ATLANTIS
PRESS
Artery Research

ISSN (Online): 1876-4401 ISSN (Print): 1872-9312
Journal Home Page: https://www.atlantis-press.com/journals/artres

Validity and reliability of carotid-toe pulse wave velocity as a
measure of arterial stiffness in healthy individuals: Comparison to
carotid-femoral pulse wave velocity

Stephen A. Klassen, Kylie S. Dempster, Daniele Chirico, Deborah D. O’Leary

To cite this article: Stephen A. Klassen, Kylie S. Dempster, Daniele Chirico, Deborah D.
O’Leary (2018) Validity and reliability of carotid-toe pulse wave velocity as a measure of
arterial stiffness in healthy individuals: Comparison to carotid-femoral pulse wave
velocity, Artery Research 23:C, 32-38, DOI: https://doi.org/10.1016/j.artres.2018.07.001

To link to this article: https://doi.org/10.1016/j.artres.2018.07.001

Published online: 3 December 2019


https://www.atlantis-press.com/journals/artres

Artery Research (2018) 23, 32—38

L. g -

Available online at www.sciencedirect.com '_)(‘
ScienceDirect | ARTERY

journal homepage: www.elsevier.com/locate/artres ‘zi "F\ ==

Validity and reliability of carotid-toe pulse  ®
wave velocity as a measure of arterial
stiffness in healthy individuals: Comparison

to carotid-femoral pulse wave velocity

Stephen A. Klassen, Kylie S. Dempster, Daniele Chirico,
Deborah D. O’Leary”

Faculty of Applied Health Sciences, Brock-Niagara Centre for Health and Well-Being, Brock University,
St. Catharines, Ontario, Canada

Received 19 March 2018; received in revised form 4 July 2018; accepted 14 July 2018
Available online 28 July 2018

KEYWORDS Abstract Purpose: The present investigation evaluated the validity and reliability of carotid-
Arterial stiffness; toe PWV (ctPWV) as a non-intrusive measure of systemic arterial stiffness in healthy young
Carotid-toe pulse adults.

wave velocity; Methods: The Validity Trial examined the association and agreement between cfPWV and
Carotid-femoral pulse ctPWV in 33 adults (24 + 2 years; 14 females), while the Reliability Trial assessed the vari-
wave velocity; ability in cfPWV and ctPWV in 13 adults (22 + 2 years; 5 females) over repeat visits. Proximal
Validity; pulse waves were acquired (applanation tonometry) from the left common carotid (CCA) for
Reliability; both measures, while distal pulse waves were acquired from the left femoral artery (applana-
Tonometry tion tonometry) and the second left toe (pulse oximeter) for cfPWV and ctPWV, respectively.

Results: cfPWV (5.3 + 0.7, 3.9—6.5 m/s) and ctPWV (5.4 £+ 0.5, 4.6—6.3 m/s) demonstrated a
moderate-to-strong positive linear correlation (r = 0.79, P < 0.01) and a strong intra-class cor-
relation (ICC; ICC = 0.86, P < 0.01). The Bland—Altman plot demonstrated agreement be-
tween cfPWV and ctPWV with no fixed bias (0.1 m/s, + 2SD: —0.8 to 0.9 m/s, P > 0.05) and
all data points falling within +2 SD of the mean difference between measures. cfPWV and
ctPWV demonstrated reliability across visits as evidenced by low coefficients of variation
(cfPWV: 3.4 £+ 2.6%, ctPWV: 2.6 + 2.5%) and strong ICCs (cfPWV: ICC = 0.91, ctPWV:
ICC = 0.84, both P < 0.01).
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Conclusions: Through comparison with cfPWV, this study provides evidence to suggest that
ctPWYV yields a valid and reliable index of arterial stiffness in healthy young adults.
© 2018 Association for Research into Arterial Structure and Physiology. Published by Elsevier

B.V. All rights reserved.

Introduction

Cardiovascular diseases (CVD) are the leading cause of mor-
tality globally.”? Central arterial stiffening is a critical
mechanism in the pathogenesis of CVD as reduced compliance
of the proximal aorta results in augmented myocardial work-
load and ischemia, as well as pathological ventricular modifi-
cations.> Using non-invasive techniques (e.g., measurement
of aortic pulse wave velocity or carotid artery ultrasound),
clinicians can detect early arterial alterations to implement
either lifestyle modifications or pharmacological strategies to
prevent progression to CVD, while researchers are able to use
these tools to identify novel factors associated with adverse
arterial modifications such as exposure to microgravity in
spaceflight or adverse childhood experiences.*?

Carotid-femoral PWV (cfPWV) is regarded as the gold-
standard for non-invasively measuring arterial stiffness®
and detects arterial modifications accompanying aging,’
hypertension,® and aerobic exercise interventions.’ Impor-
tantly, cfPWV (or aortic PWV) predicts cardiovascular
events in both healthy and patient populations, indepen-
dent of traditional cardiovascular risk factors.'®~'? While
cfPWV demonstrates prognostic utility, its value may be
limited in some populations due to its reliance on pulse
wave acquisition at the superficial femoral artery which is
technically challenging and difficult to obtain in individuals
with excessive adipose tissue. Also, cfPWV may be consid-
ered intrusive (e.g., by children or their parents), or may be
impractical in a clinical setting. To address these issues,
investigators have developed measures of arterial stiffness
that rely on pulse wave acquisition at sites distal to the
femoral artery. For example, brachial-ankle'® and finger-
toe'* PWV both allow for the relatively simple acquisition of
peripheral pulse waveforms to quantify arterial mechanics
and are associated with measures of cfPWV. Importantly,
while these measures include the peripheral vasculature,
some evidence suggests they may predict CVD risk.">"®

Likewise, carotid-toe PWV (ctPWV) describes a novel
measure of systemic arterial stiffness that circumvents
femoral pulse wave acquisition by collecting distal pulse
waves from the digital arteries of the toe rather than the
femoral artery. ctPWV offers advantages for both researchers
and clinicians as it incorporates the carotid-femoral arterial
segment, while in comparison to cfPWV provides a techni-
cally simple and less intrusive measure of arterial stiffness
that may be performed in large populations, including those
that may not be comfortable with femoral pulse wave
palpation. Therefore, this study aimed to evaluate the val-
idity of ctPWV using cfPWV as a reference standard and assess
its reliability across days, in healthy young adults. This study
tested the hypothesis that ctPWV yields reliable stiffness
measurements comparable to cfPWV.

Materials and methods

Participants were young, non-smoking, normotensive
adults, free from overt CVD or CVD risk factors and not
currently taking medications known to affect blood pres-
sure (BP) or autonomic activity. Both oral contraceptive
using and non-using females were included.

This study was part of a larger investigation'’ and
therefore the validity and reliability features were assessed
in two phases, referred to as Validity and Reliability Trials.
The Validity Trial (n = 33) used a cross-sectional design
where measures of cfPWV and ctPWV were performed.
Following the Validity Trial, we conducted the Reliability
Trial where we tested participants (n = 13), four to seven
days apart (referred to as Visit One and Visit Two). Two
individuals (both male) from the Validity Trial participated
in the Reliability Trial. The testing protocols were identical
for both trials.

All testing sessions were performed in the Human He-
modynamics Laboratory at Brock University. On their first
visit, participants filled out a medical history questionnaire,
in addition to reviewing and signing the informed consent
form approved by the Brock University Research Ethics
Board. Participants refrained from caffeine and alcohol
consumption as well as exercise for 12 h prior to all testing
sessions. Participants voided their bladder prior to data
collection to prevent the effect of bladder distension on
arterial BP.'® Following anthropometric measurement,
participants rested for 15 min in the supine position to
stabilize hemodynamic variables. Participants were instru-
mented with a single 3-lead ECG and a photoplethysmo-
graphic finger cuff (Nexfin, BMEYE, Amsterdam, the
Netherlands) for continuous heart rate (HR) and blood
pressure (BP) measurement, respectively. Prior to data
collection, laboratory personnel performed three manual
BP measurements. All data were collected in the supine
position using an online data analysis and acquisition sys-
tem (Powerlab and Chart 7, ADInstruments) at 1000 Hz,
providing a resolution of 1 ms.

Laboratory personnel non-invasively measured PWV
using pulse wave contours collected at the left common
carotid artery (CCA) and left femoral artery using a hand-
held applanation tonometer (Millar Instruments, Texas,
USA) and from the digital arteries of the second left toe
using a photoplethysmographic pulse oximeter (Nellcor N-
200 Tyco Healthcare Group LP, Pleasanton, CA, USA). Pulse
wave contours were collected over ~15 consecutive car-
diac cycles at each site. The time corresponding to the foot
of the pulse wave (i.e., the onset of the sharp systolic up-
stroke of the forward pulse wave) was used as the pulse
wave time.”'® A bandpass filter (5—30 Hz) enabled accu-
rate detection of the foot of the pulse waves obtained with
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tonometry, while data collected with the pulse oximeter
was not filtered. For each site (i.e., CCA, left femoral ar-
tery, and second left toe) the timing of the foot of the
pressure wave was registered relative to the R-wave of the
ECG. Transit time was recorded as the time difference
between the R-wave and the foot of the pressure wave for
each site. Distances were measured using an inelastic tape
from the suprasternal notch to the site of pulse wave
collection (i.e., left CCA, left femoral artery, and second
left toe). PWV was calculated using the formula?’:

PWV= (D, —Dy)/(T, —Ty) (1)

where, D, represents the distance to the distal pulse wave
site (i.e., femoral artery or second left toe). D; represents
the distance to the CCA site. T, represents the distal pulse
wave transit time and T, represents the CCA pulse wave
transit time.

Data are presented as mean + SD. Pearson’s tests of
correlation and intra-class coefficient (ICC; two-way
random effects, absolute agreement) assessed the rela-
tionship and agreement, respectively, between cfPWV and
ctPWV. A Bland—Altman plot assessed agreement between
cfPWV and ctPWV. These statistics were also employed to
test the day-to-day reliability of cfPWV and ctPWV. Paired
sample t-tests assessed whether variables were different
between visits in the Reliability Trial. Coefficient of varia-
tion ((SD/mean).100%) assessed the variability across visits
for cfPWV and ctPWV. Analyses were performed using SPSS
(v23; SPSS Inc. Chicago, Illinois, USA). All tests were two
tailed; o = 0.05.

Results

Thirty-three individuals participated in the Validity Trial
(n = 14 females, 24 + 2 years, 20—28 years, 1.74 + 0.08 m,
70.8 + 11.5 kg, 23.2 + 2.5 kg/m?, 57 £+ 8 bpm, MAP:
84 + 6 mmHg), while 13 individuals participated in the
Reliability Trial (n = 5 females, 22 + 2 years, 20—25 years,
1.73 £ 0.08 m, 68.3 + 8.5 kg, 22.8 + 2.1 kg/m?).

Table 1 presents the pulse wave velocity and transit time
data for the Validity Trial and both visits of the Reliability

Table 1  Pulse wave velocity data.
Visit one Visit two
Validity trial
cfPWV, m/s 5.3 (0.7) =
cfTT, ms 90.1 (9.7) —
ctPWV, m/s 5.4 (0.5) —
ctTT, ms 253.0 (17.8) =
Reliability trial
cfPWV, m/s 5.4 (0.6) 5.3 (0.5)
cfTT, ms 92.1 (9.5) 92.6 (7.1)
ctPWV, m/s 5.4 (0.4) 5.3 (0.3)
ctTT, ms 254.9 (29.1) 256.3 (24.4)

Values are mean (+SD). cfPWV, carotid-femoral pulse wave
velocity; cfTT, carotid-femoral transit time; ctPWV, carotid-toe
pulse wave velocity; ctTT, carotid-toe transit time. No signifi-
cant differences were detected.

Trial. In the Validity Trial, carotid-toe transit time and
carotid-femoral transit time demonstrated a moderate
linear correlation (r = 0.64, P < 0.01; not shown). Also, the
mean cfPWV (5.3 + 0.7, 3.9-6.5 m/s) and ctPWV
(5.4 + 0.5, 4.6—6.3 m/s) in the Validity Trial were similar
(mean difference: 0.1 + 0.4 m/s; P > 0.05). cfPWV and
ctPWV demonstrated a moderate-to-strong linear correla-
tion (r = 0.79, P < 0.01, Power = 1.00; Fig. 1A) and strong
absolute agreement, as assessed by ICC (ICC = 0.86,
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Figure 1 The relationship between carotid-femoral pulse
wave velocity (cfPWV) and carotid-toe pulse wave velocity
(ctPWV) in the Validity Trial. Pearson’s test of correlation was
employed (r = 0.79, P < 0.01, n = 33) (Fig. 1A). Bland—Altman
plot of agreement displaying the difference between methods
as a function of the mean of the methods in the Validity Trial.
The mean difference (0.1 m/s; solid black line denoted by
mean) and confidence limits of the mean difference (+2 SD:
—0.8 to 0.9 m/s; solid gray lines) are plotted. The regression
line (v = —0.38x + 2.07, r* = 0.24, P < 0.01; solid black line)
fitted to the difference between methods versus the mean of
methods and the hyperbolic confidence limits (dashed black
lines) of this regression line are plotted (Fig. 1B).
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P < 0.01). Inspection of the Bland—Altman plot of agree-
ment (Fig. 1B) indicated agreement between ctPWV and
cfPWV. The plot demonstrated no fixed bias as small dif-
ferences existed between methods over the range of mean
values. Also, the scatter of differences was consistent over
the range of mean values and all differences fell within +2
SD of the mean (0.1 m/s, + 2SD: —0.8 t0 0.9 m/s). However,
when testing proportional bias by regressing the difference
between methods (ctPWV-cfPWV) on the mean ((cfPWV
+ ctPWV)/2), a negative relationship was found, suggesting
that ctPWV may overestimate cfPWV at lesser values and
underestimate cfPWV at greater values in the current
sample (b = —0.38, P < 0.01). For this reason, hyperbolic
confidence limits were plotted for the regression line fit to
the difference versus the mean (Fig. 1B).?" All data points
fell within the hyperbolic confidence limits.

MAP was consistent across visits (Visit One: 79 + 6, Visit
Two: 77 + 6 mmHg; P > 0.05), while HR was lower during
Visit Two (Visit One: 63 + 6, Visit Two 60 + 10 bpm;
P < 0.05) of the Reliability Trial. cfPWV (Visit One:
5.4 &+ 0.6 m/s, Visit Two: 5.3 & 0.5 m/s) and ctPWV (Visit
One: 5.4 + 0.4 m/s, Visit Two: 5.3 + 0.3 m/s) demonstrated
low variability across visits, as the coefficients of variation
were 3.4 + 2.6% and 2.6 + 2.5% (P > 0.05), respectively.
Both cfPWV (ICC = 0.91, r = 0.85, both P < 0.01) and
ctPWV (ICC = 0.84, r = 0.72, both P < 0.01) reliably
measured arterial stiffness across visits in the Reliability
Trial. Bland—Altman plots demonstrated agreement be-
tween visits for cfPWV (Fig. 2) and ctPWV (Fig. 3). Neither
method demonstrated fixed (cfPWV: —0.1 m/s £2 SD: —0.7
to 0.6 m/s; ctPWV: —0.04 m/s, £2 SD: —0.6 to 0.5 m/s;
both P > 0.05) nor proportional bias (cfPWV: b = —0.30;
ctPWV: b = —0.22; both P > 0.05) across visits. Further,
over the range of mean values, the differences between
visits were small with consistent scatters for both cfPWV
and ctPWV. For both cfPWV and ctPWYV, one datum point,
representing the difference between visits existed beyond
+2 SD of the mean difference (Figs. 2B and 3B). Across
visits, transit times for carotid-femoral (ICC = 0.88,
r = 0.80; both P < 0.01) and carotid-toe (ICC = 0.96,
r = 0.92; both P < 0.01) measures exhibited strong corre-
lations and agreement. Bland—Altman plots (not shown)
showed strong agreement for carotid-femoral (mean dif-
ference: 0.5 & 5.7 ms, P > 0.05) and carotid-toe (mean
difference: 1.4 &+ 12 ms, P > 0.05) transit times across visits
with no fixed bias and the scatter of differences falling
within +2 SD of the mean (carotid-femoral: —10.9 to
11.9 ms; carotid-toe: —21.5 to 24.2 ms). Also, transit time
did not exhibit proportional bias for either measure (ca-
rotid-femoral: b = —0.31; carotid-toe: b = —0.18; both
P > 0.05).

Discussion

The current study provides novel data indicating the val-
idity and day-to-day reliability of ctPWV as a measure of
systemic arterial stiffness in healthy young adults. Specif-
ically, this investigation identified that 1) ctPWV demon-
strated a moderate-to-strong relationship and agreement
with cfPWV (i.e., the gold-standard of central arterial
stiffness)® in healthy young individuals, and 2) as indexed
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Figure 2 The relationship between carotid-femoral pulse
wave velocity (cfPWV) measured at Visits One and Two in the
Reliability Trial. Pearson’s test of correlation was employed
(r = 0.85, P < 0.01, n = 13) (Fig. 2A). Bland—Altman plot of
agreement displaying the difference in cfPWV between visits as
a function of the mean of cfPWV across visits in the Reliability
Trial. The mean difference between visits (—0.1 m/s; solid
black line denoted by mean) and confidence limits of the mean
difference (+2 SD: —0.7 to 0.6 m/s; solid gray lines) are
plotted (Fig. 2B).

by ICC and coefficient of variation, ctPWV reliably assessed
arterial stiffness during baseline conditions across days,
similar to cfPWV. These findings were supported by
inspecting the agreement plots generated using the tech-
nique described by Bland and Altman.?? Therefore, in our
hands, ctPWV has utility as a measure of systemic arterial
stiffness in young, healthy males and females.

To our knowledge, no study has examined the validity of
ctPWYV as a measure of arterial stiffness, though a previous
investigation by our laboratory”® assessed the vascular
health of children with a developmental disability using this
technique. While differences in study populations prevent
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Figure 3 The relationship between carotid-toe pulse wave

velocity (ctPWV) measured at Visits One and Two in the Reli-
ability Trial. Pearson’s test of correlation was employed
(r = 0.72, P < 0.01, n = 13) (Fig. 3A). Bland—Altman plot of
agreement displaying the difference in ctPWV between visits
as a function of the mean of ctPWV across visits in the Reli-
ability Trial. The mean difference between visits (—0.04 m/s;
solid black line denoted by mean) and confidence limits of the
mean difference (+2 SD: —0.6 to 0.5 m/s; solid gray lines) are
plotted (Fig. 3B).

comparison, Phillips et al.?® highlighted an important
feature of ctPWV: ctPWV can be employed to assess arterial
stiffness in populations where palpation of the femoral
pressure pulse may induce participant discomfort. In the
current study, we extend the utility of ctPWV by quanti-
fying its agreement with cfPWV as well its day-to-day
reliability.

To investigate whether ctPWV accurately measures
arterial stiffness in healthy young adults, we compared
PWYV values generated by the carotid-toe method with the
gold-standard, cfPWV.® Three pieces of evidence indicate
that ctPWV provided a valid measure of arterial stiffness: 1)

ctPWV demonstrated a moderate-to-strong linear relation-
ship with cfPWV (r = 0.79, P < 0.01), 2) ctPWV exhibited a
strong ICC (ICC = 0.86, P < 0.01) with cfPWV, and 3) the
Bland—Altman plot demonstrated agreement between
measures, with the caveat that cfPWV and ctPWV demon-
strated proportional bias. Although stiffness estimates
produced by ctPWV reflect systemic arterial properties,
these findings likely stem from both measures sharing the
central arterial path. Indeed, finger-toe PWV demonstrated
agreement with an estimate of cfPWV' and linear corre-
lations yielded a relationship between brachial-ankle PWV
and cfPWV.? Although Pearson’s correlation statistics were
calculated for the ctPWV—cfPWYV relationship in this study
and others investigating similar methodologies, the corre-
lation coefficient should be interpreted with caution as this
measure quantifies how tightly the data fall along any line
and does not assess absolute agreement.”” However, two
additional measures, the ICC and the Bland—Altman
agreement plot, both suggested that PWV values gener-
ated by the carotid-femoral and carotid-toe methods were
comparable. Importantly, our reference standard produced
stiffness estimates that were consistent with population
representative values.”* ?® For example, the participants
in the Validity Trial (5.3 + 0.7 m/s) exhibit similar cfPWV
(mean (£2 SD): 6.1 m/s (4.6—7.5 m/s)) as those collected in
a sample of 896 young normotensive individuals.?® There-
fore, the current findings suggest that ctPWV may provide
valid estimates of arterial stiffness in a healthy cohort.

As with any measure of arterial stiffness that circum-
vents femoral pulse wave acquisition (e.g., ctPWYV,
brachial-ankle PWV, finger-toe PWV)'>'%27 the peripheral
vasculature impacts the estimate obtained. For example,
additional analysis in the current study demonstrated a
correlation between femoral-toe PWV and ctPWV
(r = 0.88, P < 0.01). Similarly, a previous study’ indicated a
linear association between brachial-ankle PWV and leg PWV
(r = 0.76), suggesting that these measures of stiffness are
impacted by the properties of the peripheral vessels. In
conjunction with our finding that ctPWV and cfPWV exhibit
agreement, these observations support the concept that
ctPWV provides an index of systemic arterial stiffness,
reflecting the mechanics of the central elastic arteries, as
well as the peripheral vasculature of the leg and foot.
However, while this composite measure of PWV enables
researchers to identify adverse vasculature modifications
(at clinical or sub-clinical levels) in populations where
femoral pulse wave collection cannot be performed, ctPWV
prevents researchers from determining the precise location
of arterial modifications in cases where only the central or
peripheral vessels are impacted (e.g., some forms of ex-
ercise’® and aging®). Also, as this study was performed in
young healthy individuals it remains unclear whether pop-
ulations exhibiting central arterial stiffness such as older
individuals and patients with CVD or CVD risk factors will
demonstrate agreement between carotid-femoral and
ctPWV. Some insight may be gained from the observation
that brachial-ankle PWV exhibited a moderate—strong
relationship with aortic PWV in a sample of both young
and older individuals.” Moreover, in patients with acute
coronary syndrome and community-dwelling older adults,
brachial-ankle PWV predicted adverse cardiovascular out-
comes and mortality, independent of traditional risk
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factors.’'® Further studies are required to examine the
cfPWV—ctPWV agreement in patients and older individuals
as well as the predictive capacity of this measure.

This study also investigated ctPWV reliability, a critical
feature when assessing the validity of a method.?® Impor-
tantly, in our hands, ctPWV demonstrated strong reliability,
as evidenced by the Bland—Altman plot demonstrating
agreement between testing days as well as the day-to-day
coefficient of variation and strong ICC. These measures
likely underestimate the true reliability of both ctPWV and
cfPWV in our hands, as repeated measures were performed
across days allowing for external factors (e.g., diet, stress,
hydration status) to introduce both hemodynamic and
arterial variability. Regardless, the reliability statistics for
ctPWV are similar to those reported for finger-toe PWV
(coefficient of variation = 4.52%)'* as well as a PWV
method that calculates transit time using the ECG R-wave
and the pressure waveform at the dorsalis pedis artery
(coefficient of variation = 3.5%, ICC = 0.76).%” Impor-
tantly, we found the carotid-toe and carotid-femoral
measures to demonstrate similar variability across days.
Therefore, this measure may be employed by researchers
and clinicians as a simple technique to detect arterial
modifications, provided other studies demonstrate the
reliability of ctPWV.

The current data indicate that ctPWV accurately
measured systemic arterial stiffness and consistently
assessed vascular properties across days. These conclusions
are based on a relatively small sample size of young healthy
individuals with normal BP and no history of CVD (discussed
above). Due to limitations in equipment availability, CCA
and femoral artery tonometry were not performed simul-
taneously, which may have resulted in the systematic un-
derestimation of cfPWV—ctPWV agreement. However, as no
marked changes in HR or BP were observed during the
transition from CCA to femoral artery tonometry, we do not
regard this as a source of error in our study. Also, while
pulse wave transit times were measured accurately, the
inability to directly measure pulse wave travel distances
likely resulted in either an over- or under-estimation of
PWV in this study and others.® To minimize the potential
impact of the distance measurement on variability in this
study, standardized measurement protocols were
employed. Given that various methods of distance mea-
surement for PWV calculation are often used (e.g., the
total distance between proximal and distal pulse wave
acquisition sites), the PWV values obtained here may differ
from other studies.

Perspectives and significance

This study provides novel evidence to suggest that ctPWV
produces a valid and reliable estimate of systemic arterial
stiffness that minimizes participant discomfort and elimi-
nates the technical difficulty associated with femoral pulse
wave acquisition. This technique may enable researchers to
identify novel factors contributing to arterial stiffening,
along with new therapies that attenuate deleterious arte-
rial changes in populations where cfPWV cannot be per-
formed. Future research should examine the capacity of
ctPWV to measure arterial stiffness at baseline as well as

during acute cardiovascular stressors (e.g., orthostatic
stress) and/or chronic interventions (e.g., physical exer-
cise) in populations comprised of a wide age-range of
healthy individuals and patients with CVD.

Conflict of interest statement

The authors report no conflict of interest.

Acknowledgments

Stephen A. Klassen and Kylie S. Dempster contributed
equally to this work. Stephen A. Klassen was supported by
the Ontario Graduate Scholarship Program Stephen A.
Klassen is supported by a Natural Sciences and Engineering
Research Council of Canada (NSERC) Doctoral Scholarship.

References

1. Go AS, Mozaffarian D, Roger VL, Benjamin EJ, Berry JD, Blaha MJ,
et al. Heart disease and stroke statistics—2014 update: a report
from the American Heart Association. Circulation 2014;129(3):
€28—-292.

2. Perk J, De Backer G, Gohlke H, Graham |, Reiner Z,
Verschuren WMM, et al. European guidelines on cardiovascular
disease prevention in clinical practice (version 2012): the Fifth
Joint Task Force of the European Society of Cardiology and
other societies on cardiovascular disease prevention in clinical
practice (constituted by re). Atherosclerosis 2012;223(1):
1—68.

3. Cavalcante JL, Lima JAC, Redheuil A, Al-Mallah MH. Aortic
stiffness: current understanding and future directions. J Am
Coll Cardiol 2011;57(14):1511—-22.

4. Hughson RL, Robertson AD, Arbeille P, Shoemaker JK,
Rush JWE, Fraser KS, et al. Increased postflight carotid artery
stiffness and inflight insulin resistance resulting from 6-mo
spaceflight in male and female astronauts. Am J Physiol Circ
Physiol 2016;310(5):H628—38.

5. Klassen SA, Chirico D, O’Leary DD, Cairney J, Wade TJ. Linking
systemic arterial stiffness among adolescents to adverse
childhood experiences. Child Abuse Negl 2016;56:1—10.

6. Laurent S, Cockcroft J, Van Bortel L, Boutouyrie P,
Giannattasio C, Hayoz D, et al. Expert consensus document on
arterial stiffness: methodological issues and clinical applica-
tions. Eur Heart J 2006;27(21):2588—605.

7. Mitchell GF, Parise H, Benjamin EJ, Larson MG, Keyes MJ,
Vita JA, et al. Changes in arterial stiffness and wave reflection
with advancing age in healthy men and women: the Framing-
ham Heart Study. Hypertension 2004;43(6):1239—45.

8. Benetos A, Laurent S, Hoeks AP, Boutouyrie PH, Safar ME.
Arterial alterations with aging and high blood pressure. A
noninvasive study of carotid and femoral arteries. Arterioscler
Thromb Vasc Biol 1993;13(1):90—7.

9. Sugawara J, Hayashi K, Yokoi T, Cortez-Cooper MY, DeVan AE,
Anton MA, et al. Brachial—ankle pulse wave velocity: an index
of central arterial stiffness? J Hum Hypertens 2005;19(5):401.

10. Mattace-Raso FUS, van der Cammen TJM, Hofman A, van
Popele NM, Bos ML, Schalekamp MADH, et al. Arterial stiffness
and risk of coronary heart disease and stroke: the Rotterdam
Study. Circulation 2006;113(5):657—63.

11. Vlachopoulos C, Aznaouridis K, Stefanadis C. Prediction of
cardiovascular events and all-cause mortality with arterial
stiffness: a systematic review and meta-analysis. J Am Coll
Cardiol 2010;55(13):1318—27.


http://refhub.elsevier.com/S1872-9312(18)30022-X/sref1
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref1
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref1
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref1
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref1
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref1
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref2
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref2
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref2
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref2
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref2
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref2
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref2
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref2
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref2
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref3
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref3
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref3
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref3
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref4
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref4
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref4
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref4
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref4
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref4
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref5
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref5
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref5
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref5
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref6
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref6
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref6
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref6
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref6
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref7
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref7
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref7
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref7
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref7
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref8
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref8
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref8
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref8
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref8
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref9
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref9
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref9
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref9
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref10
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref10
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref10
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref10
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref10
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref11
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref11
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref11
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref11
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref11

38

S.A. Klassen et al.

12.

13.

14.

15.

16.

17.

18.

19.

Ben-Shlomo Y, Spears M, Boustred C, May M, Anderson SG,
Benjamin EJ, et al. Aortic pulse wave velocity improves car-
diovascular event prediction: an individual participant meta-
analysis of prospective observational data from 17,635 sub-
jects. J Am Coll Cardiol 2014;63(7):636—46.

Yamashina A, Tomiyama H, Takeda K, Tsuda H, Arai T, Hirose K,
et al. Validity, reproducibility, and clinical significance of
noninvasive brachial-ankle pulse wave velocity measurement.
Hypertens Res 2002;25(3):359—64.

Alivon M, Phuong TV-D, Vignon V, Bozec E, Khettab H, Hanon O,
et al. A novel device for measuring arterial stiffness using
finger-toe pulse wave velocity: validation study of the
pOpmeétre®. Arch Cardiovasc Dis 2015;108(4):227—34.
Matsuoka O, Otsuka K, Murakami S, Hotta N, Yamanaka G,
Kubo Y, et al. Arterial stiffness independently predicts car-
diovascular events in an elderly community—Longitudinal
Investigation for the Longevity and Aging in Hokkaido County
(LILAC) study. Biomed Pharmacother 2005;59:540—4.
Tomiyama H, Koji Y, Yambe M, Shiina K, Motobe K, Yamada J,
et al. Brachial-ankle pulse wave velocity is a simple and in-
dependent predictor of prognosis in patients with acute coro-
nary syndrome. Circ J 2005;69(7):815—22.

Klassen SA, Chirico D, Dempster KS, Shoemaker JK, O’Leary DD.
The role of aortic arch vascular mechanics in cardiovagal
baroreflex sensitivity. Am J Physiol Integr Comp Physiol 2016;
311(1):R24-32.

Fagius J, Karhuvaara S. Sympathetic activity and blood pres-
sure increases with bladder distension in humans. Hyperten-
sion 1989;14(5):511—-7.

Robertson AD, Tessmer CF, Hughson RL. Association between
arterial stiffness and cerebrovascular resistance in the elderly.
J Hum Hypertens 2010;24(3):190.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

O’Rourke MF, Staessen JA, Vlachopoulos C, Duprez D. Clinical
applications of arterial stiffness; definitions and reference
values. Am J Hypertens 2002;15(5):426—44.

Ludbrook J. Confidence in Altman—Bland plots: a critical re-
view of the method of differences. Clin Exp Pharmacol Physiol
2010;37(2):143-9.

Altman DG, Bland JM. Measurement in medicine: the analysis
of method comparison studies. Statistician 1983;32:307—17.
Phillips AA, Chirico D, Coverdale NS, Fitzgibbon LK,
Shoemaker JK, Wade TJ, et al. The association between
arterial properties and blood pressure in children. Appl Physiol
Nutr Metab 2014;40(1):72—8.

Filipovsky J, Ticha M, Cifkova R, Lanska V, Stastna V, Roucka P.
Large artery stiffness and pulse wave reflection: results of a
population-based study. Blood Press 2005;14(1):45—52.
Segers P, Rietzschel ER, De Buyzere ML, Vermeersch SJ, De
Bacquer D, Van Bortel LM, et al. Noninvasive (input) impedance,
pulse wave velocity, and wave reflection in healthy middle-aged
men and women. Hypertension 2007;49(6):1248—55.
Collaboration RV for AS. Determinants of pulse wave velocity in
healthy people and in the presence of cardiovascular risk
factors: “establishing normal and reference values.” Eur Heart
J 2010;31(19):2338—-50.

Currie KD, Proudfoot NA, Timmons BW, MacDonald MJ. Nonin-
vasive measures of vascular health are reliable in preschool-
aged children. Appl Physiol Nutr Metab 2010;35(4):512—7.
Phillips AA, Cote AT, Foulds HJ, Charlesworth S, Bredin SSD,
Burr JF, et al. A segmental evaluation of arterial stiffness
before and after prolonged strenuous exercise. Appl Physiol
Nutr Metab 2012;37(4):690—6.

Greenhalgh T. How to read a paper. Papers that report diag-
nostic or screening tests. Br Med J 1997;315(7107):540.


http://refhub.elsevier.com/S1872-9312(18)30022-X/sref12
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref12
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref12
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref12
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref12
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref12
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref13
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref13
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref13
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref13
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref13
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref14
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref14
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref14
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref14
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref14
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref14
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref15
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref15
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref15
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref15
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref15
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref15
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref15
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref16
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref16
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref16
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref16
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref16
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref17
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref17
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref17
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref17
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref17
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref18
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref18
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref18
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref18
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref19
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref19
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref19
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref20
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref20
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref20
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref20
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref21
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref21
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref21
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref21
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref21
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref22
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref22
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref22
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref23
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref23
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref23
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref23
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref23
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref24
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref24
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref24
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref24
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref24
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref24
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref25
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref25
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref25
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref25
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref25
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref26
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref26
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref26
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref26
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref26
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref27
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref27
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref27
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref27
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref28
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref28
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref28
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref28
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref28
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref29
http://refhub.elsevier.com/S1872-9312(18)30022-X/sref29



