Karason et al., 1999; Poirier et al., 2006). Autonomic
nervous system (ANS) activity and imbalance between its two
main components (parasympathetic and sympathetic nervous
control) are important factors contributing to the initiation and
progression of many cardiovascular disorders related to obesity
(Ito et al., 2001; Cote et al., 2013; McCrindle, 2015; Ortega et al.,
2016; Urbina et al., 2019).

To assess cardiovascular autonomic control changes in
obese children and adolescents, heart rate variability (HRV)
analysis in frequency domain was traditionally performed.
High frequency (HF) HRV spectral power corresponding to
the magnitude of respiratory-related heart rate oscillations –
respiratory sinus arrhythmia (RSA) – was often analyzed
due to its straightforward interpretation as an index of
phasic parasympathetic activity, while the interpretation of
slower oscillations in terms of sympathetic activity is more
equivocal (Eckberg, 2000). Several studies demonstrated lower
parasympathetic activity (lower HF HRV power) in obese
children and adolescents (Paschoal et al., 2009; Thayer et al.,
2010; Liao et al., 2014). In contrast, no significant differences
in the HF power of HRV were observed in other studies
between young obese subjects and healthy age- and gender-
matched controls (Paschoal et al., 2009; Vanderlei et al., 2010;
Javorka et al., 2016). Previous studies also demonstrated an
impairment of arterial baroreflex (lower baroreflex sensitivity
expressed as heart rate changes related to arterial blood
pressure change) in obese children and adolescents, illustrating
an impairment of reflex parasympathetic control (Honzikova
et al., 2006; Krontoradova et al., 2008; Lazarova et al., 2009;
Honzikova and Zavodna, 2016).

In order to shed light on the physiological mechanisms
related to the controversial results reported above, this work
undertakes a different approach than frequency domain analysis.
Our motivation is the known fact that RSA results in humans
from two principal pathways, reflecting a central mechanism (i.e.,
the connection of respiratory and cardiac control centers) and
peripheral mechanisms (with a dominant role of high-pressure
baroreflex mechanism). Although both these pathways are
involved in the origin of RSA, their relative contribution varies
with physiological conditions (Krohova et al., 2018). In this study,
considering the potentially impaired parasympathetic control
in young obese patients, our goal was to compare the relative
contribution of baroreflex and non-baroreflex mechanisms in the
origin of RSA in obese vs. control non-obese adolescents and
young adults. To get insight into these mechanisms, we applied
a recently developed information-theoretic approach to dissect
causal interactions in multivariate time series, i.e., multiscale PID
(Williams and Beer, 2010; Faes et al., 2017, 2018), computing
the related measures on the cardiovascular and respiratory
oscillations obtained at rest and during the application of two
physiological stressors (i.e., orthostasis and cognitive load).

MATERIALS AND METHODS

The study group consisted of 58 adolescents and young adults,
including 29 obese (O group) participants (14 female, age
range: 12.4–22.7 years; median age: 15.4 years) and 29 age-
and gender-matched healthy control (C group) subjects (age
range: 12.5–22.1 years, median age: 15.8 years). The division
to the O and C groups was based on the Cole’s chart (Cole
et al., 2000), which takes age into account when the body
mass index (BMI) is used to diagnose overweight or obesity.
The majority of obese subjects (25 out of 29 participants) were
in the range of BMI 29–38 kg/m2 corresponding to obesity
classes I and II. The sample of subjects was recruited as a
part of larger project focused on the study of obesity-related
cardiovascular complications (e.g., see Czippelova et al., 2019).
All measurements took place in the morning hours (from 8
am to 11 am), in a quiet examination room with temperature
ranging between 22 and 25◦C. All subjects must not suffer from
any current or previous infectious disease (at least three weeks
prior to the examination date), cardiovascular disease including
hypertension (diagnosed using 24-h ambulatory blood pressure
monitoring following examination), diabetes mellitus, psychiatric
disorders, and hypothyroidism. All probands were instructed
not to use substances influencing ANS or cardiovascular system
activity during 24 h and not to perform strenuous physical
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activity during 48 h prior to examination. Fourteen female
subjects in each group were examined in the proliferative phase
(6th–13th day) of their menstrual cycle. All subjects or their legal
representatives (in participants under 18 years of age) provided
written informed consent to participate in the study. The study
was approved by the Ethics Committee of Jessenius Faculty of
Medicine, Comenius University. Detailed characteristics of obese
and control groups are shown in Table 1.

In this work we used a subset of continuous recordings of
ECG (horizontal bipolar thoracic lead; CardioFax ECG-9620,
NihonKohden, Japan), finger arterial blood pressure (volume-
clamp photoplethysmography method; Finometer Pro, FMS,
Netherlands) and respiratory volume (respiratory inductive
plethysmography; RespiTrace, NIMS, United States) measured
during four phases of the study protocol: supine rest (15 min),
head-up tilt (HUT) to 45 degrees for 8 min to evoke mild
orthostatic stress, supine recovery (10 min) and non-verbal
mental arithmetics (MA) in the supine position (6 min). As the
next step, the 300 beats lasing segments of RR interval, the systolic
blood pressure (SBP), and respiration volume signal (RESP) were
extracted from the continuous recordings. For more detailed
information about the protocol and time series extraction see
Javorka et al. (2017) and Krohova et al. (2019).

Data Analysis
As a first step, we calculated the spectral power of HRV in
the HF band (0.15–0.4 Hz) using fast Fourier transform. The
procedure started with resampling (cubic spline, 2 Hz) of the
HRV time series to obtain an equidistant time series. Then,
slower oscillations and trends were removed using the detrending
procedure of Tarvainen et al. (2002). Subsequently, the mean
power spectrum of the analyzed segment was computed and
spectral power in the HF band was obtained by integration.

As a second step, we applied a recently proposed method,
framed in information theory, to dissect causal interactions
in multivariate time series according to the so-called PID
(Williams and Beer, 2010; Faes et al., 2017, 2018; Krohova
et al., 2019). PID was used in order to dissect the information

TABLE 1 | The main characteristics of participants.

Control group Obese group P-value

Age (years) 16.5 (2.6) 16.4 (2.7) 0.898

Height (cm) 170 (12) 171 (9) 0.881

Weight (kg) 61.3 (12.1) 96.7 (15.1) <0.001

Body mass index (kg/m2) 21.0 (2.3) 33.2 (4.4) <0.001

Fat mass (%) 18.7 (7.2) 38.7 (7.3) <0.001

Skeletal muscle mass (kg) 27.81 (6.9) 33.31 (7.0) 0.004

Waist circumference (cm) 72 (7) 99 (12) <0.001

Waist to hip ratio (–) 0.76 (0.05) 0.84 (0.09) <0.001

Values are expressed as mean (SD). The fat mass and skeletal muscle mass were
evaluated using the InBody J10 device (Biospace, South Korea) which uses the
direct segmental multi-frequency bioelectrical impedance analysis method (DSM-
BIA). The differences between the groups of obese and healthy adolescents and
young adults were evaluated by Mann–Whitney U-test, in addition to assessing the
difference in body mass index that was evaluated using a t-test (with respect to
data normality).

transferred from SBP and RESP, considered as the sources of
causal interactions, to the RR interval considered as the target,
into contributions related to the information provided about
the target individually by each source (interactions SBP→
RR and RESP→ RR) and the information provided as a
result of the interaction between the two sources (interaction
RESP→ SBP→ RR). Specifically, PID decomposes the joint
transfer entropy (TE) from (RESP, SBP) to RR evidencing
the unique TEs representing information flowing from one
source to the target that is not affected by the other source
(measures URESP→RR and USBP→RR), and the redundant TE
(measure RRESP,SBP→RR) representing the amount of overlapped
information from the two sources. PID enables also to separate
redundant TE from the synergistic TE (SRESP,SBP→RR, related
to the excess of information that two sources transfer to the
target when they are considered together compared to the sum
of the information transferred by both sources separately) – in
this study analysis of synergy was not included in the results. The
computation of these measures is based on a linear parametric
modeling of the three time series which is described in detail
elsewhere (Williams and Beer, 2010; Faes et al., 2017, 2018;
Krohova et al., 2019).

From a physiological point of view, these measures represent
various phenomena: the unique TE USBP→RR can be thought
as reflecting the strength of the effects of SBP on RR unrelated
to RESP occurring along the cardiac chronotropic baroreflex
arm, while the unique TE URESP→RR represents the baroreflex-
independent effect of RESP on RR [i.e., the non-baroreflex
(mostly central) mechanism of RSA]. The redundant TE
RRESP,SBP→RR reflects the information transferred from RESP
to RR through SBP (along the indirect pathway RESP→
SBP→ RR), thus describing baroreflex-mediated respiratory
effects on heart rate.

Although in its original formulation PID analyzes the “raw”
original time series measured from ECG, arterial pressure, and
RESP signals, a recent development based on filtering the time
series in order to eliminate the short temporal scales allows
to compute the PID measures with reference to the slower
oscillations (long time scales) contained in the observed processes
(Williams and Beer, 2010; Faes et al., 2017, 2018; Krohova
et al., 2019). Thus, while interactions between cardiovascular and
respiratory time series are dominantly reflected at the short time
scales (Faes et al., 2012; Javorka et al., 2017) included in the raw
unfiltered time series, the advantage of multiscale PID is that all
the above mentioned information measures could be calculated
at any assigned time scale τ. In this study, in addition to raw
time series analyzed at a time scale τ1 = 1 which includes all
oscillations, we calculated PID measures also for a longer scale –
τ2 determined – for each subject and experimental condition –
as the time scale which removes the oscillations in the HF band
and thus evidences slower oscillations [we refer to Krohova et al.
(2019) for more detailed information].

Statistical Analysis
Due to the non-normal distribution of the data the statistical
comparison of a given measure (in both information and
frequency domains) across conditions (supine rest, HUT, supine
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recovery, MA) for both time scales was performed using the non-
parametric Friedman test with two post hoc pairwise comparisons
using the Conover test: supine rest vs. HUT, and supine recovery
vs. MA. The differences between the groups of obese and
healthy adolescents and young adults were evaluated by means
of the Mann–Whitney test for each measure of information
decomposition on a scale representing original data (τ1) and
slower oscillations (τ2), as well as for the spectral power of RR
interval computed in the HF band. The results were considered
statistically significant for P-values < 0.05. Results are reported
in terms of P-values and effect sizes. Effect sizes were quantified
by: Kendall’s coefficient of concordance W (comparison of supine
rest vs. HUT, and supine recovery vs. MA) and by dividing the
absolute (positive) standardized test statistic Z by the square root
of the number of pairs (n = 58) (between group difference).
According to Cohen’s classification of effect sizes, the value
0.1 represents small effect, 0.3 moderate effect, and 0.5 and
above large effect.

RESULTS

Respiratory Sinus Arrhythmia Magnitude
Figure 1 reports the estimated magnitude of RSA, expressed
as the distribution of the spectral power of HRV in the HF
band computed in the two groups during the four phases of the
experimental protocol. Both HUT and MA were accompanied
by a significant decrease in the HF power of HRV (P < 0.001
for HUT and MA in O and C groups, effect size: 0.524–1).
During the whole protocol we did not observe any significant
difference in the RR interval spectral power between the two
groups (0.460 ≤ P ≤ 0.692, effect size: 0.052–0.097).

Effects of Stress Condition on the
Interconnections Between
Cardiovascular and Respiratory Signals
The distribution across subjects of the three considered PID
measures computed on the raw data (without filtering, scale

FIGURE 1 | Distribution of HRV spectral power values in the HF band (y-axis
with a logarithmic scale) over four phases (supine rest, HUT, supine recovery,
and MA) for the groups of obese (O) and healthy (C) adolescents and young
adults. The distributions are shown as box plots. # represents a statistically
significant difference between preceding rest phase and physiological stress
(orthostasis or mental arithmetic task).

τ1 = 1) during the four phases of the protocol (supine rest, HUT,
supine recovery, and MA) are shown in Figure 2 for both obese
and control groups (O and C, respectively).

As the first step, we compared the impact of two types of
physiological stress (supine rest vs. HUT, and supine recovery vs.
MA) on the PID measures. For the C group, the transition from
rest to HUT was associated with a significantly higher unique TE
from SBP to RR (Figure 2A; P < 0.001, effect size: 0.655) and
a significantly lower unique TE from RESP to RR (Figure 2B;
P < 0.001, effect size: 0.596), while no significant changes
were observed comparing MA with the previous rest period
(USBP→RR: P = 0.252, effect size: 0.029; URESP→RR: P = 0.599,
effect size: 0.001). For the O group, no significant changes across
conditions were observed for either USBP→RR or URESP→RR. On
the other hand, the redundant TE RRESP,SBP→RR was significantly
higher during orthostasis in both groups (Figure 2C; P ≤ 0.001,
effect size: 0.524–0.629).

As the second step, we evaluated the differences in the PID
measures observed between the groups of obese and healthy
subjects. The unique TE from SBP to RR was significantly higher
in the O group compared to healthy controls (C group) at rest
(Figure 2A; P = 0.004, effect size: 0.374). In contrast, the unique
TE from RESP to RR was significantly lower in the obese group
during both resting conditions (Figure 2B; P ≤ 0.049, effect size:
0.259–0.340). The redundant TE from RESP and SBP to RR was
significantly lower during HUT in O group compared to controls
(Figure 2C; P = 0.036, effect size: 0.275).

No significant between groups differences in PID measures
were observed when only slower oscillations (τ2) were analyzed
(P ≥ 0.179, effect size: 0.011–0.177, results not shown).

DISCUSSION

The major findings of our study include: (i) the observation
of a well preserved parasympathetic nervous activity, expressed
by RSA magnitude, and its responsiveness to stressors in
young obese patients; (ii) the ability of PID to detect subtle
abnormalities in RSA-related indexes in young obese patients
compared to healthy controls, documented by reduced non-
baroreflex respiratory effects on HRV (unique information
transfer RESP→ RR) in the resting condition and reduced
baroreflex respiratory effects on HRV (redundant information
transfer RESP→ SBP→ RR) during postural stress; and (iii)
the ability of PID to reveal a reduced response to postural
stress in young obese patients, documented by the lack of tilt-
induced alterations of the cardiovascular and respiratory effects
on HRV (unique information transfer RESP→ RR and SBP→
RR) compared with healthy controls.

The ANS plays an important role in the pathogenesis of
cardiovascular disorders associated with obesity (Alam et al.,
2009). The ANS is a very important control mechanism
influencing energy balance and metabolic rate. Its activity is
under the control of hypothalamic structures closely connected
with the appetite control centers. Changes in the ANS activity
and a dysbalance of its components can contribute to the
obesity development but it is assumed that they are rather
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FIGURE 2 | The results of multiscale information decomposition during four phases (rest, HUT, supine recovery, and MA) calculated for the raw (non-filtered) data (τ1)
for the group of obese (O) and healthy non-obese control (C) adolescents and young adults. Graphs represent distribution of values in box plots for: (A) unique
transfer entropy from SBP to RR (USBP→RR) and (B) from RESP to RR (URESP→RR), and (C) redundant transfer entropy (RRESP,SBP→RR) * indicates a statistically
significant difference between the group of obese and healthy subjects and # represents a statistically significant difference between preceding rest phase and
physiological stress (orthostasis or mental arithmetics task).

its consequence (Karason et al., 1999; Nagai and Moritani,
2004). A shift in cardiovascular autonomic control balance
toward sympathetic nervous system dominance could contribute
to the progression of serious cardiovascular complications in
obese patients and significantly increase the risks of ventricular
arrhythmia and sudden cardiac death in this population
(Grassi et al., 1995; Muscelli et al., 1998). In previous studies,
autonomic cardiovascular dysregulation in young obese patients
was analyzed using linear and non-linear HRV analysis but the
results of these studies were not consistent.

In accordance with several previous studies (Paschoal et al.,
2009; Vanderlei et al., 2010; Javorka et al., 2016), no significant
differences between young obese patients and controls were
observed in this work in the RSA magnitude expressed as
HRV HF power – an index reflexing the phasic cardiac
parasympathetic activity. Our results extend the previous
observations by the demonstration that HF power changes as
a response to an application of two stressors (orthostatic test,
MA) were similar in young obese patients and healthy controls.
This finding indicates a well preserved parasympathetic nervous
system reactivity in young obese subjects.

Applying PID analysis on the raw measured cardiovascular
and respiratory time series, the orthostatic stress induced by
HUT (but not the cognitive load induced by MA) resulted
in an increased involvement of the high-pressure baroreflex
as expressed by an increase in unique TE from SBP to RR

in control group. This observation is in concert with the
results of previous studies where the effect of orthostasis on
the strength of the cardiac chronotropic baroreflex arm was
analyzed in the frequency domain (Nollo et al., 2005) and
using information-theoretic methods (Faes et al., 2013; Javorka
et al., 2017). Higher baroreflex influence on heart rate was
demonstrated also in both groups during orthostasis by an
increase of the redundancy between respiratory and arterial
pressure effects on HRV, indicating an increased importance of
the indirect pathway RESP→ SBP→ RR during the unloading
of baroreceptors associated with HUT. Moreover, considering
the non-baroreflex mechanisms in the generation of RR intervals
oscillations, their importance decreased during parasympathetic
inhibition associated with orthostasis (decreased unique TE from
RESP to RR during HUT in controls).

Although HF HRV power including its reactivity to
physiological stressors was not able to distinguish between
obese subjects and controls, the results of PID focused on
disentangling basic mechanisms of RSA revealed some subtle
between group differences. We applied multiscale PID to
non-invasively assess the contribution of baroreflex (SBP→ RR
connection) and non-baroreflex (mostly central; RESP→ RR
connection) mechanisms to RSA. In our previous study, the
relative contribution of these mechanisms was analyzed in
young healthy subjects. At rest – both supine rest phase before
HUT and recovery supine rest phase preceding MA – a lower
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contribution of non-baroreflex RSA mechanisms was found in
the obese group, as reflected by the decreased unique TE from
RESP to RR (URESP→RR) in comparison with controls. This was
accompanied by a slightly higher baroreflex contribution to RSA
(USBP→RR) at rest. This novel observation reveals the shift in
the relative contribution of RSA mechanisms associated with
obesity. Interestingly, this shift in RSA mechanisms is in the
same direction as the shift observed during HUT (Krohova et al.,
2018), probably mirroring a shift of the sympathovagal balance
toward sympathetic activation and vagal withdrawal.

In response to the physical stress, another between-groups
difference was detected: the orthostatic load was connected with
a significantly lower redundancy between influences of RESP and
SBP on RR in obesity. This finding indicates that the indirect
connection between RESP and HRV – cascade RESP→ SBP→
RR – is partially suppressed in obese group compared to controls.
It could reflect the initial impairment of cardiac chronotropic
baroreflex function in this group – the observation found in
previous studies by a decreased baroreflex sensitivity (Honzikova
et al., 2006; Lazarova et al., 2009).

The observed differences in URESP→RR could be also related
to ventilatory pattern differences (Javorka et al., 2018). Therefore,
we also measured tidal volume and respiratory rate from
a calibrated RESP signal. Significantly higher tidal volume
(P ≤ 0.036) and no significant differences in respiratory rate
(P ≥ 0.129) were found in the obese patients compared
to the control group. These differences – being mostly in
favor of stronger respiratory influence on HRV – cannot
be responsible for the observed between-group differences in
the unique TE from RESP to RR. It should be noted that
tidal volume reflects the amplitude of the respiratory input
while information transfer reflects the involvement of the
RSA-related mechanisms; therefore, the increased tidal volume
(stronger input) together with the decreased information transfer
(weaker link) could balance each other, possibly contributing

FIGURE 3 | Proposed causal interaction models of RSA mechanisms during
supine rest, HUT, and MA. The arrow thickness reflects the strength of the
causal coupling in the given direction, with changes in thickness
corresponding to statistically significant variations between groups or
conditions. The gray arrow represents the direct effects of RESP on RR
(URESP→RR; strength of non-baroreflex RSA mechanisms) and the black
arrows represent the effects of RESP on RR mediated through SBP
(RRESP,SBP→RR; strength of baroreflex RSA mechanism).

to explain the preserved RSA magnitude found in obese
patients across all experimental conditions. Taken together,
our results indicate a slightly decreased parasympathetic HRV
influence in young obese patients at rest. The results of
the present study are summarized in the causal interaction
models of RSA mechanisms during supine rest, HUT, and
MA separately for healthy and obese adolescents and young
adults (Figure 3).

Importantly, between-groups differences in PID parameters
were not detectable when HF oscillations were removed and we
analyzed the cardiovascular and respiratory time series on scale
τ2 representing oscillations slower than those contained in the
HF band. This indicates that observed subtle differences between
groups reflected RESP-related oscillations.

From the clinical point of view, the results of our study
point toward three important conclusions. Firstly, it is important
to stress that while RSA magnitude (HF HRV) was not
influenced by obesity, novel measures of the coupling strength
between signals revealed subtle differences. We suggest that
the coupling measures focused on the more detailed analysis
of RSA mechanisms could be used in future for a detection
of the subjects with impaired autonomic control not only
associated with obesity. Secondly, significant differences between
groups (obese vs. controls) were revealed mostly at stress
conditions (orthostasis) pointing toward an importance of
ANS testing during different physiological states (not only at
rest). Lastly, we suggest that the analysis of interconnections
between physiological signals can improve our understanding
of the mechanisms underlying the oscillations. In our case, HF
HRV (RSA) oscillations origin included both baroreflex and
non-baroreflex mechanisms. The better understanding of the
HRV mechanisms can improve the interpretability of the HRV
analysis results.

CONCLUSION

We conclude that the RSA magnitude and its responsiveness
to physical and cognitive stress are well preserved in young
obese subjects. However, the information domain analysis of
cardiovascular and cardiorespiratory interactions contributing
to the origin of RSA revealed subtle differences mostly
during orthostasis pointing toward evidence of an initial
parasympathetic nervous system impairment.

DATA AVAILABILITY STATEMENT

The datasets generated for this study are available on written
request to the corresponding author JK (jana.krohova@uniba.sk).

ETHICS STATEMENT

The studies involving human participants were reviewed and
approved by the Ethics Committee of Jessenius Faculty of
Medicine, Comenius University. Written informed consent to

Frontiers in Neuroscience | www.frontiersin.org 6 March 2020 | Volume 14 | Article 204

https://www.frontiersin.org/journals/neuroscience
https://www.frontiersin.org/
https://www.frontiersin.org/journals/neuroscience#articles


fnins-14-00204 March 11, 2020 Time: 14:43 # 7

Javorka et al. RSA Mechanisms in Obesity

participate in this study was provided by the participants’ legal
guardian/next of kin.

AUTHOR CONTRIBUTIONS

MJ, MC, and LF designed the study. MC and DC arranged for
the probands participation. ZT, BC, NM, JK, and RW performed
the measurements. JK and BC analyzed the data. MJ, JK, and
LF wrote the manuscript. MJ, JK, LF, and RP contributed to the
interpretation of the results. AB and MC helped supervise the
project. All authors reviewed the manuscript.

FUNDING

This work was supported by the grants APVV-
0235-12, VEGA 1/0117/17, VEGA 1/0199/19, VEGA
1/0200/19, project “Biomedical Center Martin” ITMS
code: 26220220187, “Center of Excellence for Research in
Personalized Therapy (CEVYPET)”, ITMS: 26220120053,
co-funded from the EU sources and European Regional
Development Fund, “PRIN 2017 PRJ-0167, “Stochastic
forecasting in complex systems”, and PON R&I 2014-
2020 AIM project no. AIM1851228-2, University of
Palermo, Italy.

REFERENCES
Alam, I., Lewis, M. J., Lewis, K. E., Stephens, J. W., and Baxter, J. N.

(2009). Influence of bariatric surgery on indices of cardiac autonomic
control. Auton. Neurosci. 151, 168–173. doi: 10.1016/j.autneu.2009.
08.007

Bagchi, D., and Preuss, H. G. (2012). Obesity: Epidemiology, Pathophysiology, and
Prevention, 2nd Edn, Milton Park: Taylor & Francis.

Cole, T. J., Bellizzi, M. C., Flegal, K. M., and Dietz, W. H. (2000). Establishing a
standard definition for child overweight and obesity worldwide: international
survey. BMJ 320:1240. doi: 10.1136/bmj.320.7244.1240

Cote, A. T., Harris, K. C., Panagiotopoulos, C., Sandor, G. G., and Devlin, A. M.
(2013). Childhood obesity and cardiovascular dysfunction. J. Am. Coll. Cardiol.
62, 1309–1319. doi: 10.1016/j.jacc.2013.07.042

Czippelova, B., Turianikova, Z., Krohova, J., Wiszt, R., Lazarova, Z., Pozorciakova,
K., et al. (2019). Arterial stiffness and endothelial function in young obese
patients - vascular resistance matters. J. Atheroscler. Thromb. 26, 1015–1025.
doi: 10.5551/jat.47530

De Lorenzo, A., Gratteri, S., Gualtieri, P., Cammarano, A., Bertucci, P., and Di
Renzo, L. (2019). Why primary obesity is a disease? J. Transl. Med. 17:169.
doi: 10.1186/s12967-019-1919-y

Eckberg, D. L. (2000). Physiological basis for human autonomic rhythms. Ann.
Med. 32, 341–349. doi: 10.3109/07853890008995937

Faes, L., Bari, V., Ranucci, M., and Porta, A. (2018). Multiscale decomposition
of cardiovascular and cardiorespiratory information transfer under general
Anesthesia. Conf. Proc. IEEE Eng. Med. Biol. Soc. 2018, 4607–4610. doi: 10.1109/
EMBC.2018.8513191

Faes, L., Marinazzo, D., and Stramaglia, S. (2017). Multiscale information
decomposition: exact computation for multivariate gaussian processes. Entropy
19:408. doi: 10.3390/E19080408

Faes, L., Nollo, G., and Porta, A. (2012). Non-uniform multivariate embedding
to assess the information transfer in cardiovascular and cardiorespiratory
variability series. Comput. Biol. Med. 42, 290–297. doi: 10.1016/j.compbiomed.
2011.02.007

Faes, L., Nollo, G., and Porta, A. (2013). Mechanisms of causal interaction
between short-term RR interval and systolic arterial pressure oscillations
during orthostatic challenge. J. Appl. Physiol. 114, 1657–1667. doi: 10.1152/
japplphysiol.01172.2012

Grassi, G., Seravalle, G., Cattaneo, B. M., Bolla, G. B., Lanfranchi, A.,
Colombo, M., et al. (1995). Sympathetic activation in obese normotensive
subjects. Hypertension 25(4 Pt 1), 560–563. doi: 10.1161/01.hyp.25.
4.560

Honzikova, N., Novakova, Z., Zavodna, E., Paderova, J., Lokaj, P., Fiser, B., et al.
(2006). Baroreflex sensitivity in children, adolescents, and young adults with
essential and white-coat hypertension.Klin. Padiatr. 218, 237–242. doi: 10.1055/
s-2005-836596

Honzikova, N., and Zavodna, E. (2016). Baroreflex sensitivity in children and
adolescents: physiology, hypertension, obesity, diabetes mellitus. Physiol. Res.
65, 879–889.

Ito, H., Ohshima, A., Tsuzuki, M., Ohto, N., Yanagawa, M., Maruyama, T., et al.
(2001). Effects of increased physical activity and mild calorie restriction on heart

rate variability in obese women. Jpn. Heart J. 42, 459–469. doi: 10.1536/jhj.42.
459

Javorka, M., El-Hamad, F., Czippelova, B., Turianikova, Z., Krohova, J., Lazarova,
Z., et al. (2018). Role of respiration in the cardiovascular response to orthostatic
and mental stress. Am. J. Physiol. Regul. Integr. Comp. Physiol. 314, R761–R769.
doi: 10.1152/ajpregu.00430.2017

Javorka, M., Krohova, J., Czippelova, B., Turianikova, Z., Lazarova, Z., Javorka,
K., et al. (2017). Basic cardiovascular variability signals: mutual directed
interactions explored in the information domain. Physiol. Meas. 38, 877–894.
doi: 10.1088/1361-6579/aa5b77

Javorka, M., Turianikova, Z., Tonhajzerova, I., Lazarova, Z., Czippelova, B., and
Javorka, K. (2016). Heart rate and blood pressure control in obesity - how
to detect early dysregulation? Clin. Physiol. Funct. Imaging 36, 337–345. doi:
10.1111/cpf.12234

Juonala, M., Magnussen, C. G., Berenson, G. S., Venn, A., Burns, T. L., Sabin,
M. A., et al. (2011). Childhood adiposity, adult adiposity, and cardiovascular
risk factors. N. Engl. J. Med. 365, 1876–1885. doi: 10.1056/NEJMoa1010112

Karason, K., Molgaard, H., Wikstrand, J., and Sjostrom, L. (1999). Heart rate
variability in obesity and the effect of weight loss. Am. J. Cardiol. 83, 1242–1247.
doi: 10.1016/s0002-9149(99)00066-61

Krohova, J., Czippelova, B., Turianikova, Z., Lazarova, Z., Wiszt, R., Javorka, M.,
et al. (2018). Information domain analysis of respiratory sinus arrhythmia
mechanisms. Physiol. Res. 67(Suppl. 4), S611–S618.

Krohova, J., Faes, L., Czippelova, B., Turianikova, Z., Mazgutova, N., Pernice,
R., et al. (2019). Multiscale information decomposition dissects control
mechanisms of heart rate variability at rest and during physiological stress.
Entropy 21:526. doi: 10.3390/E21050526

Krontoradova, K., Honzikova, N., Fiser, B., Novakova, Z., Zavodna, E., Hrstkova,
H., et al. (2008). Overweight and decreased baroreflex sensitivity as independent
risk factors for hypertension in children, adolescents, and young adults. Physiol.
Res. 57, 385–391.

Laederach-Hofmann, K., Mussgay, L., and Ruddel, H. (2000). Autonomic
cardiovascular regulation in obesity. J. Endocrinol. 164, 59–66. doi: 10.1677/joe.
0.1640059

Lazarova, Z., Tonhajzerova, I., Trunkvalterova, Z., Brozmanova, A., Honzikova, N.,
Javorka, K., et al. (2009). Baroreflex sensitivity is reduced in obese normotensive
children and adolescents. Can. J. Physiol. Pharmacol. 87, 565–571. doi: 10.1139/
y09-041

Liao, D., Rodriguez-Colon, S. M., He, F., and Bixler, E. O. (2014). Childhood obesity
and autonomic dysfunction: risk for cardiac morbidity and mortality. Curr.
Treat Options Cardiovasc. Med. 16:342. doi: 10.1007/s11936-014-0342-341

McCrindle, B. W. (2015). Cardiovascular consequences of childhood obesity. Can.
J. Cardiol. 31, 124–130. doi: 10.1016/j.cjca.2014.08.017

Muscelli, E., Emdin, M., Natali, A., Pratali, L., Camastra, S., Gastaldelli, A., et al.
(1998). Autonomic and hemodynamic responses to insulin in lean and obese
humans. J. Clin. Endocrinol. Metab. 83, 2084–2090. doi: 10.1210/jcem.83.6.4878

Nagai, N., and Moritani, T. (2004). Effect of physical activity on autonomic nervous
system function in lean and obese children. Int. J. Obes. Relat. Metab. Disord. 28,
27–33. doi: 10.1038/sj.ijo.0802470

Nollo, G., Faes, L., Porta, A., Antolini, R., and Ravelli, F. (2005). Exploring
directionality in spontaneous heart period and systolic pressure variability

Frontiers in Neuroscience | www.frontiersin.org 7 March 2020 | Volume 14 | Article 204

https://doi.org/10.1016/j.autneu.2009.08.007
https://doi.org/10.1016/j.autneu.2009.08.007
https://doi.org/10.1136/bmj.320.7244.1240
https://doi.org/10.1016/j.jacc.2013.07.042
https://doi.org/10.5551/jat.47530
https://doi.org/10.1186/s12967-019-1919-y
https://doi.org/10.3109/07853890008995937
https://doi.org/10.1109/EMBC.2018.8513191
https://doi.org/10.1109/EMBC.2018.8513191
https://doi.org/10.3390/E19080408
https://doi.org/10.1016/j.compbiomed.2011.02.007
https://doi.org/10.1016/j.compbiomed.2011.02.007
https://doi.org/10.1152/japplphysiol.01172.2012
https://doi.org/10.1152/japplphysiol.01172.2012
https://doi.org/10.1161/01.hyp.25.4.560
https://doi.org/10.1161/01.hyp.25.4.560
https://doi.org/10.1055/s-2005-836596
https://doi.org/10.1055/s-2005-836596
https://doi.org/10.1536/jhj.42.459
https://doi.org/10.1536/jhj.42.459
https://doi.org/10.1152/ajpregu.00430.2017
https://doi.org/10.1088/1361-6579/aa5b77
https://doi.org/10.1111/cpf.12234
https://doi.org/10.1111/cpf.12234
https://doi.org/10.1056/NEJMoa1010112
https://doi.org/10.1016/s0002-9149(99)00066-61
https://doi.org/10.3390/E21050526
https://doi.org/10.1677/joe.0.1640059
https://doi.org/10.1677/joe.0.1640059
https://doi.org/10.1139/y09-041
https://doi.org/10.1139/y09-041
https://doi.org/10.1007/s11936-014-0342-341
https://doi.org/10.1016/j.cjca.2014.08.017
https://doi.org/10.1210/jcem.83.6.4878
https://doi.org/10.1038/sj.ijo.0802470
https://www.frontiersin.org/journals/neuroscience
https://www.frontiersin.org/
https://www.frontiersin.org/journals/neuroscience#articles


fnins-14-00204 March 11, 2020 Time: 14:43 # 8

Javorka et al. RSA Mechanisms in Obesity

interactions in humans: implications in the evaluation of baroreflex gain. Am.
J. Physiol. Heart Circ. Physiol. 288, H1777–H1785. doi: 10.1152/ajpheart.00594.
2004

Ortega, F. B., Lavie, C. J., and Blair, S. N. (2016). Obesity and cardiovascular disease.
Circ. Res. 118, 1752–1770. doi: 10.1161/CIRCRESAHA.115.306883

Paschoal, M. A., Trevizan, P. F., and Scodeler, N. F. (2009). Heart rate variability,
blood lipids and physical capacity of obese and non-obese children. Arq. Bras.
Cardiol. 93, 239–246. doi: 10.1590/s0066-782x2009000900007

Poirier, P., Giles, T. D., Bray, G. A., Hong, Y., Stern, J. S., Pi-Sunyer, F. X.,
et al. (2006). Obesity and cardiovascular disease: pathophysiology, evaluation,
and effect of weight loss: an update of the 1997 american heart association
scientific statement on obesity and heart disease from the obesity committee
of the council on nutrition, physical activity, and metabolism. Circulation 113,
898–918. doi: 10.1161/CIRCULATIONAHA.106.171016

Tarvainen, M. P., Ranta-Aho, P. O., and Karjalainen, P. A. (2002). An advanced
detrending method with application to HRV analysis. IEEE Trans. Biomed. Eng.
49, 172–175. doi: 10.1109/10.979357

Thayer, J. F., Yamamoto, S. S., and Brosschot, J. F. (2010). The relationship of
autonomic imbalance, heart rate variability and cardiovascular disease risk
factors. Int. J. Cardiol. 141, 122–131. doi: 10.1016/j.ijcard.2009.09.543

Urbina, E. M., Khoury, P. R., Bazzano, L., Burns, T. L., Daniels, S., Dwyer, T., et al.
(2019). Relation of blood pressure in childhood to self-reported hypertension in

adulthood. Hypertension 73, 1224–1230. doi: 10.1161/HYPERTENSIONAHA.
118.12334

Vanderlei, L. C., Pastre, C. M., Freitas Junior, I. F., and Godoy, M. F.
(2010). Analysis of cardiac autonomic modulation in obese and eutrophic
children. Clinics 65, 789–792. doi: 10.1590/s1807-5932201000080
0008

Williams, P. L., and Beer, R. D. (2010). Nonnegative decomposition of multivariate
information. arXiv [Preprint], doi: 10.1109/TSMCB.2010.2044788

World Health Organization [WHO], (2012). Population-Based Approaches to
Childhood Obesity Prevention. Geneva: World Health Organization.

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

Copyright © 2020 Javorka, Krohova, Czippelova, Turianikova, Mazgutova, Wiszt,
Ciljakova, Cernochova, Pernice, Busacca and Faes. This is an open-access article
distributed under the terms of the Creative Commons Attribution License (CC BY).
The use, distribution or reproduction in other forums is permitted, provided the
original author(s) and the copyright owner(s) are credited and that the original
publication in this journal is cited, in accordance with accepted academic practice. No
use, distribution or reproduction is permitted which does not comply with these terms.

Frontiers in Neuroscience | www.frontiersin.org 8 March 2020 | Volume 14 | Article 204

https://doi.org/10.1152/ajpheart.00594.2004
https://doi.org/10.1152/ajpheart.00594.2004
https://doi.org/10.1161/CIRCRESAHA.115.306883
https://doi.org/10.1590/s0066-782x2009000900007
https://doi.org/10.1161/CIRCULATIONAHA.106.171016
https://doi.org/10.1109/10.979357
https://doi.org/10.1016/j.ijcard.2009.09.543
https://doi.org/10.1161/HYPERTENSIONAHA.118.12334
https://doi.org/10.1161/HYPERTENSIONAHA.118.12334
https://doi.org/10.1590/s1807-59322010000800008
https://doi.org/10.1590/s1807-59322010000800008
https://doi.org/10.1109/TSMCB.2010.2044788
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/neuroscience
https://www.frontiersin.org/
https://www.frontiersin.org/journals/neuroscience#articles

	Respiratory Sinus Arrhythmia Mechanisms in Young Obese Subjects
	Introduction
	Materials and Methods
	Data Analysis
	Statistical Analysis

	Results
	Respiratory Sinus Arrhythmia Magnitude
	Effects of Stress Condition on the Interconnections Between Cardiovascular and Respiratory Signals

	Discussion
	Conclusion
	Data Availability Statement
	Ethics Statement
	Author Contributions
	Funding
	References


