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Background-—Heterogeneity in the underlying processes that contribute to heart failure with preserved ejection fraction (HFpEF) is
increasingly recognized. Diabetes mellitus is a frequent comorbidity in HFpEF, but its impact on left ventricular and arterial
structure and function in HFpEF is unknown.

Methods and Results-—Weassessed the impact of diabetesmellitus on left ventricular cellular and interstitial hypertrophy (assessedwith
cardiacmagnetic resonance imaging, including T1mapping pregadoliniumandpostgadoliniumadministration), arterial stiffness (assessed
with arterial tonometry), and pulsatile arterial hemodynamics (assessed with in-office pressure-flow analyses and 24-hour ambulatory
monitoring) among 53 subjects with HFpEF (32 diabetic and 21 nondiabetic subjects). Despite few differences in clinical characteristics,
diabetic subjects with HFpEF exhibited a markedly greater left ventricular mass index (78.1 [95% CI, 70.4–85.9] g versus 63.6 [95% CI,
55.8–71.3] g; P=0.0093) and indexed extracellular volume (23.6 [95% CI, 21.2–26.1] mL/m2 versus 16.2 [95% CI, 13.1–19.4] mL/m2;
P=0.0008). Pronounced aortic stiffeningwas also observed in thediabetic group (carotid-femoral pulsewave velocity, 11.86 [95%CI, 10.4–
13.1] m/s versus 8.8 [95% CI, 7.5–10.1] m/s; P=0.0027), with an adverse pulsatile hemodynamic profile characterized by increased
oscillatory power (315 [95%CI, 258–373]mWversus 190 [95%CI, 144–236]mW;P=0.0007), aortic characteristic impedance (0.154 [95%
CI, 0.124–0.183]mmHg/mLper secondversus 0.096 [95%CI, 0.072–0.121]mm Hg/mLper second;P=0.0024), and forward (59.5 [95%
CI, 52.8–66.1] mm Hg versus 40.1 [95% CI, 31.6–48.6] mm Hg; P=0.0010) and backward (19.6 [95% CI, 16.2–22.9] mmHg versus 14.1
[95% CI, 10.9–17.3] mm Hg; P=0.0169) wave amplitude. Abnormal pulsatile hemodynamics were also evident in 24-hour ambulatory
monitoring, despite the absence of significant differences in 24-hour systolic blood pressure between the groups.

Conclusions-—Diabetes mellitus is a key determinant of left ventricular remodeling, arterial stiffness, adverse pulsatile
hemodynamics, and ventricular-arterial interactions in HFpEF.

Clinical Trial Registration-—URL: https://www.clinicaltrials.gov. Unique identifier: NCT01516346. ( J Am Heart Assoc. 2019;8:
e011457. DOI: 10.1161/JAHA.118.011457.)

Key Words: arterial stiffness • diabetes mellitus • hemodynamics • heart failure with preserved ejection fraction • left
ventricular hypertrophy • magnetic resonance imaging • myocardial fibrosis

T he burden of heart failure (HF) has markedly increased
over the past several years. Approximately half of HF is

secondary to HF with preserved ejection fraction (HFpEF),
which is anticipated to represent an even larger proportion of
the total burden of HF as the population ages.1 Multiple
therapies that provide clinical benefit in HF with reduced EF

are available. However, proven pharmacologic interventions
to improve outcomes in HFpEF are currently lacking.
Patients with HFpEF have a substantial burden of comor-
bidities that may contribute to its pathophysiological
characteristics and may impact its prognosis and response
to therapy.
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Heterogeneity in the underlying processes that contribute
to HFpEF is increasingly recognized. Diabetes mellitus is a key
risk factor for HF, and a frequent comorbidity in patients with
HFpEF, which is associated with poor outcomes in this patient
population.2 Increased aortic stiffness, arterial dysfunction,
and cardiac remodeling have been reported in diabetic
patients in the general population, in patients with chronic
kidney disease, and in patients with left ventricular (LV)
systolic dysfunction.3–10 However, no data are available about
the influence of diabetes mellitus on LV remodeling/fibrosis,
arterial stiffness, pulsatile arterial hemodynamics, and ven-
tricular-vascular interactions in HFpEF. HFpEF is often
accompanied by diabetes mellitus, obesity, and various other
comorbidities that impact LV remodeling and arterial func-
tion,3,11,12 but is associated with structural cardiovascular
abnormalities in its own right.13 Furthermore, HFpEF differs
from HF with reduced EF in terms of ventricular remodeling
and ventricular-arterial coupling patterns.14–18 Detailed hemo-
dynamic and cardiac phenotyping can provide important
insights into the pathophysiological characteristics of LV
remodeling, fibrosis, and abnormal ventricular-arterial inter-
actions, which contribute to the pathophysiological charac-
teristics of HFpEF.19,20

In this study, we aimed to assess the impact of diabetes
mellitus on LV hypertrophy, diffuse myocardial fibrosis, large
artery stiffness, ventricular-vascular interactions, and in-office
and 24-hour pulsatile arterial hemodynamics in HFpEF.

Methods
We analyzed data from a previous phase 2 trial that was
designed to assess the effect of isosorbide dinitrate,
isosorbide dinitrate plus hydralazine, or placebo on pul-
satile hemodynamics and LV remodeling in HFpEF.21 The
current study used only baseline (preintervention) pheno-
typic data.

The data, analytic methods, and study materials are not
publicly available for purposes of reproducing the results or
replicating the procedures. Such data may be made available
to other researchers for collaborative research, through the
establishment of appropriate data sharing agreements and
regulatory approvals.

Study Population
Inclusion criteria for the trial included symptomatic HFpEF
(LVEF >50%), in addition to at least one of the following: (1)
prior hospitalization for decompensated HF; (2) short-term
treatment for HF requiring intravenous diuretics or hemofil-
tration; (3) echocardiographic evidence for elevated filling
pressures22; (4) long-term treatment with a loop diuretic for
control of symptoms; (5) or an elevated NT-proBNP
(N-terminal pro-B-type natriuretic peptide). Subjects needed
to be on stable medical therapy for the past month. Exclusion
criteria included any rhythm other than sinus with native
conduction; noncardiac conditions that significantly limit
exercise (orthopedic or neuromuscular); known hypertrophic,
infiltrative, or inflammatory cardiomyopathy; pericardial dis-
ease; significant pulmonary disease; primary pulmonary
arteriopathy; acute coronary syndrome or coronary revascu-
larization within the past 60 days; clinically significant
perfusion defects on stress imaging without subsequent
revascularization; significant valvular disease (eg, moderate or
greater mitral regurgitation or aortic stenosis); uncontrolled
hypertension (systolic blood pressure [SBP] >180 mm Hg or
diastolic blood pressure [DBP] >100 mm Hg); prior reduced
LVEF <50% (ie, recovered EF); hemoglobin <10 g/dL; current
therapy with organic nitrates or hydralazine; and elevations in
liver function test results. The presence of HFpEF was
adjudicated by 2 cardiologists with expertise in HFpEF (J.A.C.
and P.Z.), and subjects with an alternative explanation for
symptoms were also excluded. The protocol was approved by
the institutional review boards of the Philadelphia Veterans
Affairs Hospital and the Hospital of the University of
Pennsylvania. All subjects provided written informed consent.
Diabetes mellitus was defined as the use of antidiabetic
medications, a fasting plasma glucose level ≥126 mg/dL,
and/or a hemoglobin A1c level >6.5%. Enrollment was not
performed in regards to diabetic status and, therefore, there
was no matching procedure to enroll diabetic versus nondi-
abetic subjects in the parent trial.

Clinical Perspective

What Is New?

• Compared with nondiabetic subjects with heart failure with
preserved ejection fraction, diabetic subjects with heart
failure with preserved ejection fraction exhibit more left
ventricular hypertrophy, myocardial extracellular volume
expansion, pronounced aortic stiffening, and an adverse
pulsatile hemodynamic profile, characterized by increased
oscillatory power, aortic characteristic impedance, and
forward and backward (reflected) wave amplitude.

• Abnormal pulsatile hemodynamics in the diabetic subgroup
with heart failure with preserved ejection fraction are also
evident in 24-hour ambulatory monitoring, despite the
absence of significant differences in 24-hour systolic blood
pressure between the groups.

What Are the Clinical Implications?

• Heterogeneity in the underlying processes that contribute to
heart failure with preserved ejection fraction is increasingly
recognized.

• Diabetes mellitus is responsible for important differences in
relevant underlying phenotypes in this patient population.
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Echocardiography and Arterial Tonometry
Echocardiography was performed using a Vivid e9 or Vivid I
machine (General Electric, Fairfield, CT). Echocardiographic
parameters of diastolic function were quantified according to
American Society of Echocardiography guidelines by a trained
cardiologist (P.Z.)22; each metric was quantified in triplicate,
with average values presented. Volumetric flow was quantified
using pulse-wave Doppler measurements from the LV outflow
tract in the 5-chamber view (Figure 1) and the LV outflow
tract cross-sectional area measured in the parasternal long-
axis view, providing a time-resolved aortic flow waveform.

Applanation tonometry was performed at the carotid,
radial, and femoral arteries using a high-fidelity tonometer
(Millar Instruments, Houston, TX), with a single-lead ECG
recording. The ECG complex of the ECG was used as a fiducial
point. Surface measurements were obtained from the sternal
notch to the site of interrogation at the carotid and femoral
arteries to compute carotid-femoral pulse wave velocity (CF-
PWV), a measure of large artery stiffness. Specifically, the
path length was computed as the distance from the sternal
notch to the femoral interrogation site minus the distance
from the sternal notch to the carotid interrogation site.

Radial tonometric waveforms were calibrated using the
brachial SBP and DBP, obtained using a validated oscillomet-
ric device (Omron HEM-705CP [Omron Corp, Kyoto, Japan] or
Accutorr Plus [Datascope Corp, Paramus, NJ]), assuming no
brachial-to-radial amplification. Mean arterial pressure was
computed as the mean pressure from the radial pressure

waveform. Carotid tonometry, calibrated using mean arterial
pressure and DBP, was used to obtain a central pressure
waveform (Figure 1). Tonometric signals were processed
using Sphygmocor software (AtCor Medical, Australia).

Central Pulsatile Arterial Hemodynamics
The pressure-flow pair was used to perform pulsatile hemo-
dynamic analyses (Figure 2). Pressure-flow analyses were
performed by a technician and overread by a cardiologist with
expertise in pressure-flow analyses (J.A.C.). Custom-designed
software programmed in Matlab (R2014b; MathWorks, Nat-
ick, MA) was used to assess aortic pressure-flow relations, as
described previously in detail.19,23 In brief, after alignment of
signal-averaged central pressure and flow waveforms, we
computed aortic input impedance as the ratio of central
pressure/flow in the frequency domain. Aortic root charac-
teristic impedance was quantified as the average of
impedance modulus at higher frequencies (Figure 2). Wave
separation analysis was performed to obtain the amplitude of
the forward and backward pressure waves. Reflection mag-
nitude was defined as the ratio of backward/forward
pressure.

Ambulatory Central BP Monitoring and Pulse
Wave Analysis
Ambulatory BP monitoring over 24 hours was performed
using the Mobilograph device (IEM, Stolberg, Germany),

Figure 1. Measurement and signal averaging of central pressure and flow using arterial tonometry and Doppler echocardiography.
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which measures brachial and central (aortic) BP, as well as
time-resolved waveforms, allowing for ambulatory pulse wave
analysis (including wave separation into forward and back-
ward waves, as shown in Figure 3).24–26 We analyzed data
over 24 hours, as well as daytime and nighttime indexes
separately.

Cardiac Magnetic Resonance Imaging: LV
Structure and Function
Cardiac magnetic resonance imaging (CMR) was performed in
44 of the studied subjects. Participants underwent a CMR
examination to assess LV structure and function using a 1.5-T
whole body magnetic resonance imaging scanner (Avanto or
Espree; Siemens Healthcare, Malvern, PA) equipped with a
phased-array cardiac coil. LV volumes and EF were deter-
mined using balanced steady-state free-precession cine
imaging. Typical parameters were as follows: repetition
time=2.6 milliseconds; echo time=1.3 milliseconds; phases=30;
slice thickness=8 mm;bandwidth=898 Hz/pixel;flip angle=70°;
field of view=300 to 340 mm2; matrix size=1929192; and
parallel imaging factor=2. LV short-axis stack cine images were
manually traced at end diastole and end systole using CMR42
software (Circle CVI, Calgary, AB, Canada). All magnetic
resonance imaging measurements were performed by a trained
technician and overread by a cardiologist with expertise in CMR
(J.A.C.). LV mass (LVM) was computed as the difference between
epicardial and endocardial volumes, multiplied by myocardial
density. LVM was normalized for height in meters raised to the
power of 1.7.27

We used amodified look-locker inversion recovery sequence
to assess T1 times before and after the IV administration of

gadolinium contrast (gadopentetate dimeglumine, 0.15 mmol/
kg or equivalent) in a midventricular short-axis slice.28,29 Scan
parameters for modified look-locker inversion recovery were as
follows: field of view=340 mm2; matrix size=1449192; slice
thickness=6 mm; repetition time=2.4 milliseconds; echo
time=1.18 milliseconds; flip angle=30°; band-
width=1000 Hz/pixel; and parallel imaging factor=2. Myocar-
dial T1 measurements were performed before and at several
time points (�5, 10, 15, and 20–40 minutes) after gadolinium
administration. Modified look-locker inversion recovery was
performed with a 5-3-3 schema with 2 inversions (5 TIs
(inversion times) after inversion 1, 3 T1 recovery heartbeats,
and 3 TIs after inversion 2). All available blood and myocardial
T1 measurements were used to compute k (the myocardium-
blood partition coefficient) as the slope of the myocardial 1/T1
over the blood 1/T1 change, via linear regression.29 The
fraction of myocardial tissue comprised by the extracellular
space (extracellular volume [ECV] fraction) equals k9(1�he-
matocrit). Extracellular LV volume was computed as LV wall
volume multiplied by ECV. Cellular LV volume was computed as
LV wall volume multiplied by (1�ECV).30

Subjects enrolled in the trial who demonstrated impaired
renal function precluding the administration of gadolinium
(estimated glomerular filtration rate <30 mL/min per
1.73 m2) or significant claustrophobia did not undergo CMR
measurements.

Statistical Analyses
Patient characteristics were summarized using standard
descriptive statistics. We compared general characteristics
of study subjects using the t test of the Mann-Whitney U test,

Figure 2. Quantification of the aortic input impedance spectrum, aortic characteristic impedance, and wave separation analysis. Pb indicates
backward pressure; Pf, forward pressure; Zin, input impedance.
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as appropriate. Proportions were compared with the v2 or the
Fisher exact test, as appropriate.

For comparisons of cardiac phenotypes, we performed
adjusted and unadjusted analyses using t tests and ANCOVA,
respectively. For all comparisons of continuous variables,
normality was assessed with the Anderson-Darling test and
log transformations were applied as needed to improve
normality. In all cases, means and 95% CIs are expressed in
the native (linear) scale. Statistical significance was defined as
a 2-tailed P<0.05. All probability values presented are 2 tailed.
Statistical analyses were performed using the Matlab statis-
tics and machine learning toolbox (Matlab 2016b; Mathworks,
Natwick, MA) and SPSS for Mac v22 (SPSS Inc, Chicago, IL).

Results
General characteristics of study subjects are shown in Table 1.
Our sample included 32 diabetic and 21 nondiabetic subjects
with HFpEF. Compared with nondiabetic subjects, diabetic
subjects exhibited greater office SBP (143 versus 129 mm Hg;
P=0.0241) and a greater frequency of statin use (75% versus

47.62%; P=0.0420). There were no significant differences
between the groups in age, sex, race/ethnicity, body mass
index, DBP, history of coronary disease, history of hypertension,
vasoactive medication use, renal function, hematocrit, NT-
proBNP levels, or echocardiographic parameters of diastolic
function. Mean hemoglobin A1c in the diabetic group was 7.9%
(interquartile range, 6.9%–9.28%), andmean fasting glucose was
154 mg/dL (interquartile range, 99–212 mg/dL). Insulin, met-
formin, sulfonylurea, andGulcan-like peptide-1 receptor agonists
use were present in 56.25%, 31.25%, 16.13%, and 3.23% of
diabetic subjects, respectively. No subjects were receiving a-
glucosidase inhibitors, thiazolidinediones, dipeptidyl peptidase-4
inhibitors, or sodium-glucose cotransporter-2 inhibitors.

LV Structure and Function
Table 2 shows a comparison of subjects who underwent
versus those who did not undergo a CMR. Table 3 shows a
comparison of key parameters of LV remodeling and cellular
and interstitial expansion between diabetic and nondiabetic
subjects. Diabetic subjects exhibited a markedly greater LVM
(191 versus 148 g; P=0.0095; Figure 4), which was also true

Figure 3. Assessment of ambulatory central blood pressure and pulsatile hemodynamics.
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Table 1. Baseline Characteristics of the Study Population

Characteristics
Nondiabetic
Subjects (n=21) Diabetic Subjects (n=32) P Value

Age, y 64 (59.3–69.5) 63 (59–69) 0.92

Male sex 13 (61.90) 27 (84.38) 0.06

Race/ethnicity

White 8 (38.10) 13 (40.62) 0.69

Black 13 (61.90) 18 (56.25)

Other 0 (0.00) 1 (3.12)

Body mass index, kg/m2 34.5�7.8 37.7�6.2 0.11

Systolic BP, mm Hg 129�20 143�22 0.0241

Diastolic BP, mm Hg 77.5�11.6 76.2�15.8 0.77

Medical history

Myocardial infarction 1 (4.76) 6 (18.75) 0.23

Dyslipidemia 15 (71.43) 29 (90.62) 0.13

Coronary artery disease 7 (33.33) 13 (40.62) 0.59

Hypertension 16 (76.19) 30 (93.75) 0.10

Current smoker 5 (23.81) 4 (12.50) 0.46

Diabetic neuropathy ��� 14 (45.16) ���
Diabetic retinopathy ��� 12 (38.71) ���

Medication use

b Blockers 10 (47.62) 21 (65.62) 0.19

Aspirin 13 (61.90) 25 (78.12) 0.20

Clopidogrel 3 (14.29) 2 (6.25) 0.379

ACE inhibitors 9 (42.86) 15 (46.88) 0.77

ARBs 2 (9.52) 9 (28.12) 0.17

Loop diuretics 8 (38.10) 19 (59.38) 0.13

MRAs 1 (4.76) 1 (3.12) 1.00

Statins 10 (47.62) 24 (75.00) 0.04

Calcium-channel blocker 5 (23.81) 14 (43.75) 0.14

Thiazide diuretics 7 (33.33) 11 (34.38) 0.94

Warfarin 0 (0.00) 1 (3.12) 1.00

Insulin ��� 18 (56.25) ���
Metformin ��� 10 (31.25) ���
Sulfonylureas ��� 5 (16.13) ���
Gulcan-like peptide-1 receptor agonists ��� 1 (3.23) ���

Laboratory tests

NT-proBNP, pg/mL 166 (65–317) 317 (134–960) 0.10

eGFR, mL/min per 1.73 m2 77 (60–99.8) 66 (50.3–97.8) 0.39

Hematocrit, % 40.1�3.5 38.2�5.1 0.16

Hemoglobin A1c, % 6 (5.68–6.43) 7.9 (6.9–9.28) ���
Fasting glucose, mg/dL 96 (89–103) 154 (99–212) ���

Echocardiographic diastolic function parameters

E wave velocity, cm/s 77.9�24 82.7�23.9 0.51

Continued
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when LVM was adjusted for either body height (P=0.0079) or
body surface area (BSA; 78.1 versus 63.6 g; P=0.0093). The
ECV fraction tended to be greater in diabetic subjects (30.4%

versus 27.1%), but this difference was not significant
(P=0.1096). The extracellular LV wall volume was markedly
increased in the diabetic group (52.7 versus 35.4 mL;

Table 1. Continued

Characteristics
Nondiabetic
Subjects (n=21) Diabetic Subjects (n=32) P Value

A wave velocity, cm/s 78.7�21.1 74.2�24.8 0.54

Mitral deceleration time, ms 223�56 225�42 0.89

Mitral annular septal e0, cm/s 62.2 (53.7–75) 59 (44.2–81.1) 0.62

Mitral annular lateral e0, cm/s 97.8 (74–111.4) 84.3 (53.2–106.5) 0.11

E/e0 ratio 10.5 (8.4–12.8) 11.1 (9.4–14.2) 0.29

LV ejection fraction, % 61.8�6.6 61.5�8.1 0.88

Numbers represent the mean�SD, median (interquartile range), or count (percentage). ACE indicates angiotensin-converting enzyme; ARB, angiotensin II receptor blocker; BP, blood
pressure; eGFR, estimated glomerular filtration rate; LV, left ventricular; MRA, mineralocorticoid receptor antagonist; NT-proBNP, N-terminal pro-B-type natriuretic peptide; E, mitral peak
velocity of early filling; e0 , early dialostic mitral annular velocity.

Table 2. Comparison of General Characteristics Between Subjects Who Underwent Versus Those Who Did Not Undergo CMR

Characteristics
Subjects Who Underwent
CMR (n=44)

Subject Who Did Not
Undergo CMR (n=9) P Value

Age, y 62 (59–67) 68 (60.8–80.3) 0.17

Male sex 31 (70.45) 9 (100.00) 0.09

Race/ethnicity

White 17 (38.64) 4 (44.44) 0.87

Black 26 (59.09) 5 (55.56)

Other 1 (2.27) 0 (0.00)

Body mass index, kg/m2 36.6�6.8 35.6�8.2 0.70

Systolic BP, mm Hg 150�20 150�18 0.99

Diastolic BP, mm Hg 85.9�12 84�17.4 0.72

Medical history

Myocardial infarction 6 (13.64) 0 (0.00) 0.57

Dyslipidemia 38 (86.36) 6 (66.67) 0.17

Coronary artery disease 17 (38.64) 3 (33.33) 1.00

Hypertension 40 (90.91) 6 (66.67) 0.09

Current smoker 8 (18.60) 1 (11.11) 1.00

Diabetic neuropathy 12 (27.27) 2 (25.00) 1.00

Diabetic retinopathy 11 (25.00) 1 (12.50) 0.66

Medication use

b Blockers 26 (59.09) 5 (55.56) 1.00

Aspirin 30 (68.18) 8 (88.89) 0.42

Clopidogrel 4 (9.09) 1 (11.11) 1.00

ACE inhibitors 21 (47.73) 3 (33.33) 0.49

ARBs 10 (22.73) 1 (11.11) 0.67

Loop diuretics 25 (56.82) 2 (22.22) 0.08

MRAs 2 (4.55) 0 (0.00) 1.00

Statins 29 (65.91) 5 (55.56) 0.71

Continued
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P=0.0003; Figure 4). The extracellular wall volume indexed for
BSA was markedly increased in the diabetic group (23.6
versus 16.2 mL/m2; P=0.0008). There were also between-
group differences in cellular wall volume (123 versus 97 mL;
P=0.0307), which, however, did not reach statistical signifi-
cance when indexed for BSA (P=0.0526).

The lower panel of Table 3 shows comparisons adjusted for
statin use and SBP. In these adjusted comparisons, LVM was
significantly greater in diabetic subjects (190 versus 149 g;
P=0.0299). Diabetic subjects also exhibited greater LVM
indexed for BSA or body height. The extracellular wall volume
was markedly greater in the diabetic subgroup (35.8 versus
52.3 mL; P=0.0036), whereas the cellular wall volume was not
significantly different between the groups with or without
indexing for BSA (P=0.1796 and P=0.1176), respectively.

Differences in Arterial Stiffness and Aortic
Pulsatile Hemodynamics
Figure 5 and Table 4 show differences in large artery stiffness
and aortic pulsatile hemodynamics between the groups. Diabetic

subjects demonstrated amarked increase in large artery stiffness
(CF-PWV, 11.8 versus 8.8 m/s; P=0.0027). Although aortic
(central) SBP or DBP was not significantly different between the
groups (Table 4), marked differences in pulsatile hemodynamics
were present. Aortic (central) pulse pressure was greater in the
diabetic group (59.2 versus 44.5 mm Hg; P=0.0118). There was
a marked increase in proximal aortic characteristic impedance
(0.154 versus 0.096 mm Hg/mL per second; P=0.0024). There
was a proportional increase in forward wave amplitude (59.5
versus 40.1 mm Hg) and backward wave amplitude (19.6 versus
14.1 mm Hg; Figure 5), without significant differences in reflec-
tion magnitude (backward/forward pressure). Diabetic subjects
also exhibited a markedly greater oscillatory power (315 versus
190 mW; P=0.0007), without significant differences in steady
power. In analyses adjusted for statin use, these trends did not
substantially change (Table 4, bottom part).

There were no significant differences in stroke volume (88
[95% CI, 80.2–95.7] mL versus 80.4 [95% CI, 70.5–90.3] mL)
or cardiac output (5.49 [95% CI, 4.9–6.08] L/min versus 4.73
[95% CI, 4.07–5.39] L/min) between the groups. After
adjustment for mean arterial pressure and heart rate, CF-PWV

Table 2. Continued

Characteristics
Subjects Who Underwent
CMR (n=44)

Subject Who Did Not
Undergo CMR (n=9) P Value

Calcium-channel blocker 17 (38.64) 2 (22.22) 0.47

Thiazide diuretics 3 (33.33) 14 (31.82) 1.00

Warfarin 1 (2.27) 0 (0.00) 1.00

Insulin 15 (34.09) 3 (33.33) 1.00

Metformin 10 (22.73) 1 (12.50) 0.67

Sulfonylureas 4 (9.09) 1 (12.50) 0.58

Gulcan-like peptide-1 receptor agonists 1 (2.27) 0 (0.00) 1.00

Laboratory tests

NT-proBNP, pg/mL 228 (85–466) 415 (147–891) 0.38

eGFR, mL/min per 1.73 m2 66 (56–97.8) 80 (65.8–100.5) 0.41

Hematocrit, % 38.9�4.4 39�5.8 0.97

Hemoglobin A1c, % 7.2 (6.2–8.33) 6.5 (5.93–9.88) 0.96

Fasting glucose, mg/dL 103 (90–159) 104 (90–222) 0.91

Echocardiographic diastolic function parameters

E wave velocity, cm/s 80.8�24.1 82.1�23.8 0.91

A wave velocity, cm/s 75.1�23.3 82.3�25.7 0.52

Mitral deceleration time, ms 213 (190–251) 229 (226–257) 0.18

Mitral annular septal e0, cm/s 64.8�22.2 61.5�12.3 0.74

Mitral annular lateral e0, cm/s 94.3 (56.1–107.8) 82.3 (57–98.7) 0.63

E/e0 ratio 10.7 (8.8–12.9) 12.9 (9.7–14) 0.45

Numbers represent the mean�SD, median (interquartile range), or count (percentage). ACE indicates angiotensin-converting enzyme; ARB, angiotensin II receptor blocker; BP, blood pressure;
CMR, cardiac magnetic resonance imaging; eGFR, estimated glomerular filtration rate; MRA, mineralocorticoid receptor antagonist; NT-proBNP, N-terminal pro-B-type natriuretic peptide; E,
mitral peak velocity of early filling; e0 , early dialostic mitral annular velocity.

DOI: 10.1161/JAHA.118.011457 Journal of the American Heart Association 8

Diabetes Mellitus in HFpEF Chirinos et al
O
R
IG

IN
A
L
R
E
S
E
A
R
C
H

D
ow

nloaded from
 http://ahajournals.org by on A

ugust 9, 2019



was significantly greater among diabetic subjects (11.6 [95%
CI, 10.2–13.0] m/s) compared with nondiabetic subjects
(8.9 [95% CI, 7.6–10.2] m/s; P=0.0069).

Ambulatory BP and Pulsatile Hemodynamics
There were no significant differences in daytime, nighttime, or
24-hour brachial SBP, DBP, or aortic SBP (Table 5). In
contrast, highly significant differences were observed in
brachial pulse pressure between the groups, with higher
daytime (58.5 versus 48.6 mm Hg; P=0.0078), nighttime
(55.1 versus 45.3 mm Hg; P=0.0006), and 24-hour (58.3
versus 47.5 mm Hg; P=0.0020) values in the diabetic group
(Table 5). Similarly, greater values of daytime (45.6 versus
36.8 mm Hg; P=0.0070), nighttime (43.5 versus 35.2 mm
Hg; P=0.0051), and 24-hour (46.5 versus 37.3 mm Hg;
P=0.0009) central pulse pressure were found in the
diabetic group. Diabetic subjects exhibited greater 24-hour
forward (29.5 versus 23.8 mm Hg; P=0.0011) and
backward (19.3 versus 15.3 mm Hg; P=0.0016) wave
amplitudes. Figure 6 demonstrates key differences in 24-
hour BP and arterial hemodynamic values between the
groups.

After adjustment for statin use and office SBP, differences
persisted in nighttime and 24-hour central and aortic pulse
pressure, as well as in forward and backward wave amplitude
(Table 5).

Discussion
Using a combination of echocardiography, arterial tonometry,
and CMR, we compared LV remodeling, arterial structure and
function, and office and ambulatory arterial pulsatile hemo-
dynamics between diabetic and nondiabetic subjects with
HFpEF. Despite similar age and few differences in standard
clinical characteristics, diabetic subjects with HFpEF exhibited
an increase in LVM, extracellular myocardial volume, and large
artery stiffness. Consistent with the hemodynamic effects of
large artery stiffening, diabetic subjects demonstrated
adverse pulsatile hemodynamics, with increased aortic char-
acteristic impedance, pulsatile power, forward and backward
wave amplitude, and aortic pulse pressure, demonstrated with
in-office assessments, as well as 24-hour ambulatory moni-
toring. Interestingly, 24-hour central pulsatile hemodynamics
were substantially different between the groups, despite the
absence of significant differences in 24-hour SBP. Our

Table 3. Comparison of Key Cardiovascular Parameters of LV Hypertrophy and Cellular and Interstitial Expansion Between
Diabetic and Nondiabetic Subjects

Parameters

Mean (95% CI)

P ValueNondiabetic Subjects Diabetic Subjects

Nonadjusted

LV mass, g 148 (124–172) 191 (171–211) 0.0095

LV mass indexed for BSA, g/m2 63.6 (55.8–71.3) 78.1 (70.4–85.9) 0.0093

LV mass indexed for height, g/m1.7 57 (49.5–64.5) 71.6 (63.9–79.3) 0.0079

Extracellular volume fraction, % 27.1 (24–30.2) 30.4 (28–32.8) 0.11

Cellular LV wall volume, mL 97 (80–114) 123 (106–139) 0.0307

Extracellular LV wall volume, mL 35.4 (29.4–41.4) 52.7 (45.8–59.6) 0.0003

Cellular LV wall volume index, mL/m2 43.5 (36.8–50.1) 52.3 (46.1–58.5) 0.053

Extracellular LV wall volume index, mL/m2 16.2 (13.1–19.4) 23.6 (21.2–26.1) 0.0008

Adjusted for systolic BP and statin use

LV mass, g 149 (124–174) 190 (169–211) 0.0220

LV mass indexed for BSA, g/m2 64.4 (56.2–72.7) 77.4 (69.5–85.4) 0.0299

LV mass indexed for height, g/m1.7 58.2 (50.1–66.2) 70.6 (62.8–78.4) 0.0336

Extracellular volume fraction, % 26.9 (23.4–30.4) 30.6 (27.9–33.2) 0.13

Cellular LV wall volume, mL 99 (80–119) 121 (103–139) 0.12

Extracellular LV wall volume, mL 35.8 (28.9–42.8) 52.3 (44.8–59.8) 0.0036

Cellular LV wall volume index, mL/m2 44.4 (36.6–52.1) 51.6 (45–58.3) 0.18

Extracellular LV wall volume index, mL/m2 16.4 (12.9–20) 23.5 (20.8–26.2) 0.0065

BP indicates blood pressure; BSA, body surface area; LV, left ventricular.
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findings underscore the importance of diabetes mellitus as a
determinant of LV structure, arterial stiffness, aortic pulsatile
hemodynamics, ventricular structure, and ventricular-arterial
interactions in HFpEF.

Aortic stiffness, measured as proximal aortic distensibility
with magnetic resonance imaging31 or CF-PWV,32 has been
shown to be increased in HFpEF, and to correlate with aerobic
capacity in this population.31 However, the determinants of
aortic stiffness in HFpEF are poorly understood. Moreover, the
heterogeneity in the underlying processes that contribute to
HFpEF is increasingly recognized, and may be responsible for
the failure of various candidate therapeutic interventions to
improve outcomes in this patient population. Therefore, there
is a great interest in a better phenotypic and mechanistic
characterization of readily identifiable patient subgroups with
HFpEF. Diabetes mellitus is a frequent comorbidity in HFpEF,
and is associated with poor outcomes in this patient

population, but its impact on arterial stiffness, pulsatile
hemodynamics, and ventricular-arterial interactions in HFpEF
is unknown. Our study demonstrates, for the first time, that
diabetic patients with HFpEF exhibit a distinct phenotypic
profile, with pronounced aortic stiffening compared with their
nondiabetic counterparts. The differences in CF-PWV between
diabetic and nondiabetic subjects (�3 m/s) is striking and
equivalent to several decades of aging of the arterial tree. It is
also more pronounced than reported in the literature for
subjects without HFpEF. In the general population, diabetes
mellitus was associated with an �0.74-m/s increase in
middle-aged adults,5 and in general, diabetes mellitus tended
to have a relatively small effect on PWV, compared with BP
and age33; the effect of diabetes mellitus on CF-PWV was
estimated to be somewhat larger (�1.67 m/s) among adults
with chronic kidney disease.9 In contrast, our study demon-
strated pronounced arterial stiffening (3-m/s greater CF-PWV
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Figure 4. Comparison of key cardiovascular parameters of left ventricular (LV) hypertrophy and cellular
and interstitial expansion between diabetic and nondiabetic subjects. DM indicates diabetes mellitus.
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values) in diabetic subjects with HFpEF, compared with their
nondiabetic HFpEF counterparts, despite the absence of
significant differences in age or 24-hour SBP. Furthermore,
large differences in arterial stiffness persisted after adjust-
ment for office SBP, which was slightly higher in the diabetic
group.

The mechanisms underlying arterial stiffening in diabetes
mellitus remain poorly understood. It has been proposed to
result from accelerated advanced glycation end product–
mediated collagen cross-linking,6,34 aortic wall calcification,35

endothelial dysfunction,36 chronic low-grade inflammation,
increased oxidative stress, and increased sympathetic tone.37

Advanced glycation end product formation results from several
reversible and irreversible steps that culminate in the detri-
mental cross-linking of collagen molecules within the arterial
vessel wall. In this process, sugar moieties (glucose, fructose,

and glycolytic adductions) interact with the free amino acid
residues of proteins, leading to the formation of Schiff base and
Amadori products. In the setting of hyperglycemia, Amadori
products are formed and unformed rapidly, and are in equilib-
rium with the blood glucose concentration.38 These reversible
Amadori products undergo slow rearrangements, ultimately
leading to the irreversible formation of advanced glycation end
products.39 Advanced glycation end product deposition on
arterial wall collagen leads to pathologic cross-linking through-
out the collagen molecule, which may contribute to an
increased collagen content and stiffness. A relationship
between inactive matrix Gla-protein (MGP; dephospho-uncar-
boxylated MGP), an inhibitor of vascular calcification, and CF-
PWV has also been recently demonstrated in diabetic sub-
jects.40 MGP is a small protein secreted by the vascular smooth
muscle cells, which undergoes vitamin K–dependent
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Figure 5. Differences in aortic pulsatile hemodynamics assessed via pressure-flow analyses, between
diabetic and nondiabetic subjects. DM indicates diabetes mellitus; PP, pulse pressure; PWV, pulse wave
velocity; Zc, characteristic impedance.
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posttranslational activation. Active MGP is a potent inhibitor of
vascular calcification. In a mouse model of diabetes mellitus
with MGP gene deletion, elevated glucose levels lead to
increased BMP (bone morphogenetic protein) signaling,
endothelial-mesenchymal transitioning, and osteoinduction,41

which was limited by transgenic enhancement of MGP expres-
sion.

Increased aortic stiffness promotes adverse hemodynam-
ics via several key mechanisms. First, aortic stiffening
increases aortic root characteristic impedance, leading to a
steeper pressure-flow relation in early systole, a wider pulse
pressure, and greater forward-wave amplitude. Second,
increased aortic PWV from aortic stiffening promotes a
premature arrival of reflected waves from the periphery to
the aorta, while the LV is still ejecting blood, leading to
excessive LV afterload and increased myocardial oxygen

consumption.19,20,42,43 A premature arrival of the reflected
wave also results in a reduction in diastolic pressure
augmentation by the reflected wave, resulting in a reduced
coronary perfusion gradient during diastole.42 Finally, an
increase in large artery stiffness leads to excessive penetra-
tion of pulsatility from large arteries into the microvascula-
ture of organs that require torrential blood flow (such as the
kidney and the brain), which may contribute to end-organ
microvascular damage.44–46

The impact of diabetes mellitus on aortic root stiffness and
pulsatile hemodynamics has not been previously examined in
HFpEF. Aortic pulsatile hemodynamics are best assessed via
analyses of aortic pressure-flow relations, which allow for a
comprehensive characterization of arterial load and ventric-
ular-arterial interactions.23,47 We found a pronounced
increase in proximal aortic characteristic impedance in the

Table 4. Differences in Aortic Pulsatile Hemodynamics Assessed Via Pressure-Flow Analyses, Between Diabetic and Nondiabetic
Subjects

Parameters

Mean (95% CI)

P ValueNondiabetic Subjects Diabetic Subjects

Nonadjusted

Carotid-femoral PWV, m/s 8.8 (7.5–10.1) 11.8 (10.4–13.1) 0.0027

Central SBP, mm Hg 121 (110–131) 133 (124–142) 0.0776

Central DBP, mm Hg 74.5 (67.4–81.6) 73.1 (67.5–78.6) 0.76

Central MAP, mm Hg 93.4 (85.8–101) 95.4 (89.4–101.4) 0.67

Central PP, mm Hg 44.5 (36.3–52.6) 59.2 (50.9–67.5) 0.0118

Aortic root Zc, mm Hg/mL per second 0.096 (0.072–0.121) 0.154 (0.124–0.183) 0.0024

Reflection magnitude 0.386 (0.345–0.427) 0.357 (0.325–0.389) 0.29

Forward wave amplitude, mm Hg 40.1 (31.6–48.6) 59.5 (52.8–66.1) 0.0010

Backward wave amplitude, mm Hg 14.1 (10.9–17.3) 19.6 (16.2–22.9) 0.0169

Oscillatory power, mW 190 (144–236) 315 (258–373) 0.0007

Steady power, mW 980 (819–1142) 1164 (1017–1311) 0.09

Adjusted for statin use

Carotid-femoral PWV, m/s 9.1 (7.7–10.5) 11.5 (10.2–12.9) 0.0165

Central SBP, mm Hg 122 (111–133) 132 (123–141) 0.16

Central DBP, mm Hg 74.1 (66.8–81.5) 73.3 (67.6–78.9) 0.86

Central MAP, mm Hg 93.6 (85.7–101.5) 95.3 (89.1–101.5) 0.74

Central PP, mm Hg 46 (37.5–54.6) 58 (49.9–66.1) 0.0452

Aortic root Zc, mm Hg/mL per second 0.102 (0.077–0.127) 0.149 (0.121–0.176) 0.0137

Reflection magnitude 0.381 (0.338–0.423) 0.36 (0.328–0.393) 0.47

Forward wave amplitude, mm Hg 41.4 (32.7–50.2) 58.7 (52–65.4) 0.0045

Backward wave amplitude, mm Hg 14.4 (11–17.7) 19.4 (16–22.8) 0.0359

Oscillatory power, mW 194 (145–242) 311 (253–370) 0.0024

Steady power, mW 966 (801–1132) 1174 (1022–1326) 0.07

DBP indicates diastolic blood pressure; MAP, mean arterial pressure; PP, pulse pressure; PWV, pulse wave velocity; SBP, systolic blood pressure; Zc, characteristic impedance; E (mitral
peak velocity of early filling); e' (early dialostic mitral annular velocity). Please remove GLP and use full expansion gulcan-like peptide-1 receptor agonists.
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diabetic group. The proximal aorta exerts an important
influence on central pulse pressure and is not assessed with
usual measurements of CF-PWV. Aortic root characteristic
impedance depends on its size and stiffness, and determines

the pulsatile pressure increase for any given flow rate.23,47

Consistent with the observed increased aortic stiffness, PWV,
and characteristic impedance, we found a pronounced
increase in oscillatory power (which is the product of pulsatile

Table 5. Differences in Ambulatory BP and Pulsatile Hemodynamics Between Diabetic and Nondiabetic Subjects

Parameters

Mean (95% CI)

P ValueNondiabetic Subjects Diabetic Subjects

Unadjusted

Daytime brachial SBP 131 (121–141) 138 (131–146) 0.27

Daytime central SBP 120 (111–130) 128 (120–136) 0.23

Daytime DBP 82.7 (76.6–88.8) 79.7 (75.2–84.3) 0.45

Daytime brachial PP 48.6 (43–54.1) 58.5 (54.4–62.7) 0.0078

Daytime central PP 36.8 (32.4–41.3) 45.6 (41.3–50) 0.0070

Nighttime brachial SBP 117 (107–127) 129 (122–137) 0.07

Nighttime central SBP 108 (99–118) 117 (109–124) 0.18

Nighttime DBP 71.5 (64.2–78.8) 73.2 (67.7–78.8) 0.72

Nighttime brachial PP 45.3 (41.5–49.1) 55.1 (51.6–58.6) 0.0006

Nighttime central PP 35.2 (31–39.4) 43.5 (40.1–46.8) 0.0051

24-h Brachial SBP 126 (117–135) 135 (128–142) 0.13

24-h Central SBP 116 (107–124) 125 (119–132) 0.09

24-h DBP 79 (73.2–84.9) 77.9 (73.5–82.3) 0.76

24-h Brachial PP 47.5 (42.4–52.6) 58.3 (54.5–62.1) 0.0020

24-h Central PP 37.3 (33.3–41.3) 46.5 (43.5–49.5) 0.0009

24-h Forward wave amplitude 23.8 (21.3–26.3) 29.5 (27.6–31.3) 0.0011

24-h Backward wave amplitude 15.3 (13.5–17.2) 19.3 (17.9–20.7) 0.0016

Adjusted for SBP (office) and statin use

Daytime brachial SBP 137 (129–145) 135 (129–141) 0.72

Daytime central SBP 126 (117–135) 125 (117–132) 0.82

Daytime DBP 85.7 (79.8–91.5) 78.1 (73.8–82.3) 0.0554

Daytime brachial PP 51.4 (46.4–56.3) 57 (53.3–60.6) 0.10

Daytime central PP 38.8 (34–43.6) 44.1 (40–48.3) 0.12

Nighttime brachial SBP 123 (114–132) 126 (119–132) 0.64

Nighttime central SBP 112 (103–122) 114 (107–121) 0.78

Nighttime DBP 75.5 (68.7–82.3) 70.9 (65.9–76) 0.32

Nighttime brachial PP 46.8 (42.9–50.8) 54.1 (50.7–57.4) 0.0113

Nighttime central PP 36.3 (31.9–40.7) 42.8 (39.3–46.3) 0.0359

24-h Brachial SBP 132 (123–140) 131 (125–137) 0.97

24-h Central SBP 120 (112–128) 123 (117–128) 0.69

24-h DBP 82.3 (76.7–87.8) 76.1 (72.1–80.1) 0.10

24-h Brachial PP 50.1 (45.4–54.8) 56.8 (53.4–60.2) 0.0363

24-h Central PP 38.5 (34.4–42.6) 45.8 (42.8–48.8) 0.0114

24-h Forward wave amplitude 24.8 (22.3–27.3) 28.9 (27.1–30.7) 0.0184

24-h Backward wave amplitude 15.7 (13.8–17.7) 19.1 (17.7–20.5) 0.0133

All units are in mm Hg. BP indicates blood pressure; DBP, diastolic BP; PP, pulse pressure; SBP, systolic BP.
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pressure and flow) and increased forward wave amplitude,
backward wave amplitude, and central pulse pressure in the
diabetic group. This physiologic pattern was also evident from
24-hour ambulatory recordings.

Interestingly, despite the markedly abnormal pulsatile
hemodynamics found in 24-hour monitoring, 24-hour SBP
was not significantly different between the groups. SBP is a
composite hemodynamic marker, which depends on both
mean pressure and pulse pressure. It follows that marked
SBP elevations may be absent despite adverse pulsatile
hemodynamics when mean pressure is low, which tends to
occur at the expense of a lower diastolic pressure. This
hemodynamic profile, consistent with elevated arterial
stiffness, has been clearly associated with adverse outcomes
in non-HFpEF populations.48,49 Similarly, in the TOPCAT
(Treatment of Preserved Cardiac Function Heart Failure With

an Aldosterone Antagonist Trial), no relationship was
observed between baseline SBP quartiles and outcomes,50

whereas a low DBP predicted an increased risk of a
composite of all-cause death, nonfatal myocardial infarction,
nonfatal stroke, or hospitalization for HF in this cohort.51

Similarly, a high pulse pressure has been associated with all-
cause death in HFpEF.52

We also found that diabetic subjects exhibited significantly
greater office SBP, despite the absence of significant
differences in 24-hour SBP. This may be because of a type
II error for ambulatory SBP, although it is possible that
diabetic subjects with HFpEF exhibit a greater white coat
effect. Future studies should address potential differences in
office versus ambulatory BP measurements in diabetic versus
nondiabetic subjects with HFpEF and their prognostic impli-
cations.
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Figure 6. Differences in ambulatory blood pressure (BP) and pulsatile hemodynamics between diabetic
and nondiabetic subjects. All units are in mm Hg. DBP indicates diastolic BP; DM, diabetes mellitus; PP,
pulse pressure; SBP, systolic BP.
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The effects of diabetes mellitus on arterial stiffness are
unlikely to be a consequence of the effects of diabetes
mellitus on the myocardium. First, our analyses included
quantification of pressure-flow relations, which intrinsically
account for the amount of flow generated by the LV. Second,
the LVEF and stroke volume were not significantly different
between the groups and are unlikely to explain the differences
in arterial stiffness and pulsatile load. Rather, our results are
consistent with the notion that diabetes mellitus exerts
adverse effects on the arterial tree. Interestingly, the
relationship between diabetes mellitus and arterial stiffness
may be bidirectional, as recent data suggest that arterial
stiffening may precede diabetes mellitus and predict the
incidence of diabetes mellitus in nondiabetic adults.53 Arterial
abnormalities associated with diabetes mellitus can adversely
impact the myocardium, given that increased and/or abnor-
mal pulsatile load favors LV hypertrophy, fibrosis, and
diastolic dysfunction.3,15,17,18,43,54–57 Diabetes mellitus also
has primary effects on the myocardium, and likely provides a
“double hit” (ie, hemodynamic and metabolic) that may be
important for the development of HFpEF. The interactions
between the hemodynamic and the metabolic/neurohormonal
effects of diabetes mellitus in the pathogenesis of HFpEF
should be the focus of future studies.

Our study should be interpreted in the context of its
strengths and limitations. Our study is the first to assess the
impact of type 2 diabetes mellitus arterial stiffness on
pulsatile hemodynamics and LV remodeling in HFpEF. We
assessed CF-PWV, the gold standard index of large artery
stiffness, in addition to comprehensive in-laboratory assess-
ments of proximal aortic pressure-flow relations using state-
of-the-art techniques. We used measured flow, as opposed to
synthetic or triangular flow waveforms. We used carotid high-
fidelity tonometry, which does not rely in the application of
transfer functions to peripheral pressure waveforms. In
addition, we assessed 24-hour ambulatory brachial and aortic
BP and pulsatile hemodynamics. We enrolled a multiethnic
cohort, which may be more generalizable to multiethnic
populations. Our assessments of LV remodeling included
measurements of LVM, as well as measures of cellular and
interstitial expansion using contemporary magnetic resonance
imaging techniques. Our study also has several limitations.
We applied strict inclusion/exclusion criteria during the
parent trial, to increase our confidence in the inclusion of
subjects with HFpEF, as opposed to alternative causes of
symptoms. In the process, we may have excluded many
subjects with HFpEF and comorbidities related to arterial
stiffness, such as advanced renal disease and dementia. This
may have biased our study toward the null and may have
underestimated the effect of diabetes mellitus on arterial
stiffness. Our sample size is relatively small, although the
marked differences in the measured parameters resulted in

highly significant between-group differences. We did not
perform significance adjustments for multiple comparisons,
which may increase the a error rate. However, our results on
aortic stiffness (CF-PWV), in-office pulsatile hemodynamics,
and 24-hour assessments are highly consistent, adding
confidence to our results. We did not assess urinary albumin
excretion, an established renal and cardiovascular risk marker.
All phenotypes were measured in a blinded manner to the
randomized arm in the parent trial; strict blinding for diabetic
status was not done, as these comparisons were performed
retrospectively. Nevertheless, images were analyzed indepen-
dently of clinical data, and many of the examined phenotypes
(such as ECV computations, arterial stiffness measurements,
pressure-flow analyses, and ambulatory BP monitoring–based
measurements) are not significantly susceptible to systematic
operator bias. An additional limitation is that the potential
effect of intraobserver/interobserver variability was not
assessed, which may have limited our power to detect some
associations. Given the limited sample size, we did not perform
comprehensive adjustments for clinical characteristics, and
adjusted only for characteristics that differed between the
groups. Finally, our sample size was not sufficiently large to
explore the relationship between glycemic control and arterial
stiffness or LV remodeling/fibrosis among diabetic subjects
with HFpEF. This should be the focus of future studies, given
that glycemic control has been shown to be an important
determinant of LV myocardial interstitial expansion in diabetic
subjects without HFpEF.58

In summary, we comprehensively characterized, for the
first time, arterial stiffness and in-office and pulsatile arterial
hemodynamic abnormalities in subjects with HFpEF with and
without diabetes mellitus. We demonstrate that diabetes
mellitus is associated with marked aortic stiffening, and an
adverse pulsatile hemodynamic profile, characterized by
increased aortic characteristic impedance, pulsatile power,
forward and backward wave amplitude, and aortic pulse
pressure, despite the absence of significant differences in 24-
hour SBP. Diabetic subjects also demonstrated more pro-
nounced LV hypertrophy, with expansion of the extracellular
myocardial compartment. Our findings underscore the impor-
tance of diabetes mellitus as a determinant of LV structure,
arterial stiffness, aortic pulsatile hemodynamics, and ventric-
ular-arterial interactions in HFpEF and indicate the need to
develop therapeutic approaches to mitigate arterial stiffening
and its consequences in diabetic subjects. These approaches
may be useful for the prevention and treatment of HFpEF.
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