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ejection fraction: Still a minefield, but with new hope ™=

Terapéutica médica na insuficiéncia cardiaca com fracao de ejecao
preservada: ainda um campo minado, mas com novas esperancas!
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In this issue of the Journal, Formiga et al. present an anal-
ysis of the Spanish multicenter prospective RICA registry
assessing the impact of beta-blocker therapy prescribed at
discharge in a cohort of 1078 elderly patients with heart fail-
ure (HF) with preserved ejection fraction (HFpEF) who were
admitted for acute HF and were in sinus rhythm at hospital
admission.” In brief, the national RICA registry, coordinated
by the Heart Failure Working Group of the Spanish Society
of Internal Medicine, enrolled consecutive patients admitted
for acute HF to internal medicine wards at 52 Spanish hospi-
tals. In this study, use of beta-blockers at discharge was not
associated with a lower risk of one-year all-cause mortality
(adjusted hazard ratio [HR] 0.83; 95% confidence interval
[CI] 0.61-1.13; p=0.236) or of the one-year composite end-
point of all-cause death or HF rehospitalization (adjusted
HR 0.98; 95% Cl 0.79-1.23; p=0.882) in patients with acute
HFpEF and sinus rhythm." The strengths of this study are
the prospective and multicenter design of the real-world
RICA registry and its large sample size. The main limitation
is the observational nature of the study, which was poten-
tially affected by residual unmeasured or confounding bias
despite the adjusted analyses that were performed by the
authors.
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The results of this study are in line with available evi-
dence demonstrating the lack of benefit of beta-blockers
in HFpEF. In a large individual patient data meta-analysis
of 10 trials including 18 254 patients with HF, the benefit
of beta-blocker therapy versus placebo in terms of reduc-
tion in all-cause mortality was observed only in patients in
sinus rhythm, and not in those with atrial fibrillation.? In a
subsequent large individual patient data meta-analysis of
11 trials including 14 262 patients with HF and in sinus
rhythm, beta-blockers improved left ventricular ejection
fraction (LVEF) and prognosis in patients with HF with
reduced ejection fraction (HFrEF), but not in those with
HFpEF.> Use of beta-blockers reduced all-cause or cardio-
vascular mortality compared to placebo only in patients
with LVEF <40% and in those with LVEF 40-49%.° Although
the non-randomized observational design of this study pre-
vents definitive conclusions from being drawn, Formiga et al.
also confirmed these findings in a real-world population of
patients who were hospitalized for acute HF and had evi-
dence of HFpEF and sinus rhythm.

Considering the high burden of comorbidities in patients
with HFpEF, including atrial fibrillation, chronic kidney dis-
ease, obesity, and other non-cardiovascular comorbidities
that are more common in HFpEF than in HFrEF,*> focusing on
the treatment of comorbidities remains of paramount impor-
tance in these patients. In the absence of robust evidence
from available randomized trials supporting a prognostic
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benefit of most HFrEF drugs in the treatment of HFpEF, the
recent European Society of Cardiology guidelines for the
diagnosis and treatment of acute and chronic HF recommend
reducing symptoms and signs of congestion with diuretics
and treating cardiovascular and non-cardiovascular comor-
bidities, including hypertension, obesity, coronary artery
disease, amyloidosis, atrial fibrillation and valvular heart
disease, in patients with HFpEF.® Beta-blockers therefore
remain a relevant therapeutic option for the treatment of
comorbidities in patients with HFpEF, such as hypertension
or coronary artery disease.®

Of note, after several randomized trials conducted
in HFpEF failed to achieve their primary endpoints,®
the Empagliflozin Outcome Trial in Patients with Chronic
Heart Failure with Preserved Ejection Fraction (EMPEROR-
Preserved) and the Effect of Sotagliflozin on Cardiovascular
Events in Patients with Type 2 Diabetes Post Worsening
Heart Failure (SOLOIST-WHF) trials have recently reported
positive results in these patients.””® SOLOIST-WHF, how-
ever, enrolled only diabetic patients hospitalized for HF.2
By contrast, EMPEROR-Preserved enrolled diabetic and non-
diabetic patients with HF and New York Heart Association
class Il to IV symptoms and increased N-terminal pro-B-type
natriuretic peptide levels.>” In EMPEROR-Preserved, the
sodium-glucose cotransporter 2 inhibitor empagliflozin led
to a significant 21% reduction in the primary composite end-
point of cardiovascular death or HF hospitalization in 5988
patients with HF and LVEF >40% (mean LVEF 54.3%), regard-
less of the presence or absence of diabetes.” This positive
trial has raised the real possibility of finding a treatment for
all patients with HFpEF, in fact for all patients with HF, inde-
pendently of LVEF.® Beyond the use of gliflozins, detailed
phenotyping, treatment of comorbidities and personalized
patient approaches remain the mainstay of treatment in
HFpEF. Machine learning techniques and identification of
phenotype clusters are not often advocated as tools to bet-
ter characterize patients with HFpEF.'°-'2 Further progress
in our understanding of the pathophysiology of HFpEF is now
required to refine HFpEF management and potentially find
more effective medical therapies for this challenging and
difficult-to-treat patient population.
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