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Carotid femoral pulse wave velocity in type 2 diabetes
and hypertension: capturing arterial health effects of
step counts

Kaberi Dasgupta®P®, Ellen Rosenberg?, Lawrence Joseph®P®, Luc Trudeau?, Natasha Garfield?,

Deborah Chan®, Mark Sherman?, Rémi Rabasa-Lhoret¢, and Stella S. Daskalopoulou®®

Objective: Optimal medication use obscures the impact of
physical activity on traditional cardiometabolic risk factors.
We evaluated the relationship between step counts and
carotid-femoral pulse wave velocity (cfPWV), a summative
risk indicator, in patients with type 2 diabetes and/or
hypertension.

Research design and methods: Three hundred and sixty-
nine participants were recruited (outpatient clinics;
Montreal, Quebec; 2011-2015). Physical activity
(pedometer/accelerometer), cfPWV (applanation tonometry),
and risk factors (A1C, Homeostatic Model Assessment—
Insulin Resistance, blood pressure, lipid profiles) were
evaluated. Linear regression models were constructed to
quantify the relationship of steps/day with cfPWV.

Results: The study population comprised 191 patients
with type 2 diabetes and hypertension, 39 with type 2
diabetes, and 139 with hypertension (mean + SD: age
59.6+ 11.2 years; BMI 31.3+4.8 kg/mz; 54.2% women).
Blood pressure (125/77 + 15/9 mmHg), A1C (diabetes:
7.7 +1.3%); 61 mmol/mol), and low-density lipoprotein
cholesterol (diabetes: 2.19 4= 0.8 mmol/I; without diabetes:
3.13 £ 1.1mmol/l) were close to target. Participants
averaged 5125+ 2722 steps/day. Mean cfPWV was

9.8+ 2.2 m/s. Steps correlated with cfPWYV, but not with
other risk factors. A 1000 steps/day increment was
associated with a 0.1 m/s cfPWV decrement across adjusted
models and in subgroup analysis by diabetes status. In a
model adjusted for age, sex, BMI, ethnicity, immigrant
status, employment, education, diabetes, hypertension,
medication classes, the mean cfPWV decrement was

0.11 m/s (95% confidence interval —0.2, —0.02).

Conclusions: cfPWV is responsive to step counts in
patients who are well controlled on cardioprotective
medications. This ability to capture the ‘added value’ of
physical activity supports the emerging role of cfPWV in
arterial health monitoring.

Keywords: accelerometer, applanation tonometry, arterial
stiffness, diabetes mellitus, hypertension, pedometer,
physical activity

Abbreviations: A1C, hemoglobin A1C; ACEi, angiotensin-
converting enzyme inhibitor; ARB, angiotensin receptor
blocker; cfPWV, carotid-femoral pulse wave velocity;
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HOMA-IR, Homeostatic Model Assessment—Insulin
Resistance; MVPA, moderate to vigorous physical activity;
PWV, pulse wave velocity; r, Pearson correlation
coefficient; SD, standard deviation; VO,peak, peak oxygen
uptake

INTRODUCTION

elf-monitoring of glucose levels [1] and blood pres-
S sure [2,3] has allowed patients to make concrete

connections between medication adherence and vas-
cular health in type 2 diabetes and hypertension. Although
guidelines also emphasize the importance of optimizing
health behaviors such as physical activity, implementation
has lagged behind that of medication-based approaches
[4-6].

Novel physical activity monitoring devices offer the
opportunity for higher levels of patient engagement and
collaboration to increase physical activity levels [7]. Longi-
tudinal investigations [8—10] demonstrate that regular walk-
ing leads to a greater than 40% reduction in mortality and
vascular event rates over the following decade. Pedometers
and accelerometers capture ‘steps’ in real time. A longitudi-
nal evaluation in prediabetes (93006 participants in 40
countries) demonstrated that a 2000 steps/day baseline
increment led to a 10% reduction in vascular complications
over an average of 6 years [11].

The impact of physical activity is not entirely explained
by effects on individual vascular risk factors [12]; more

Journal of Hypertension 2017, 35:1061-1069

®McGill University, PResearch Institute of the McGill University Health Center and
“Université de Montréal, Quebec, Canada

Correspondence to Kaberi Dasgupta, MD, MSc, FRCPC, McGill University, Division of
Clinical Epidemiology, Department of Medicine, McGill University Health Centre, 687
Pine Avenue West, V1.08, Montréal, QC, Canada. Tel: +1 514 934 1934 ext. 44715;
fax: +1 514 934 8293; e-mail: kaberi.dasgupta@mcgill.ca

Received 8 September 2016 Revised 28 October 2016 Accepted 5 January 2017
J Hypertens 35:1061-1069 Copyright © 2017 The Author(s). Published by Wolters
Kluwer Health, Inc. This is an open-access article distributed under the terms of the
Creative Commons Attribution-Non Commercial-No Derivatives License 4.0 (CCBY-
NC-ND), where it is permissible to download and share the work provided it is properly
cited. The work cannot be changed in any way or used commercially without
permission from the journal.

DOI:10.1097/HJH.0000000000001277

www.jhypertension.com 1061


mailto:kaberi.dasgupta@mcgill.ca

Dasgupta et al.

comprehensive assessment of vascular health could better
reflect physical activity’s favourable effects. Carotid-femoral
pulse wave velocity (cfPWV), the gold standard measure of
arterial stiffness, provides a summative measure of vascular
health [13—15]. In a meta-analysis of cohort studies, a 1 m/s
increment in cfPWV corresponded to a 15% risk increase in
vascular events and mortality [16]. In the Rio de Janeiro
diabetes cohort study, a 1m/s cfPWV increment corre-
sponded to a 13% increase in a composite of fatal and
nonfatal cardiovascular events and all-cause mortality [17].
In the present study, we estimated the association
between steps and cfPWV in patients treated for type 2
diabetes and/or hypertension. Our overarching aim was to
determine if cfPWV would reflect step count levels in a
patient population on cardioprotective medications.

RESEARCH DESIGN AND METHODS

This is a cross-sectional examination of baseline data from
the SMARTER trial for which recruitment has been com-
pleted and interventions are ongoing (SMARTER — Step
Monitoring to improve ARTERial health; Clinicaltrials.gov
NCT01475201; registered 16 November 2011) [18]. The
protocol was approved by McGill University’s Faculty of
Medicine Institutional Review Board (A08-M76—11B) and
participating institutions (McGill University Health Centre,
St Mary’s Hospital, Sir Mortimer General Jewish General
Hospital, Institut De Recherches Cliniques De Montreal). All
participants completed informed consent procedures. The
study design and methods have been previously described
[18]. Between March 2012 and March 2015, 80 collaborating
physicians identified potentially eligible participants during
routine clinic visits. Eligibility was based on diagnosis of
type 2 diabetes, hypertension, or both; age 18 years or
above; BMI between 25 and 40 kg/m?; and absence of gait
impairment. Excluded were individuals with comorbid
conditions with potential to impact procedures/outcomes
(e.g. active malignancy, pregnancy) and those in whom
cfPWV could not be assessed (e.g. atrial fibrillation or other
arrhythmias). In terms of physical activity, candidates were
excluded if they reported 150 min or more of leisure time
physical activity per week or if pedometer-recorded step
counts were 10000/day or more during the 1-week evalu-
ation phase with a pedometer prior to randomization,
described below.

Measurements

Steps/day and physical activity intensity

Participants wore a Yamax SW-701 pedometer at the waist
for 1 week. The viewing window was concealed with a
snap-on cover and tamper-proof seal [18]. In addition to the
pedometer, participants wore an accelerometer (Actigraph
GT3x+). For accelerometer measures, wear time was
defined as at least 60 consecutive minutes of nonzero
accelerometer counts, with allowance for 1-2 min of counts
between 0 and 100 (i.e. spike tolerance). A valid wear day
was defined as 10 or more hours of wear time; acceler-
ometer data were used for participants with 4 or more valid
wear days. Thresholds for physical activity intensity were:
sedentary at less than 200 counts/min; light at 200-
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1999 counts/min; moderate at 2000—3999 counts/min; and
vigorous at 4000 or more counts/min [19]. Time at moderate
to vigorous physical activity (MVPA) intensity per day was
derived from accelerometer data. We evaluated the corre-
lation between pedometer and accelerometer-assessed step
counts, which was high with a Pearson correlation coef-
ficient of 0.63. Pedometer-assessed step counts were used
in the main analysis as complete data were available for
all participants.

Arterial stiffness and vessel hemodynamic
measurements

Peripheral blood pressure and heart rate were measured
using an automated oscillometric BpTru Blood Pressure
Monitor (BpTru Medical Devices Ltd, British Columbia,
Canada) [20]. Six automated measures of systolic and dias-
tolic blood pressure were taken at 1-min intervals, the first
values were discarded, and the averages of the final five
systolic and five diastolic blood pressure values were sep-
arately computed by the device. cfPWV was measured in
duplicate and values were averaged through applanation
tonometry (SphygmoCor system, AtCor Medical, Sydney,
Australia) after a 10-min rest (supine position) [14,21,22].
Specifically, a micromanometer-tipped tonometer (SPC-
301; Millar Instruments, Houston, Texas, USA) was placed
over the carotid artery in the neck and the femoral artery
(crease of the leg) in order to obtain the waveforms. Using
the tonometer and a three-lead ECG, the PWV was auto-
matically calculated from measurements of the pulse transit
time and the distance between the two recording sites,
carotid and femoral [PWV =distance (m)/transit time (s)]
[14,21,22]. The transit time was measured from the foot of
the carotid waveform to that of the femoral waveform (foot-
to-foot method) using sequential recordings referenced to
the ECG. In all participants, the distance was defined as
(distance from the suprasternic notch to femoral artery) —
(distance from carotid artery to the suprasternic notch), and
was measured directly with a measuring tape [14,21,22].
This distance measurement method is termed the subtrac-
tion method. As confirmed by an MRI-based study, the
subtraction method slightly overestimates the distance in
comparison to an alternative method that is based on
computing 80% of the direct measurement of the distance
between sites [23]. However, both these methods (subtrac-
tion and 80% of direct measurement) are recommended by
the American Heart Association [21].

All measurements were performed in our state-of-the art
Vascular Lab at McGill University Health Center, which is a
temperature (20 & 1°C) and humidity (60 4 5%) controlled
environment. All participants were assessed at approxi-
mately the same time during the morning to minimize
the effect of the circadian cycle [24]. Participants were
fasting and were specifically instructed to abstain from
any caffeinated beverages, ethanol intake, and smoking
for at least 12h prior to the assessments.

Other assessments

Participants completed questionnaires querying demo-
graphic factors, health behaviors, and medical history. A
research assistant recorded antihyperglycemic, antihyper-
tensive, and lipid-lowering medications. Type 2 diabetes,
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hypertension, and dyslipidemia status were defined as
participant-reported physician diagnosis and/or use of
relevant medications. Participants enrolled prior to Septem-
ber 2015 completed a fitness assessment; VO pea Was
evaluated during treadmill testing (model VMax229LV;
Sensorsmedics, Yorba Linda, California, USA; Med-
TrackCR60 Treadmill, Quinton, Bothell, Washington,
USA; Bruce ramp protocol). Anthropometric measures
were performed using standard procedures (height,
weight, waist, and hip circumferences). With fasting venous
blood samples, we assessed total cholesterol, high-density
lipoprotein cholesterol (HDL-C), triglycerides, low-density
lipoprotein cholesterol (LDL-C) (calculated using the Frie-
dewald equation), apolipoproteins Al and B, hemoglobin
Alc (in diabetes patients), and high-sensitivity C-reactive
protein. In patients not on insulin therapy, fasting glucose
and insulin values were assessed and the Homeostatic
Model Assessment—Insulin Resistance (HOMA-IR) was
computed [25].

Statistical analyses

Means, standard deviations (SDs), number, and proportions
were calculated, as appropriate, for all variables measured,
both overall and separately for those with and without
type 2 diabetes. Step counts were plotted against cfPWV,
HOMA-IR, A1C, systolic blood pressure, and LDL-C; and
Pearson correlation coefficients were computed with 95%
confidence intervals (CIs).

Given that the plot of steps vs. cfPWV suggested that a
linear model was reasonable and there was an inverse
correlation between these two variables, a series of linear
regression models was constructed to evaluate the relation-
ship in greater detail. First, an unadjusted model was
constructed; next, the model was adjusted for age and
sex. We then added BMI, followed by a separate model
that included waist circumference instead of BMI. Sub-
sequently, we added other variables to each of these
models, including demographic factors, type 2 diabetes
and hypertension status, each medication category [i.e.
antihyperglycemic categories (metformin, sulfonylureas,
insulin); antihypertensive categories (angiotensin-convert-
ing enzyme inhibitor (ACED) or angiotensin receptor
blocker (ARB); B-blocker; calcium channel antagonist; diu-
retic; other] and lipid-lowering therapies (statins, other). We
opted not to include other cardiometabolic risk factors in
the models as we considered these to lie along the hypo-
thesized causal pathway from step counts to cfPWV;
moreover, these factors did not demonstrate an important
correlation with cfPWV in this clinical cohort (see ‘Relation-
ship between step counts and cardiometabolic risk factors
and cfPWV’ subsection under the ‘Results’ section).

We repeated the above series of models with additional
adjustment for MVPA and also considered models that
included MVPA but not step counts.

RESULTS

The study cohort included 369 adults (Fig. 1; mean age
60 years, 200 women, Table 1 and Supplementary Table 1,
http://links.Iww.com/HJH/A730), most of whom were edu-
cated beyond high school (72.4%). Over 60% of participants
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TABLE 1. Demographic characteristics, physical activity and
fitness, anthropometric measures, and past medical

history

Age, years, mean (SD) 59.6 (11.2)

Women, no. (%) 200 (54.2)

Postsecondary education, no. (%) 254 (72.4)

White, no. (%) 221 (60.2)

Immigrant, no. (%) 172 (46.6)

Married/common-law, no. (%) 246 (74.8)

Full time or part time work or student, no. (%) 215 (59.2)

Physical activity and fitness
Steps/day, mean (SD) 5165 (2722)
Moderate to vigorous activity, h/day, mean (SD) 0.82 (0.89)
Total activity, kcal/day, mean (SD) 571 (460)
Fitness, VO, peak percentile <10%, number (%) 159 (67.4)

Anthropometric measures, mean (SD)

Women
Body mass index (kg/m?) 32.2 (4.5)
Waist circumference (cm) 101.3 (10.7)
Waist/hip 0.90 (0.1)

Men
Body mass index (kg/m?) 31.3(4.8)
Waist circumference (cm) 107 (11.6)
Waist/hip 0.99 (0.1)

Smoking history, no. (%)

Current smoker 21 (5.7)

Past smoker 129 (35.1)
Diabetes, no. (%) 230 (62.3)

Diabetes duration (years) mean (SD) 10.5 (7.9)

Antihyperglycemic therapy, no. (%)

Metformin 199 (86.5)

Sulfonylurea 80 (34.8)

Insulin 68 (29.6)

Gestational diabetes history (in women with previous 39 (25)

pregnancy; n=155)

Hypertension, no. (%) 330 (89.4)
Hypertension duration, years, mean (SD) 12.4 (10.8)
Antihypertensive agents, no. (%)

Angiotensin-converting enzyme inhibitor or 260 (70.4)

receptor blocker

Calcium channel blocker 113 (30.6)

B-blocker 105 (28.5)

Diuretic 165 (44.5)

Hypertensive disorder of pregnancy (in women with 35 (22.6)

previous pregnancy; n= 155)

Dyslipidemia, no (%) 254 (68.8)
Dyslipidemia duration, years, mean (SD) 9.5 (8.2)
Dyslipidemia therapy, number (%)

HMGCOoA reductase inhibitor (statin) 214 (58.0)
Cardiovascular disease 67 (18.2)
Menopause (women) 147 (73.5)
Antiplatelet agent 155 (42.0)

Missing values for education (18; 15 in diabetes), ethnocultural background (2; 1 in
diabetes), marital status (40; 24 in diabetes), and work status (6; 4 in diabetes). Forty-
two participants did not have valid accelerometer data (33 in diabetes). Exercise stress
tests were not conducted in 133 participants (84 in diabetes).

had type 2 diabetes, nearly 90% had hypertension, and
approximately 70% were treated for dyslipidemia. Nearly
one-fifth had clinically diagnosed cardiovascular disease
(18.2%). Overall, approximately 40% were non-white and
over half were immigrants. Both men and women were on
average at the stage 1 level of obesity with abdominal
obesity; 73.5% of women were in menopause. Higher
proportions of those with type 2 diabetes were men, were
working, and were non-white. Blood pressure was well
controlled (mean 125/77 4+ 15 mmHg; Table 2); people with
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1 pacemaker

4 no diabetes or hypertension
7 atrial fibrillation

38 BMI < 25 kg/m?

24 BMI > 40 kg/m?

61 regular exercise (>150
== | min/week)

96 not interested

7 frequently out of town

5 mobility impairment (cane)
39 declined but eligibility form
not completed

18 co-morbid conditions”

20 cardiac rythm that did not
- | permit cfPWV assessment’

3 baseline evaluations incomplete

FIGURE 1 Participant flow.

type 2 diabetes had somewhat lower values (mean 123/
77 +£15mmHg). A1C values averaged 7.7 + 1.3% (61 mmol/
mol) in patients with type 2 diabetes. Participants were in
general on appropriate cardioprotective medications (e.g.
ACEi or ARB treatment: over 70% overall and 73.9% with
type 2 diabetes; statin therapy: 58% overall and 72.2% with
type 2 diabetes). Close to one-third of participants with type
2 diabetes were on insulin therapy and 86.5% were taking
metformin. Among the women with a past pregnancy, over
one-fifth had a history of a hypertensive disorder of preg-
nancy and one-quarter had a history of gestational diabetes.
Mean HOMA-IR was high (>2.7) [26] in both those with and

TABLE 2. Direct measures of arterial health and cardiometabolic
risk factors

Overall (N=369)

Carotid femoral pulse wave velocity (m/s) 9.8 (2.2)
Systolic/diastolic blood pressure, mean (SD) (mmHg) 125 (15)/77 (9.0)
Heart rate (b.p.m.) 72 (12)
Hemoglobin A1C, %, mean (SD) in those with 7.7 (1.3)
type 2 diabetes
HOMA-IR, mean (SD)
Type 2 diabetes not on insulin therapy 4.5 (3.5)
No diabetes 3.0 (2.0)
Lipid profile, mean (SD)
Total cholesterol (mmol/l) 4.54 (1.3)
HDL (mmol/l) 1.25 (0.33)
LDL (mmol/l) 2.54 (1.0)
C-reactive protein, mean (SD) (mg/l) 4.8 (13)

HDL, high-density lipoprotein; HOMA-IR, Homeostatic Model Assessment—Insulin
Resistance; LDL, low-density lipoprotein.
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without type 2 diabetes, but, as expected, higher in those
with type 2 diabetes.

The average step count was 5125 4 2722 steps/day (.e.
in low active range) overall with a slightly lower value in
those with type 2 diabetes (5010 #2800 steps/day) com-
pared to those without type 2 diabetes (5420 4 2600 steps/
day) [27]. More than three-fourths of time was at the
sedentary intensity (accelerometer measures) with an aver-
age of 48 min per day of MVPA. Fitness was poor (67.4%
less than age-specific 10th percentile VO,,eq value). The
average cfPWV was elevated at 9.8+ 2.2m/s, with a value
of 10.0+2.3m/s in those with type 2 diabetes and
9.4£2.0m/s in those without type 2 diabetes.

Relationship between step counts and
cardiometabolic risk factors and carotid-femoral
pulse wave velocity

In this cohort, plots (Fig. 2) of steps vs. systolic blood
pressure (r=-—0.05, 95% CI —0.15, 0.05) and steps vs.
HOMA-IR (r=—-0.09, 95% CI —0.2, 0.02) were consistent
with an inverse relationship, but this finding was not
conclusive. Plots of steps vs. LDL (r=0.01, 95% CI
—0.10, 0.11) and steps vs. A1C (r=0.03, 95% CI —0.1,
0.16) did not suggest a relationship.

In contrast, an inverse linear relationship between steps
and cfPWV was evident (r= —0.24, 95% CI —0.34, —0.14). A
1000 increment in steps/day was associated with a 0.2m/s
decrement (95% CI —0.28, —0.12) in c¢fPWV in an unad-
justed linear regression model. In a model adjusted for age,
sex, BMI, ethnicity, immigrant status, employment, edu-
cation, type 2 diabetes, hypertension, medication classes,
and MVPA, the mean cfPWV decrement was 0.10 m/s (95%
CI —0.19, —0.02) for each 1000 steps/day increment. There
was an approximately 0.1 m/s decrement in cfPWV across
the 19 adjusted models examined (Table 3 and Supple-
mentary Table 3, http://links.lww.com/HJH/A730); adjust-
ment for MVPA did not alter the association between step
counts and cfPWV. MVPA did not demonstrate an associ-
ation in this cohort with cfPWV in either univariate or
adjusted models (per 1-h increment in MVPA/day:
—0.16m/s, 95% CI —0.44, 0.12; Supplementary Table 3,
http://links.Iww.com/HJH/A730). When we adjusted for
heart rate and mean arterial pressure (analyses not shown),
the magnitude of association between step counts and
cfPWV was halved and the findings were no more
statistically significant.

Subgroup analyses (e.g. by sex, type 2 diabetes status)
demonstrated similar findings for the association between
step counts and cfPWV: in models adjusted for age, BMI,
ethnicity, immigrant status, employment, and education, a
1000 increment in steps/day was associated with a 0.13m/s
decrement (95% CI —0.24, —0.02) in men overall, 2 0.12m/s
decrement (95% CI —0.24, —0.005) in women overall, and a
0.13 m/s decrement (95% CI —0.2, —0.02) in type 2 diabetes.
Further adjustments in these subanalyses yielded incon-
clusive results.

Other predictors of cfPWV

We identified independent relationships between step
counts and age, BMI, and waist circumference. In fully
adjusted models (age, sex, BMI, ethnicity, immigrant status,
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FIGURE 2 Step counts in increments of 1000 steps/day vs. (a) carotid femoral pulse wave velocity, (b) systolic blood pressure, (c) hemoglobin A1C, (d) LDL cholesterol, and
(e) HOMA-IR. Overall (solid lines), type 2 diabetes (dashed lines), and hypertension (dotted lines). A1C, hemoglobin A1C; HOMA-IR, Homeostatic Model Assessment—Insulin

Resistance; LDL, low-density lipoprotein.

employment, education, type 2 diabetes, hypertension,
medication classes, MVPA), a 1-year age increment was
associated with a 0.09 increment in cfPWV (95% CI 0.06,
0.1), and a 1kg/m?* BMI increment was associated with a
0.06 m/s increment in cfPWV (95% CI10.02, 0.11). In the fully
adjusted model that included waist circumference instead
of BMI, a 1cm increment in waist circumference was
associated with a 0.04m/s increment in cfPWV (95% CI
0.02, 0.06). Values were similar for women and men across
models (not shown).

TABLE 3. Change in carotid femoral pulse wave velocity per
1000 steps/day

Model cfPWV change, m/s Other variables
(95% Cl) per 1000 steps/day in model

1 —0.20 (—0.28, —0.12) Unadjusted

2 —0.14 (-0.21, —-0.07) +Age, sex

3 —0.12 (-0.16, —0.04) +BMI

4 —0.13 (0.2, —0.05) +Ethnicity, immigrant status,

employment, education
5 —0.11 (—0.2, —0.02) +Type 2 diabetes, hypertension
6 —0.11 (-0.2, —0.02) +Medication classes®

cfPWV, carotid-femoral pulse wave velocity; Cl, confidence interval.

“The medication classes are specific categories of antihyperglycemic (metformin,
sulfonylureas, insulin), antihypertensive (angiotensin-converting enzyme inhibitor or
angiotensin receptor blocker, B-blocker, calcium channel antagonist, diuretic, other), and
lipid-lowering therapies (statins, other).

Journal of Hypertension

DISCUSSION

We demonstrated a consistent inverse relationship between
step counts and cfPWYV in adults with type 2 diabetes and/or
hypertension. A 1000 steps/day increment is associated
with a 0.1 m/s decrement in cfPWV across adjusted models.
The relationship remains robust even after accounting for a
variety of covariates and potential confounders, including
age and other demographic factors, anthropometric
measures, use of cardioprotective medications, and
physical activity intensity. Furthermore, the direction and
magnitude of the relationship remained unaltered in sub-
group analyses, by sex, diabetes status, and hypertension
status. In fully adjusted models, age and anthropometric
measures demonstrated independent relationships with
step counts. A l-year age increment, 2kg/m” higher BMI
or 3cm increase in waist circumference, and a 1000 steps/
day decrement were each associated with a 0.1 m/s higher
cfPWV.

The decrement of 0.1 m/s cfPWV that we observed to be
associated with a 1000 step/day increment was identified in
a patient population with well controlled cardiometabolic
risk profiles (e.g. mean BP 125/77 mmHg).

Whereas a 1000 steps/day increment is associated with a
0.1m/s cfPWV decrement, a higher step count increment
would be linked to a greater cfPWV decrement. Meta-
analyses indicate that pedometer-based interventions lead
to an average step count increase of 2000 steps/day [28—30].
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Based on our findings, such an increase would correspond
to a 0.2m/s cfPWV reduction. Extrapolating from meta-
analyses evaluating relationships between cfPWV and vas-
cular events and mortality [16], a2 0.2 m/s reduction in cfPWV
would be estimated in turn to lead to a 3% decrease in
vascular events and mortality. A 0.2m/s reduction corre-
sponds to 50% of the cfPWV reduction observed with
supervised exercise programs in one meta-analysis [31,32]

In a previous study addressing the association between
step counts and cfPWV in type 2 diabetes [33], there was a
conclusive difference in cfPWV at step count extremes
(<5000 steps/day vs. >10000 steps/day; 11 vs. 10.2m/s),
although an inverse linear relationship between steps
and cfPWV was not observed. The absence of a linear
relationship at baseline in this previous study may be
related to a higher mean step count compared to our study
(7863 vs. 5170 steps/day in our study). At 4 years follow-up
[34], there was slower progression of cfPWV for those with
higher baseline step counts; specifically, the increase in
cfPWV was 0.1 m/s less per 1000 steps/day baseline incre-
ment. The magnitude and direction of this were notably
similar to our findings, lending support to the 1000 steps/
day increment to 0.1 m/s cfPWV decrement relationship
that we observed.

In one pedometer-based intervention meta-analysis [28],
interventions led to a 3.8 mmHg systolic blood pressure
reduction. Similarly, in a previous cohort study in type 2
diabetes, we determined a 1000 daily step increment to be
associated with 2.6 mmHg decrement in women [35]. In the
SMARTER cohort, however, we did not detect a relationship
between step counts and blood pressure. Notably, in this
cohort, mean systolic blood pressure was 125 mmHg across
the range of step counts, in contrast to our prior study in
which values ranged from 144mmHg in quartile 1 to
131 mmHg in quartile 4. The lower blood pressure in the
SMARTER cohort may be a result of participation of patients
more adherent to treatments, use of multiple automated
measurements, and tighter management of blood pressure
in recent years. Similarly, we did not observe a relationship
between A1C and step counts in type 2 diabetes patients;
this is consistent with the findings of a meta-analysis of
pedometer-based interventions in type 2 diabetes [29]. The
authors note that baseline A1C values were well controlled
(6.64-8.0%), possibly limiting ability to detect an impact of
interventions on A1C. Despite an absence of relationship
between step counts to systolic blood pressure and A1C in
the SMARTER cohort, we have demonstrated a relationship
between step counts and cfPWYV; this underscores the
potential benefit of using cfPWV to capture impacts of
health behaviors that may otherwise be obscured
by pharmacotherapy.

Whereas we did not identify a relationship between
steps and individual cardiovascular risk factors, these all
likely contributed, over time, to an impact on cfPWV. We
conceptualized the relationship of step counts to cfPWV to
be mediated at least partly through individual cardiovas-
cular risk factors and thus did not adjust for variables ‘along
the causal pathway.’ Indeed, as expected, when we
adjusted for heart rate and mean arterial pressure (MAP;
analyses not shown), the magnitude of association between
step counts and cfPWV was halved.
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We did not observe a relationship between physical
activity intensity and cfPWV independent of the relation-
ship between step counts and cfPWV. In a younger general
population cohort [360] (Framingham Heart Study third
generation cohort; mean age 47 years), a 10-min increment
in MVPA was associated with a 0.5m/s decrement in
cfPWV. Whereas some studies observed added benefit to
increasing intensity, and also volume of physical activity
[32,37], this was not apparent in our cohort. Moreover, in
older patients with type 2 diabetes and hypertension, a
focus on increasing step counts may be a more realistic and
practical option than increasing intensity, as suggested by
evaluations of patient preferences [38]. Consistent with this,
previous evidence suggests that even habitual physical
activity is associated with decreased arterial stiffness
[37,39—41]. Several changes in arterial structure with aging
or presence of cardiovascular risk factors may contribute to
increased arterial stiffness, including fragmentation of
elastin, deposition of collagen, and smooth muscle hyper-
trophy as a result of exposure to free radicals and inflam-
matory cytokines [42], and also reduced nitric oxide and
increased vasoconstrictors (angiotensin, endothelin, pros-
taglandins) [43]. The beneficial effect of higher physical
activity levels on arterial stiffness can be attributed to
different mechanisms involved in both the function and
structure of the arteries. These mechanisms include anti-
oxidant effects (through up-regulation of superoxide dis-
mutases and down-regulation of NAD(P)H oxidase) [44],
anti-inflammatory effects (by increasing anti-inflammatory
cytokines, e.g. interleukin (IL)-4, IL-10), and reduction of
proinflammatory cytokines [IL-6 and tumour necrosis factor
(TNF)-a]. Furthermore, physical activity is known to have
direct effects on the endothelium leading to increased nitric
oxide production, and decreased release of vasoconstrictor
agents. Specifically, increased production of nitric oxide is
believed to have antimitogenic effects that inhibit vascular
smooth muscle proliferation and cause vasorelaxation [45].
Nitric oxide also plays an important role in counterbalanc-
ing the vasoconstrictive actions of endothelin by inhibiting
its synthesis in endothelial cells [46]. Structurally, physical
activity has been shown to mitigate the cross-linking of
structural proteins by advanced glycation products within
the arterial wall and inhibits the smooth muscle-mediated
synthesis of collagen, both key contributors to arterial
stiffness [47].

Our study has several strengths, including the objective
measurement of physical activity, the use of a validated
measure of arterial stiffness, with which we have extensive
experience in our Vascular Lab [22,48—51], and our ability to
account for a variety of demographic factors, and also
specific antihypertensive, antihyperglycemic, and lipid-
lowering therapies.

An aspect that could be interpreted as a limitation is the
high level of blood pressure control in our study cohort, as
we have previously discussed. Indeed, the mean cfPWV
observed in our cohort was identical to that of study
participants with optimized risk factors and behaviors in
the Maine-Syracuse Longitudinal Study and lower than
those in that study with less optimal risk factors in whom
cfPWV averaged 11.7 m/s [52]. Despite this, we identified
an inverse relationship between steps and cfPWV. This
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is arguably additional evidence of the importance of
physical activity in the management of patients with hyper-
tension, diabetes, or additional cardiometabolic profile
abnormalities.

The cross-sectional design of the present analysis is a
limitation to making causal inferences. Nonetheless, we
believe that our findings nonetheless support the respon-
siveness of cfPWV to step counts in type 2 diabetes and
hypertension, when interpreted in the context of prior
studies. Participating individuals are enrolled in our clinical
trial and thus may represent a more motivated group who
may have higher step counts than the less motivated,
despite this possibility, average step count values were in
the sedentary to low active range. Our analyses demon-
strate that in patients with type 2 diabetes and/or hyperten-
sion, cfPWYV values distinguish those with higher and lower
step counts, even when cardiometabolic risk factors are
well controlled across step count values, as a result
of pharmacotherapy.

In conclusion, the integration of physical activity pro-
motion strategies into hypertension and diabetes clinical
management has been historically limited by a paucity of
monitoring tools. Pedometers and accelerometers now
allow the objective capture of physical activity data. Cap-
turing arterial health impact, however, is challenging in the
context of cardioprotective medications with direct impacts
on cardiometabolic risk factors. Our analyses demonstrate
that cfPWV captures the ‘added value’ of physical activity
effects on arterial health, in contrast to traditional cardio-
metabolic risk factors, in patients with type 2 diabetes and
hypertension. cfPWYV is advocated by European and Amer-
ican guidelines as a means of monitoring vascular health
[21,53]. We acknowledge that at the present time, cfPWV
remains dependent on expensive equipment and technical
expertise. However, we anticipate that the technology will
evolve to become cheaper, simpler, and thus more acces-
sible in the coming years. As pedometer and accelerometer
technologies are integrated into patient management,
cfPWV measurements may eventually allow physicians
and patients to tailor physical activity strategies for maximal
arterial health benefits.

ACKNOWLEDGEMENTS

The SMARTER trial group includes the following individuals
who provided important comments and feedback during
protocol development: Susan Kahn (Clinical trialist and
Physician Scientist; Professor of Medicine, McGill Univer-
sity), Louise Pilote (cardiovascular epidemiologist and
Physician Scientist; Professor of Medicine, McGill Univer-
sity), and Simon Bacon (behavioral medicine researcher;
Professor of Exercise Sciences, Concordia University).
Recruitment and assessments are managed by SMARTER
trial manager Deborah Chan with assistance from Cindy
Ibberson, Corinne Suppere, Samantha Hajna, Anne-Sophie
Brazeau, Marie-Eve Robillard, Yessica Haydee Gomez
Sandoval, Alexandra Cooke, and Rani Cruz.

Critical to the success of this trial is our network of
collaborating physicians including Catherine Kudo', Les
Meissner’, Roy Eappen’, Andrea Lalonde®, Donald
Sproule?, Ghislaine Roederer’, Pierre Larochelle’, Candace

Journal of Hypertension

Step counts and pulse wave velocity

Lee, David Shannon®, Susan Still?, Vivian Petrozpouloss,
Maureen Doyle? Leonora Lalla®, Lynn McLaughlin®, Walter
Gregoryl, Sara Meltzerl, David Morrisl, Jean-Marie Boutin7,
Juan Rivera', Margaret Hughes”, Raymond Sorge?, Alexis
Baass'’, Stravroula ChriStOpOLIIOS4, Barry Posner!, Khue
Ly®, John Hughes®, Reuben Ostrofsky® Karen Dahan',
Robert Diez d’Aux?, Maxine Dumas-Pilon?, Pnina Wasser?,
Timothy Meagher®, Sofia Hussaini®, Kimberly Munro?,
Robert Wistaff’, Agnieska Majdan®, Wen Hu', April
Kinghorn?, Mark Yaffe?, Joanna Caron? Jean-Francois
Yale®, Carolina Capellez, Sabiha Awan?, Paul Cruvellier?,
Tina Kader®, Laurence Green®, Alicia Schiffrin®, Nilay
Ozen®, Samantha Sacks®, Zachary Weinstein®, Hortensia
Mircescu’, Michel Bertrand’, Goldie Marmor, Roxanne
Arel?, Eva Wesolowska’, Ashley Martin®, Leah Feldman?,
Marie-Luce Chen®, Hans Zingg', Marie Weber?, Brent
Richards®, Isabelle Leblanc?, Suzanne Morin®, Murra
Vasilevsky”, David Blank', Sandra Morris®, Aileen Roman”,
Dominique Garrell’, Evelyn Kyle? Francois Lariviere’,
Richard Mackler!, Linda Snell®>, Ania Tissakht?, Jeffrey
Wiseman3, Renata SavaZ, Kurt Jansenlo

! Division of Endocrinology, Department of Medicine,
McGill University Health Centre and McGill University;
Department of Family Medicine, St. Mary’s Hospital, Mon-
treal, Quebec and McGill University; ® Division of Internal
Medicine, Department of Medicine, McGill University
Health Centre and McGill University; * Division of Endo-
crinology, Department of Medicine, Sir Mortimer Davis
Jewish General Hospital and McGill University; > Division
of Nephrology, Department of Medicine, McGill University
Health Centre and McGill University; ® Division of Internal
Medicine, Department of Medicine, Sir Mortimer Davis
Jewish General Hospital and McGill University; ’ Institut
de Recherches Cliniques de Montr al (IRCM); ® Division of
Cardiology, Department of Medicine, St. Mary’s Hospital,
Montreal, Quebec and McGill University; ° Division of
Endocrinology, St. Mary’s Hospital, Montreal, Quebec
and McGill University; '° Division of Primary Care Queen
Elizabeth Health Complex (QEHC), Department of Family
Medicine McGill University Health Centre.

Author contributions: K.D. and S.S.D. conceived the
study, supervised recruitment and data collection, oversaw
analyses, interpreted findings, and wrote the manuscript.
D.C. performed recruitment and data collection. L.J. super-
vised analyses. LJ., E.R., L.T., N.G., D.C., M.S., and R.R.L.
assisted in interpretation of findings and provided key
revisions to the final manuscript.

Sources of funding: Funding for this trial is from the
Canadian Institutes of Health Research (MOPP 114996;
Nominated Principal Investigator K. Dasgupta; Co-Principal
Investigators S. Daskalopoulou and E. Rosenberg) and a
grant from the Heart and Stroke Foundation (HSF G-12—
000251; Principal Investigator K Dasgupta). K. Dasgupta
and S. Daskalopoulou are both Associate Professors of
Medicine at McGill University and both hold clinical inves-
tigator salary awards from the Fonds de recherche Santé du
Québec.

Conflicts of interest
There are no conflicts of interest related to the content of
this manuscript.

1067

www.jhypertension.com



Dasgupta et al.

REFERENCES

1.

[\

W

N

[e}

Nel

10.

11

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

1068

Azar M, Gabbay R. Web-based management of diabetes through
glucose uploads: has the time come for telemedicine? Diabetes Res
Clin Pract 2009; 83:9-17.

. Agarwal R, Bills JE, Hecht TJ, Light RP. Role of home blood pressure

monitoring in overcoming therapeutic inertia and improving hyper-
tension control: a systematic review and meta-analysis. Hypertension
2011; 57:29-38.

. Uhlig K, Patel K, Ip S, Kitsios GD, Balk EM. Self-measured blood

pressure monitoring in the management of hypertension: a systematic
review and meta-analysis. Ann Intern Med 2013; 159:185-194.

. Ekkekakis P, Vazou S, Bixby WR, Georgiadis E. The mysterious case of

the public health guideline that is (almost) entirely ignored: call for a
research agenda on the causes of the extreme avoidance of physical
activity in obesity. Obes Rev 2016; 17:313— 329.

. Wadden TA, Butryn ML, Hong PS, Tsai AG. Behavioral treatment of

obesity in patients encountered in primary care settings: a systematic
review. JAMA 2014; 312:1779-1791.

. Teoh H, Despres JP, Dufour R, Fitchett DH, Goldin L, Goodman SG,

et al. Identification and management of patients at elevated cardio-
metabolic risk in canadian primary care: how well are we doing? Can J
Cardiol 2013; 29:960-968.

. O'Reilly GA, Spruijt-Metz D. Current mHealth technologies for physical

activity assessment and promotion. Am J Prev Med 2013; 45:501-507.

. Gregg EW, Gerzoft RB, Caspersen CJ, Williamson DF, Narayan KM.

Relationship of walking to mortality among US adults with diabetes.
Arch Intern Med 2003; 163:1440—1447.

. Hu FB, Stampfer MJ, Solomon C, Liu S, Colditz GA, Speizer FE, et al.

Physical activity and risk for cardiovascular events in diabetic women.
Ann Intern Med 2001; 134:96—105.

Smith TC, Wingard DL, Smith B, Kritz-Silverstein D, Barrett-Connor E.
Walking decreased risk of cardiovascular disease mortality in older
adults with diabetes. J Clin Epidemiol 2007; 60:309-317.

. Yates T, Haffner SM, Schulte PJ, Thomas L, Huffman KM, Bales CW,

et al. Association between change in daily ambulatory activity and
cardiovascular events in people with impaired glucose tolerance
(NAVIGATOR trial): a cohort analysis. Lancet 2014; 383:1059—10066.
Mora S, Cook N, Buring JE, Ridker PM, Lee IM. Physical activity and
reduced risk of cardiovascular events: potential mediating mechan-
isms. Circulation 2007; 116:2110-2118.

Mancia G, De BG, Dominiczak A, Cifkova R, Fagard R, Germano G,
et al. 2007 Guidelines for the Management of Arterial Hypertension:
The Task Force for the Management of Arterial Hypertension of the
European Society of Hypertension (ESH) and of the European Society
of Cardiology (ESC). J Hypertens 2007; 25:1105-1187.

Laurent S, Cockcroft J, Van BL, Boutouyrie P, Giannattasio C,
Hayoz D, et al. Expert consensus document on arterial stiffness:
methodological issues and clinical applications. Eur Heart J 2000;
27:2588-20605.

Stewart AD, Jiang B, Millasseau SC, Ritter JM, Chowienczyk PJ. Acute
reduction of blood pressure by nitroglycerin does not normalize large
artery stiffness in essential hypertension. Hypertension 2006; 48:404—410.
Vlachopoulos C, Aznaouridis K, Stefanadis C. Prediction of cardiovas-
cular events and all-cause mortality with arterial stiffness: a systematic
review and meta-analysis. /] Am Coll Cardiol 2010; 55:1318-1327.
Cardoso CR, Ferreira MT, Leite NC, Salles GF. Prognostic impact of
aortic stiffness in high-risk type 2 diabetic patients: the Rio deJaneiro
Type 2 Diabetes Cohort Study. Diabetes Care 2013; 36:3772—3778.
Dasgupta K, Rosenberg E, Daskalopoulou SS. Step Monitoring to
improve ARTERial health (SMARTER) through step count prescription
in type 2 diabetes and hypertension: trial design and methods. Car-
diovasc Diabetol 2014; 13:7.

Harris TJ, Owen CG, Victor CR, Adams R, Cook DG. What factors are
associated with physical activity in older people, assessed objectively
by accelerometry? Br J Sports Med 2009; 43:442—450.

Daskalopoulou SS, Khan NA, Quinn RR, Ruzicka M, McKay DW,
Hackam DG, et al. The 2012 Canadian hypertension education pro-
gram recommendations for the management of hypertension: blood
pressure measurement, diagnosis, assessment of risk, and therapy. Can
J Cardiol 2012; 28:270-287.

Townsend RR, Wilkinson IB, Schiffrin EL, Avolio AP, Chirinos JA,
Cockcroft JR, et al. Recommendations for improving and standardizing
vascular research on arterial stiffness: a scientific statement from the
American Heart Association. Hypertension 2015; 66:698—722.

www.jhypertension.com

22.

23.

24.

25.

20.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

Doonan RJ, Scheffler P, Yu A, Egiziano G, Mutter A, Bacon S, et al.
Altered arterial stiffness and subendocardial viability ratio in young
healthy light smokers after acute exercise. PLoS One 2011; 6:e26151.
Huybrechts SA, Devos DG, Vermeersch SJ, Mahieu D, Achten E, de
Backer TL, et al. Carotid to femoral pulse wave velocity: a comparison
of real travelled aortic path lengths determined by MRI and superficial
measurements. / Hypertens 2011; 29:1577-1582.

Papaioannou TG, Karatzis EN, Papamichael CM, Karatzi KN, Zako-
poulos NA, Lekakis JP, et al. Circadian variation of arterial pressure
wave reflections. Am J Hypertens 2006; 19:259—263.

Matthews DR, Hosker JP, Rudenski AS, Naylor BA, Treacher DF, Turner
RC. Homeostasis model assessment: insulin resistance and beta-cell
function from fasting plasma glucose and insulin concentrations in
man. Diabetologia 1985; 28:412-419.

Gayoso-Diz P, Otero-Gonzdlez A, Rodriguez-Alvarez MX, Gude F,
Garcia F, De Francisco A, Quintela AG. Insulin resistance (HOMA-
IR) cut-off values and the metabolic syndrome in a general adult
population: effect of gender and age: EPIRCE cross-sectional study.
BMC Endocr Disord 2013; 13.

Tudor-Locke C, Bassett DR Jr, Rutherford WJ, Ainsworth BE, Chan CB,
Croteau K, et al. BMI-referenced cut points for pedometer-determined
steps per day in adults. J Phys Act Health 2008; 5 (Suppl 1):5126—S139.
Bravata DM, Smith-Spangler C, Sundaram V, Gienger AL, Lin N, Lewis
R, et al. Using pedometers to increase physical activity and improve
health: a systematic review. JAMA 2007; 298:2296—2304.

Qiu S, Cai X, Chen X, Yang B, Sun Z. Step counter use in type 2
diabetes: a meta-analysis of randomized controlled trials. BMC Med
2014; 12:36.

Vaes AW, Cheung A, Atakhorrami M, Groenen MT, Amft O, Franssen
FM, et al. Effect of ’activity monitor-based’ counseling on physical
activity and health-related outcomes in patients with chronic diseases:
a systematic review and meta-analysis. Ann Med 2013; 45 (5-6):397—
412.

Ashor AW, Lara J, Siervo M, Celis-Morales C, Mathers JC. Effects of
exercise modalities on arterial stiffness and wave reflection: a system-
atic review and meta-analysis of randomized controlled trials. PLoS One
2014; 9:110034.

Tanaka H, Dinenno FA, Monahan KD, Clevenger CM, DeSouza CA,
Seals DR. Aging, habitual exercise, and dynamic arterial compliance.
Circulation 2000; 102:1270-1275.

Jennersjo P, Ludvigsson J, Lanne T, Nystrom FH, Ernerudh J, Ostgren
CJ. Pedometer-determined physical activity is linked to low systemic
inflammation and low arterial stiffness in Type 2 diabetes. Diabet Med
2012; 29:1119-1125.

Jennersjo P, Ludvigsson J, Lanne T, Nystrom FH, Ostgren CJ. Pedom-
eter-determined physical activity level and change in arterial stiffness in
type 2 diabetes over 4 years. Diabet Med 2016; 33:992-997.

Manjoo P, Joseph L, Pilote L, Dasgupta K. Sex differences in step count-
blood pressure association: a preliminary study in type 2 diabetes. PLoS
One 2010; 5:14086.

Andersson C, Lyass A, Larson MG, Spartano NL, Vita JA, Benjamin EJ, et
al. Physical activity measured by accelerometry and its associations
with cardiac structure and vascular function in young and middle-aged
adults. J Am Heart Assoc 2015; 4:¢001528.

Brunner EJ, Shipley MJ, Witte DR, Singh-Manoux A, Britton AR, Tabak
AG, et al. Arterial stiffness, physical function, and functional limitation:
the Whitehall 1I Study. Hypertension 2011; 57:1003—1009.

Casey D, De CM, Dasgupta K. Understanding physical activity facili-
tators and barriers during and following a supervised exercise pro-
gramme in Type 2 diabetes: a qualitative study. Diabet Med 2010;
27:79-84.

O’Donovan C, Lithander FE, Raftery T, Gormley J, Mahmud A, Hussey J.
Inverse relationship between physical activity and arterial stiffness in
adults with hypertension. J Phys Act Health 2014; 11:272-277.
Gando Y, Yamamoto K, Murakami H, Ohmori Y, Kawakami R, Sanada
K, et al. Longer time spent in light physical activity is associated with
reduced arterial stiffness in older adults. Hypertension 2010; 56:540—
546.

Havlik RJ, Simonsick EM, Sutton-Tyrrell K, Newman AB, Danielson ME,
Brock DB, et al. Association of physical activity and vascular stiffness in
70- to 79-year-olds: the Health ABC Study. J Aging Phys Activity 2003;
11:156-166.

Correia ML, Haynes WG. Arterial compliance and endothelial function.
Curr Diab Rep 2007; 7:269-275.

Volume 35 e Number 5 ¢ May 2017



43. Seals DR, DeSouza CA, Donato AJ, Tanaka H. Habitual exercise and
arterial aging. J Appl Physiol (1985) 2008; 105:1323—1332.

44. Kojda G, Hambrecht R. Molecular mechanisms of vascular adaptations
to exercise. Physical activity as an effective antioxidant therapy?
Cardiovasc Res 2005; 67:187-197.

45. Campbell R, Fisher JP, Sharman JE, McDonnell BJ, Frenneaux MP.
Contribution of nitric oxide to the blood pressure and arterial
responses to exercise in humans. J Hum Hypertens 2011; 25:262—270.

46. Agapitov AV, Haynes WG. Role of endothelin in cardiovascular dis-
ease. / Renin Angiotensin Aldosterone Syst 2002; 3:1-15.

47. Santos-Parker JR, LaRocca TJ, Seals DR. Aerobic exercise and other
healthy lifestyle factors that influence vascular aging. Adv Physiol Educ
2014; 38:296—307.

48. Yu A, Giannone T, Scheffler P, Doonan RJ, Egiziano G, Gomez YH, et
al. The effect of oral contraceptive pills and the natural menstrual
cYCLe on arterial stiffness and hemodynamICs (CYCLIC). J Hypertens
2014; 32:100-107.

Reviewers’ Summary Evaluations

Referee 1

Strengths

The main finding of the present study is that aortic stiffness,
measured as carotid-femoral PWV, is responsive to step
counts. Despite the cross-sectional design and the relatively
small size, the study is interesting because of its novel
findings in patients who are well controlled on cardio-
protective medications
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Limitations

After adjustment for heart rate and mean arterial pressure
(analyses not shown), estimates were no more statistically
significant.

Referee 2

Strength: in this study, the authors demonstrate that more
physical activity is associated with better carotid to femoral
pulse wave velocity in diabetic subjects.

Weakness: being observational, this study does not pro-
vide evidence for causality and/or mechanisms. A random-
ized controlled trial testing the effect of exercise on pulse
wave velocity in diabetic patients would be needed.
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