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Abstract

The arterial baroreflex system (BRS) consists of at least three closed-loop control systems: the
heart rate (HR), vascular tone (VT), and stroke volume (SV) BRSs. Whereas HR-BRS gain is well
studied, VT-BRS and SV-BRS gain are not. This study aimed to develop a method for quantifying
VT-BRS and SV-BRS gain using an established HR-BRS gain measurement approach. ECG and
beat-to-beat blood pressure (BP) were recorded in 31 young healthy participants during three
tasks. Sequences of R-to-R wave intervals (RRI) of the ECG, pulse transit time (PTT), and SV
were measured to assess HR-, VT-, and SV-BRS gain using the cross-spectral technique of
computing the BP-RRI, BP-PTT, and BP-SV transfer functions. Gain in each BRS arch was
measured in individuals with intact BRS functioning. Functional overlap and independence was
noted in the BRS arches. The implications of the proposed method are discussed.

The arterial baroreflex system (BRS) is a reflexive control system that counteracts acute
shifts in blood pressure (BP) by invoking compensatory reactions in cardiovascular
functions (e.g., heart rate [HR], vascular tone [VT], and stroke volume [SV]). Short-term BP
regulation is an essential function of the BRS, serving to protect the brain from stroke and
the heart from myocardial infarction. The BRS, however, also provides a means by which
variability in BP modulates the inhibitory processes in the brain.

The BRS can be conceptualized as a closed-loop control system with at least three negative
feedback arches (Figure 1) that link BP to HR, VT, and SV (Aljuri & Cohen, 2004; Aljuri,
Marini, Richard, & Cohen, 2004; Casadei, Meyer, Coats, Conway, & Sleight, 1992; van de
Vooren et al., 2007; Vaschillo, Vaschillo, Buckman, Pandina, & Bates, 2011). These
feedback arches can be envisioned as separate but parallel BRSs (HR-BRS, VT-BRS, and
SV-BRS) that are coordinated by the activity of the baroreceptors. Baroreceptors, located on
all arterial vessel walls, trigger simultaneous reflexive reactions in HR, VT, and SV. Based
on the inherent delays in HR, VT, and SV responses to BP changes, each BRS arch has a
unique resonance frequency (Aljuri & Cohen, 2004; Aljuri et al., 2004; van de VVooren et al.,
2007; Vaschillo et al., 2011). Thus, each BRS arch can produce resonant BP oscillations in
response to a wide variety of challenges.

BP variability enhances inhibitory processes in the brain (Lacey & Lacey, 1970) to support
adaptive responses to challenges (e.g., stress) (Reyes del Paso, Gonzalez, & Hernandez,
2004; Thayer & Lane, 2000). This cardiovascular feedback to the brain is supported by
afferent projections from the baroreceptors (Benarroch, 1997) to modulate emotions,
cognition, and goal-directed behavior (Reyes Del Paso, Gonzalez, Hernandez, Duschek, &
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Gutierrez, 2009; Yasumasu, Reyes Del Paso, Takahara, & Nakashima, 2006). The existence
of redundant BRS arches ensures that compensatory systems are in place to modulate BP
variability in the event that one system fails due to illness, disease, or acute dampening.
Knowledge of the sensitivity of each BRS arch may have considerable and distinct
therapeutic implications.

Current research on BRS activity focuses on the HR-BRS feedback arch and examines
cardiovascular reactivity at the sinoatrial node. HR-BRS gain (sensitivity, in ms/mmHg) is
used as an index of arterial BRS activity and calculated from simultaneous recording of BP
and R-toR-wave intervals (RRI) of the electrocardiogram (ECG). It is assessed as the
magnitude of change in RRI (ms) in response to one mmHg change in BP. BP changes can
be induced via vasoactive drug injections (Mancia & Mark, 1983; Smyth, Sleight, &
Pickering, 1969) or characterized as they spontaneously arise (Cooke et al., 1999). HR-BRS
gain can be measured using sequential slope analysis (slope of RRI change in response to
progressive systolic BP change) and cross-spectral analysis (using the BP—RRI transfer
function [TF] of the BRS system, where BP is the input and RRI is the output). This study
examined whether the cross-spectral technique can be extended to assess gain in the VT-
BRS and SV-BRS arches. The sequential slope technique also may work and warrants
further examination.

To the best of our knowledge, only one study has measured VT-BRS gain (Yambe, Sugita,
& Yoshizawa, 2009) and one study has measured SV-BRS gain (Yasumasu, Abe,
Oginosawa, Takahara, & Nakashima, 2005). Yet, the VT-BRS and SV-BRS arches are of no
less importance to physiological health than the HR-BRS. The VT-BRS arch controls
variability in blood vessel diameter. The SV-BRS arch controls variability in the volume of
blood ejected from the heart during each beat. The ability of blood vessels to contract or
expand, and blood volume to increase or decrease, in response to changes in BP ensures
sufficient VT and SV. Under certain conditions, these cardiovascular dynamics also can
produce resonant BP oscillations that activate inhibitory brain processes and modulate
cognitive-emotional responding.

This study was designed to determine whether VT-BRS (ms/mmHg) and SV-BRS (ml/
mmHg) gain could be measured as the change in pulse transit time (PTT, in ms) and SV (in
ml), respectively, caused by one mmHg change in BP. We propose a measurement of VT-
BRS and SV-BRS gain, estimated, respectively, from the BP—PTT and BP-SV TFs, to
provide complementary information about arterial BRS activity beyond that provided by
calculating of HR-BRS gain. Assessing the activity level of each BRS arch in parallel may
reveal its capacity to contribute in short-term BP stabilization as well as higher-order central
nervous system (CNS) functions.

This study was approved by the Rutgers University Institutional Review Board for the
Protection of Human Subjects Involved in Research.

and Procedure

The intact BRS was studied in 31 (15 women) young healthy adults ages 21 to 24 years
(mean = 21.68; SD = 0.91) during three 5-min tasks. The low-cognitive demand baseline
(BL) task involved viewing squares that changed color every 10 s and silently counting the
blue/green ones. The physiological stimulation task involved a paced, 6 times/min, breathing
task (6P), which has been shown to increase HR-BRS gain (Lehrer et al., 2003). The
emotional stimulation task involved viewing 30 emotionally negative (NG) picture cues
(each 5 s on, 5 s off). Participants were comfortably seated in front of a TV screen. A
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standard lead Il was used for ECG measurement. A sensor was attached to the second
phalange of the right middle finger for BP measurement. A PowerLab Acquisition System
(ADInstruments, Colorado Springs, CO) and Finometer MIDI (Finapres, Amsterdam, The
Netherlands) were used to collect ECG and beat-to-beat BP data (2000-Hz sampling rate).
Physiological data were analyzed using WinCPRS software (Absolute Alien Oy, Turku,
Finland). Beat-to-beat BP, RRI, SV, and PTT were calculated. PTT was measured as the
interval between the R-wave of the ECG and the apex of the finger pulse wave. The
ModelFlow methodology for cardiac output measurement (Bogert & van Lieshout, 2005)
was used to assess beat-to-beat SV. HR-, SV-, and VT-BRS gain were calculated for each
task using cross-spectral analysis (Cooke et al., 1999). Transfer functions [TF(BP-RRI),
TF(BP-SV), and TF(BP-PTT)] were calculated with systolic BP as the input and RRI, SV,
or PTT as the outputs. HR-, SV-, and VT-BRS gain were assessed as average values of
TF(BP-RRI), TF(BP-SV), and TF(BP-PTT), respectively, in frequency ranges where BP-
RRI, BP-SV, and BP-PTT coherence was >0.5. HR-, SV-, and VT-BRS gain were
calculated separately in the low (LF; 0.005-0.15 Hz) and high (HF; 0.15-0.5 Hz) frequency
ranges.

Statistical Analysis

Results

The mean and standard deviation of cardiovascular parameters, including BRS gain
measures in both the LF and HF ranges, were calculated for each task (BL, 6P, NG). Paired ¢
tests were used to compare parameter values at BL and in response to stimulation tasks (6P
and NG). Correlations between HR-, SV-, and VT-BRS gain were also evaluated.

Physiological stimulation (6P task) increased HR- and VT-BRS gain in the LF range as well
as HR, diastolic arterial pressure (DAP), and variability in all measured cardiovascular
functions (Table 1). Emotional stimulation (NG task) decreased HR-BRS gain in the HF
range and increased systolic arterial pressure (SAP) and DAP. During BL and NG tasks,
VT- and HR- BRS gain were correlated in the LF and HF ranges. During 6P task, VVT- and
HR-BRS gain were correlated in the LF range, and SV-BRS gain was correlated with HR-
BRS gain in the HF range and with VT-BRS in both the HF and LF ranges. Figure 2
illustrates the procedure used for computing BRS gain.

Discussion

The primary goal of the study was to develop a methodology for assessing VT-BRS and SV-
BRS gain based on the commonly used and well-established cross-spectral method for
calculating HR-BRS gain. As “proof of concept,” HR-, VT-, and SV-BRS gain were
assessed in response to physiological and emotional stimulation tasks. Although actual gain
calculations were not validated and the mechanisms that control BRS sensitivity were not
examined, the experiments in this study provide initial evidence for the feasibility and utility
of the methodological approach.

The use of the cross-spectral technique for BRS gain assessment presupposes a model
wherein HR, SV, and VT oscillations occur only in response to oscillations in BP and thus
assumes that BP-RRI, BP-SV, and BP-PTT TFs precisely capture the dynamics of the
interrelationship between the functions. However, spontaneous HR, SV, and VT oscillations
depend only in part on BP oscillation; many additional factors (e.g., respiration, physical/
mental loading, emotions) influence these parameters, potentially confounding cross-
spectral BRS gain assessment (Vallais, Baselli, Lucini, Pagani, & Porta, 2009). To offset
this concern, we assessed BP-RRI, BP-SV, and BP-PTT coherence and carefully selected
frequency ranges where the influence of BP on RRI, SV, or PTT predominated. It should be
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noted as well that unlike HR and SV, which are influenced by BP only through the BRS, BP
influences VT via BRS and by directly affecting vessel walls. This fact does not undermine
the principle of VT-BRS gain assessment, but suggests the need for considering
dissimilarities between the BRS arches when interpreting results.

PTT was used as an index of beat-to-beat changes in VVT; however, both PTT and pulse
wave velocity (PWV) are noninvasive, physiological measurements that reflect changes in
peripheral vascular resistance (Schwartz, 2009) and provide an indication of arterial wall
elasticity (Naka, Tweddel, Doshi, Goodfellow, & Henderson, 2006; Smith, Argod, Pepin, &
Levy, 1999). PTT was selected because it relates to PWV as RRI does to HR. Thus, the use
of PTT for VT-BRS gain measurement is analogous to the use of RRI for HR-BRS gain
assessment.

The methodology appears appropriate for simultaneous assessment of multiple BRS arches
in healthy young individuals with intact BRS functioning. In addition, the methodology
appears to capture changes in BRS gain in different arches under different loadings. That is,
when the cardiovascular system of young healthy individuals was stimulated with a paced
breathing task, gain in the HR- and VT-BRS (in the LF range) was enhanced. This was not
observed during emotional picture viewing. It is notable that emotional loading was also
insufficient for changing variability in BP, HR, SV, or VT (Table 1). These findings
illustrate that it is possible to simultaneously measure the sensitivity of all three BRS arches.

The results support overlap and independence in the functions of the BRS arches. System
redundancy is expected due to the critical importance of maintaining BRS functioning; in
the case of disease states (e.g., that compromise the elasticity of blood vessels), short-term
BP can still be regulated (albeit suboptimally) to protect the body and brain and maintain
communication between the autonomic nervous system (ANS) and CNS. BRS arch
independence and nonredundancy is expected due to the multiple unique resonance
frequencies noted in the arterial BRS and various distinct aspects of physiological reactivity
observed in the cardiovascular system. Evidence for functional overlap is provided by the
significantly higher HR-, VT-, and SV-BRS gain in the HF versus LF range; gain in all
reflex arches is dependent on baroreceptor sensitivity, which is controlled by the speed, not
amount, of BP change (Mancia & Mark, 1983). Based on the correlational analyses, we
speculate that the consistent relationship between HR- and VT-BRS gain suggests
interdependence of these functions. We also speculate that the much weaker relations
between these BRS arches and the SV-BRS arch implies functional independence, which
may be due to a relative insensitivity of SV to the modest BP shifts generated by our tasks.
More robust shifts in BP, such as those induced during upright tilt, may be necessary to
change SV-BRS gain (Yasumasu, Abe, Oginosawa, Takahara, & Nakashima, 2005). These
results support the utility of our methodological approach and suggest the need for future
research aimed at characterizing the unique contributions of each BRS arch to health and
mechanistic underpinnings that control changes in BRS sensitivity.

Conclusion

This study introduces a methodology for estimating gain in multiple arches of the intact
BRS system. This methodology will allow comprehensive assessment of the arterial BRS
and thereby add to our understanding of the mechanisms of short-time BP control,
origination of cardiovascular variability, and contributions of the BRS to the cognitive-
emotional processes that occur in parallel with BP modulation. Moreover, the ability to
measure HR-, VT-, and SV-BRS gain independently may prove useful for developing new
tools to evaluate, diagnose, and possibly treat a variety of cardiovascular diseases. For
example, it is plausible that measurement of VT-BRS gain may reveal arteriosclerotic
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processes earlier in the disease course than HR-BRS. Similarly, SV-BRS gain may be useful
for the evaluation of myocarditis. Additional studies in other samples with and without
cardiovascular disease are needed to validate these initial findings, assess the mechanisms
that support BRS modification, and more fully capture the clinical utility of simultaneous
BRS arch gain measurement
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Figure 2.

Physiological data used to calculate HR-, SV-, and VT-BRS gain. (A) Systolic arterial
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pressure (SAP) as a measure of blood pressure (BP), R-to-R wave of the ECG (RRI), stroke

volume (SV), and pulse transit time (PTT) recordings from one participant during the

baseline (BL) task (left) and the corresponding spectra (right); (B) BP-RRI, BP-SV, and BP-
PTT transfer functions (top panels), coherences (middle panels), and phases (lower panels).
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Cardiovascular responding during a low-cognitive demand baseline task (BL), a physiologically-activating

paced breathing task (6P), and an emotionally-activating task (NG) averaged across 31 participants.

Tasks

Cardiovascular parameters BL NG 6P
SAPa mmHg 11827+226 q1o557+304* 12005+ 255
SAP Variability? mmHg 5.35£0.32 490029 75240317
DAP? mmHg 59182143 6512+213™ 6171£1.92"
DAP Variability? mmHg 315+0.16 3142013 4924035
HRE Beats/min  69.61+169 7123200 79354162
HR Variability? Beats/min 5.69 +£0.57 5.52 +0.30 0.44 + 0467
pTTE Ms 291204441 291.90+481  294.77+4.18
PTT Variability? Ms 6.05+0.33 601+£031  gg9+048™"
sva M 7190240  71.24+305 71.17+2.38
SV Variability 4 Mi 7.18+0.56 640+046  g92+0.52""
HR-BRS Gain (LF)@ MS/mMmHg 1510123  1530+160  1795+136™
HR-BRS Gain (HF)? MS/MMHg 2493310 51754265 2976379
VT-BRS Gain (LF)@ ms/mmHg  0.74+0.05 0.81+0.05 094+005%"
VT-BRS Gain (HF)a ms/mmHg 1.81+£0.11 1.94+0.10 1.55+0.17
SV-BRS Gain (L)@ MmmHg  1.01+0.10 0.88+0.10 1.07 £0.10
SV-BRS Gain (HF)@ MmmHg 245 +0.16 2.24+0.16 257+0.20
Correlation in LF range

HR-BRS Gain x VT-BRS Gain? 0.40” 0.68 ™~ 045

HR-BRS Gain x SV-BRS Gain? 0.06 021 -0.03

SV-BRS Gain x VT-BRS Gain? 0.24 0.17 0357
Correlation in HF range

HR-BRS Gain x VT-BRS Gain? 076 ** 050 ** 0.14

HR-BRS Gain x SV-BRS Gain? 011 0.13 0.40”

SV-BRS Gain x VT-BRS Gain? 0.03 0.30 0357

Note:

a L S
mean + standard deviation, significance denotes change from BL.

bPearson correlation coefficients. SAP and DAP — systolic and diastolic arterial pressure. HR — heart rate. PTT — pulse transit time. SV — stroke
volume. BRS - baroreflex system. HF — high frequency range. LF - low frequency range.

Ak
p<.01;

*
p<.05;

< 06 (trend).
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