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WMXHNENE S
[H E9(Purpose}]

Heart failure (HF) with preserved ejection fraction {(HFpEF) is an increasing type of HF in which lefl ventricular (LV) systolic
function is preserved. No effective therapy for HFpEF has yet been established, duc to the complex and heterogenecous
pathophysiology of HFpEF. 1t is, therefore, important to identify high-risk featurcs of HFpEF patients which can be the targets of
the treatment. LV diastolic dysfunction, characterized by impaired LV relaxation and increased LV stiffness, has been presumed as
important pathophysiology of HFpEF. Nonectheless. the prognostic impact of diastolic dysfunction remains controversial,
especially in HFpEF patients presenting with atrial fibrillation {(AF), a frequent comorbidity of HFpEF. This may be due to the
absence of any single reliable index for the assessment of diastolic function. The evaluation of diastofic function in patients with
AF is challenging due to irregular heartbeats, loss of atrial contraction, and variability of flow velocity. Recently. the American
Society of Echocardiography (ASE)—2016 updated the algorithms for the evaluation of LV diastolic [unction by
echocardiography, one¢ of which is applicable even in patients with AF. In this study, we aimed to clarify the impact of diastolic

dysfunction on prognosis in patients with HFpEF, including those with AF, using this algorithm.

{770 & ONZ A (Method s/Results))

Methods: We studied patients registered in the PURSUIT-HFpEF registry, a prospective multicenter observational study of
paticnts with HFpEF. The registry cnrolled patients with HFpEF who were hospitalized due to acute decompensated HF based on
the Framingham HF diagnostic criteria and fulfilled the following two criteria on admission: (1) Left ventricular ejection fraction =
50% by ftransthoracic ecchocardiography; (2} N-terminal pro B-type nairiuretic peptide (NT-proBNP) > 400 pg/ml.
Echocardiographic data at discharge were used to classify patients into three groups according to the 2016 ASE rccommendations
for the evaluation of diastolic function: normal diastolic function (ND). indeterminate (1D), and diastolic dysfunction (DD). The
primary endpoint was a composite of all-cause death or HF rchospitalization. The secondary endpoints were cach endpoint.
Baseline patient characteristics were compared among the three groups. Kaplan-Meier survival analyses with log-rank test were
constructed. Multivariable Cox proportional hazards regression analyses were performed to investigate the impact of DD and 1D
on prognosis, using ND with a hazard ratio of 1.00 as the reference.

Results: This study included 863 patients with HFpEF (321 patients concomitantly had AF). The median age of the study
population was 83 years (interquartile range: 77, 87), and 479 patients {35.5%) were female. 196 patients (22.7%) were classified
with ND, 253 patients (29.3%) with [D and 414 patients (48.0%) with DD. Patients with DD were significanily older, more likely
female, higher body mass index, higher NT-proBNP, lower hemoglobin, and lower estimated glomerular filtration rate than those
with ND or ID. The primary endpoint occurred more frequently in patients with DD than those with ND [incidence rate (IR): 38.5
vs. 17.8 per 100 person-year, log-rank P < 0.001) or those with 1D {IR: 38.5 vs. 23.7 per 100 person-year, log-rank P = 0.007).
Patients with DI had a significantly higher event rate of all-cause mortality (FR: 15.1 vs. 7.2 per 100 person-year, log-rank P =
0.003) and HF rehospitalization (JR: 26.4 vs. 11.3 per 100 person-year, log-rank P < 0.001) than those with ND. Multivariable Cox
regression analyses revealed that DD (HR: 1.57, 93% Cl: 1.06-2.32, P = (.024) was independently associated with the composite
endpoint, whereas 1D (HR: 1.28, 93% CFE 0.84-1.953, P = 0.253) was not. DD was associated with the composite endpoint both in
patients with AF (HR: 2.25, 95% CI: 1.29-3.94. P = 0.004) and without AF (HR: 1.80, 95% CI: 1.16-2.80, P = 0.009).

[# {&(Conclusion))
Patients with HFpEF, including those with AF, presenting with lefl ventricular diastolic dysfunction assessed with the 2016 ASE
recommendations had worse clinical outcomes than those with normal diastolic function. Diastolic dysfunction may be considered

a prognostic marker in patients with HFpEF rcgardless of the presence of AF.
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