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Heart failure with preserved ejection fraction (HFpEF) contrib-
utes substantially to hospitalizations, morbidity, and mortality
worldwide. Prevalence is estimated to be roughly 2% of the popu-
lation and is increasing concurrently with diabetes, atrial fibrilla-
tion, obesity, and an aging population [1]. Echocardiography is
usually adequate to distinguish HFpEF from heart failure with re-
duced or mid-range ejection fraction, which is important for treat-
ment and prognostication [2]. Effective management strategies for
HFpEF are lacking. To date, no randomized trials have shown a
mortality benefit, and few have shown clear evidence of reduced
hospitalizations.

A variety of indices can be measured to estimate myocardial perfor-
mance during diastole. When abnormal, diastolic indices are supportive,
but not necessary, for the diagnosis of HFpEF [3]. Abnormal diastolic in-
dices are a risk factor, but it remains unclear if treatments can reduce
progression to clinical HFpEF [4,5].

In this issue of the Journal, [6] report data from a cohort of symp-
tomatic patients undergoing coronary angiography for the evalua-
tion of possible obstructive coronary artery disease. Study
participants agreed to undergo cardiac magnetic resonance imaging
to evaluate diastolic indices which were linked to drug treatments
for coronary artery disease, hypertension, diabetes, and dyslipid-
emia. They conclude that subjects meeting the study definitions for
adequate treatment of these conditions had an association with su-
perior diastolic indices. While not explicitly a study of HFpEF pa-
tients, 89% had chest pain, 66% had dyspnea, and improvement of
diastolic parameters is primarily relevant to the management of
HFpEF, more than other conditions.

The findings are aligned with current recommended strategy
for the management of HFpEF, aggressive treatment of underlying
conditions that may contribute to symptoms in HFpEF [7].
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Application of the study findings, however, differs from clinical
practice in a few important ways. Hypertension is not managed
based on the presence or absence of a specific drug class within
a patient's pharmaceutical regimen. Adequate control of diabetes
is defined by glycated hemoglobin levels, and the study design
discounts diabetic patients who have controlled their blood glu-
cose using diet alone. Moderate or high intensity statin therapy
is a mainstay in the management of coronary artery disease, how-
ever angina treatments much be tailored to individual patients. In
addition to frequently causing headaches, nitrates were shown in
a randomized trial to be associated with less physical activity and
no improvement in quality of life compared to placebo in HFpEF
patients [8].

Some promising data are presented in supplementary table 8.
Here the authors link diastolic indices, such as left ventricular end-
diastolic pressure (LVEDP), to treatment with specific drug classes.
They observed lower LVEDP with a nitrate/beta-blocker combination
and with a calcium channel blocker in absence of nitrates. This may
inform future study of a medication specific strategy, similar to the
approach used for HFrEF. Future investigations would be strength-
ened by linking pharmaceutical treatments to presence and severity
of symptoms, imaging-based diastolic indices, and natriuretic pep-
tides, all of which should all change in concert if the study hypothesis
is correct.

New strategies for HFpEF may involve use of specific medication
classes as noted in this study, although other studies on available com-
pounds, such as inorganic nitrates and inhaled nitrites, and new com-
pounds, such as soluble guanylate cyclase stimulators, are also
underway [1]. Angiotensin receptor neprilysin inhibitors hold promise
as a strategy for HFpEF [9]. While we wait for those studies to be per-
formed, we should not lose sight of the fact that there is ample room
to improve the population's cardiovascular risk profile. The American
Heart Association's Annual Heart Disease and Stroke Statistics Update
for 2019 demonstrates how far we still have to go, with only 19.9% of
the US population (> 50 years of age) at goal blood pressure and only
27.2% at goal cholesterol [10]. (Fig. 1) In European populations, statins
are underutilized and failure to meet cholesterol goals is similar to the
UsS [11].
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Fig. 1. Prevalence of cardiovascular health metrics among US adult over age 49. This stacked bar graph shows the proportion of adults with poor (red), intermediate (yellow), and ideal

(green) metrics of selected risk factors for cardiovascular health.
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