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To the editor Dr Lelonek’s comprehensive re-
view' of the PARAGON-HF (Prospective Com-
parison of ARNI with ARB Global Outcomes in
HFpEF) trial published in the December issue of
Kardiologia Polska (Kardiol Pol, Polish Heart Jour-
nal) is particularly timely given that, at a pub-
lic meeting on December 16, 2020, the United
States Food and Drug Administration (FDA) Car-
diovascular and Renal Drugs Advisory Commit-
tee (CRDAC) voted 12 to 1 that the data present-
ed supported the use of sacubitril /valsartan in
the treatment of at least some patients with heart
failure with preserved ejection fraction (HFpEF).”
While, as Dr Lelonek notes, a modest overall ben-
efit of borderline statistical significance was ob-
served, there was a more substantial benefit in
2 prespecified subgroups: patients with a left
ventricular ejection fraction (LVEF) at or below
the median value of 57% and in women. The ben-
efit of sacubitril /valsartan use in patients with a
LVEF below the normal value, but not in the “re-
duced” range as currently defined (<40%), is bi-
ologically plausible and consistent with data for
angiotensin receptor blockade and mineralocor-
ticoid receptor antagonism.’ Indeed, these data
challenge the arbitrary LVEF cutoff points we
use to define heart failure phenotypes and what
we call those phenotypes. Recently, it has been
suggested that the so-called heart failure with
“mid-range” ejection fraction (HFmrEF) should
be renamed to heart failure with “mildly reduced”
ejection fraction (still HFmrEF!) to reflect the ev-
idence that these patients seem to benefit from
treatments that are clearly beneficial in patients
with a more depressed LVEEF, ie, in patients with
left ventricular systolic dysfunction.’ Indeed,
should the CRDAC vote lead the FDA to approve
sacubitril /valsartan for some patients with HF-
pEF, the LVEF range defining HFmrEF may also
need to change. This is currently a LVEF of 40% to
49%, but the benefit of sacubitril/valsartan use
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appeared to extend to a higher LVEF. The find-
ings in the 2 prespecified study subgroups may
be related in that the benefit of sacubitril/val-
sartan use extended to a higher LVEF in women
than in men, with qualitatively similar effects
reported for angiotensin receptor blockade and
mineralocorticoid receptor antagonism, suggest-
ing that this is not a chance finding with sacu-
bitril/valsartan.? It is well known that women
have higher LVEFs on average than men and it is
possible that women may still have left ventric-
ular systolic dysfunction at a LVEF approaching
to the normal value for men.

We must wait until later this year to hear
what the FDA will decide about the use of sacu-
bitril/valsartan in HFpEF. If their decision is
positive, it will be not only good news for many
patients but also an important stimulus for us to
revisit our definition of what is a “normal” LVEF,
how and why it differs between men and wom-
en, and what LVEF inclusion criteria we should
use in future trials.
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Author’s reply I appreciate the supporting
commentary of Prof. John J. V. McMurray, the
global leader and expert in heart failure. Time
for heart failure with preserved ejection frac-
tion (HFpEF) is particularly important now—it
is a great chance for this population of patients
to finally use the drug, sacubitril/valsartan,
that has a beneficial effect on the prognosis of
this disease.

The results of the PARAGON-HF (Prospective
Comparison of ARNIwith ARB Global Outcomes
in HFpEF) trial are also of great importance for
the redefinition of the heart failure classifica-
tion, as suggested by experts.! The last subanal-
yses of the trial also revealed the beneficial effect
of angiotensin receptor-neprilysin inhibitors on
the serum uric acid level, which was independent-
ly associated with an increased risk for primary
outcomes (rate ratio, 1.61; 95% CI, 1.37-1.9)2 and
the beneficial effect on pulse pressure, a marker
of arterial stiffness.’ Last but not least, a 2020
analysis of PARAGON-HEF trial data demonstrat-
ed that neprilysin could be a biological target in
HFpEF with the decline of biomarkers reflecting
extracellular matrix homeostasis.’ Thus, it could
be a mechanistic explanation for sacubitril/val-
sartan efficacy in HFpEF. However, further stud-
ies are needed to analyze the fibrotic signaling
pathway in sacubitril / valsartan therapy.
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