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Abstract

Heart failure with preserved ejection fraction (HFpEF) presents an increasingly significant clinical challenge due to
its heterogeneous pathophysiology and high morbidity and mortality, alongside a paucity of established disease-
modifying therapies. Complex pathomechanisms are implicated in HFpEF, encompassing arterial stiffness, microvascular
inflammation, and structural cardiac changes, including left atrial dysfunction and pulmonary hypertension, while
diagnosis of HFpEF might also be challenging and relies on clinical assessment, cardiac imaging, and biomarkers,
with dedicated scoring systems developed to assess the probability of this condition. Compounding the diagnostic
challenges, effective treatment strategies for HFpEF remain limited. Although goals of treatment remain similar to
those of heart failure with reduced ejection fraction, aiming at functional improvement, reduction of heart failure
hospitalizations, and mortality reductions, treatment options for HFpEF remain rather limited. The current review aims
to present a brief synopsis of the mechanisms of HFpEF and diagnostic approaches and focuses on summarizing the
current status of HFpEF treatment, including non-pharmacological interventions, management of comorbidities, and
pharmacological treatment. Current drug options comprise diuretics for symptom management and SGLT2 inhibitors
as the primary disease-modifying agents, while new therapies, such as finerenone and semaglutide, are emerging.
Ongoing clinical trials aim to refine personalized treatment approaches, reflecting the need for a precision medicine
approach to improve outcomes in this complex syndrome.
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INTRODUCTION

Heart failure with preserved ejection fraction (HFpEF)
is increasingly acknowledged and diagnosed in clinical
practice, partly as a result of an ageing population and
a rise in contributory comorbidities, including obesity
and diabetes. HFpEF has been recognized as a com-
plex clinical syndrome, accounting for at least half of
patients with heart failure. Due to its heterogeneous

and therapeutic modalities. Although cardiovascular
mortality is lower in HFpEF than in HF with reduced
ejection fraction (HFrEF), hospital readmissions are
frequent, and quality of life is poor [1,2]. In this review,
we focus on the current and investigational treatment
strategies for this complex syndrome.

Pathomechanisms of HFpEF

pathophysiology and epidemiological patterns, HFpEF is
often challenging to diagnose and to develop diagnostic
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HFpEF was initially thought to be the result of dias-
tolic dysfunction caused by hypertensive left ventricular
(LV) remodeling in isolation, exacerbated by abnormal
ventricular-arterial coupling and chronotropic incom-
petence. These mechanisms were noted originally in
HFpEF patients with predominantly hypertensive heart



136

Faethontas Eleftheriadis, et al

disease, where the primary mechanistic hypotheses
centered around hypertension leading to LV hypertro-
phy with stiff and relatively small left ventricles and,
eventually, overt HF [3-5]. Over the past two decades,
older adults with isolated hypertensive heart disease
have given way to multimorbid patients with obesity,
diabetes, and metabolic syndrome as the most common
clinical profile in HFpEF. This highlights the fact that the
pathomechanisms of HFpEF extend beyond adaptive
changes to increased afterload and comprise a variety
of factors including systemic inflammation, endothelial
dysfunction and altered myocardial energetics.

Arterial stiffness

Itis becoming increasingly acknowledged that arte-
rial stiffness plays a significant role in the pathogenesis
of HFpEF, impacting prognosis, treatment, and diagnosis.
Arterial stiffness, a defining characteristic of vascular
aging, increases the afterload on the LV, resulting in
diastolic dysfunction, a crucial aspect of HFpEF. The
progression of the disease is accelerated by elevated
arterial stiffness, which is associated with prevalent
cardiovascular risk factors in HFpEF, including obesity,
diabetes, and hypertension [3,6].

Microvascular inflammation

Comorbidities in HFpEF lead to a systemic inflam-
matory state that causes the coronary microvascular
endothelium to experience oxidative stress. Cardiomyo-
cytes become stiff and proliferate as a result of decreased
PKG activity and decreased cardiac NO bioavailability.
This process of myocardial remodeling differs from the
one observed in HFrEF, where oxidative stress resulting
from ischemia, infection, or toxicity causes cellular death
by cardiocyte death and thus promotes cardiac remod-
eling. The new HFpEF model has significant implications
for both diagnosis and treatment [7].

Structural changes in cardiac chambers

The most noticeable abnormalities in HFpEF are
impairments in the structure and function of the heart,
which affect all four chambers. There are changes in
LV relaxation and a decrease in LV compliance, both of
which are significant factors in the rise in filling pres-
sures. Atrial fibrillation (AF), which may be regarded as
a"biomarker” of underlying LA myopathy and indicative
of more advanced HFpEF, is often the result of remod-
eling and dysfunction of the left atrium (LA) caused
by chronic, prolonged, or intermittent elevation of LV

filling pressures in HFpEF [8]. It has been demonstrated
that deficits in LA strain are the most reliable imaging
indicators that differentiate HFpEF from noncardiac
causes of dyspnea, and that LA function abnormalities
are more often associated with adverse outcomes than
LV function abnormalities [9]. While most patients with
HFpEF have LV dysfunction before LA dysfunction, some
patients may progress to a primary LA cardiomyopathy,
which causes lower LV filling and higher LA pressure,
thus resulting in inadequate cardiac output augmenta-
tion during exertion.

Initially, HFpEF is characterized by minor changes in
cardiac remodeling and mild functional abnormalities,
with elevated LV filling pressures observed exclusively
during exercise. Over time, LA function and remod-
eling gradually deteriorate, leading to secondary atrial
functional MR and increased incidence of paroxysmal
AF. This is the stage where symptoms become more
prominent and tend to also present during rest. The
natural course of the syndrome is characterized by
progressive additional deterioration of LA remodeling
and dysfunction with development of permanent AF,
worsening pulmonary hemodynamics and subsequent
pulmonary vascular remodeling with vasoconstriction,
and eventual development of RV and RA dysfunction.
These changes may also lead to further impairments
in cardiac output and increased pericardial restraint,
findings associated with advanced HFpEF. The different
stages of HFpEF progression are therefore the reason for
the varying clinical presentation, and treatments may
differ depending on presentation. Progression through
these stages is not inevitable and may follow distinct
tempos. Comorbidities, inflammation, and endothelial
dysfunction can manifest differently among individuals,
further increasing heterogeneity.

Regardless of the cause, sustained elevation in
LA pressures leads to worsening pulmonary hyperten-
sion (PH), especially in patients with more severe LA
cardiomyopathy. Roughly 80% of patients with HFpEF
have PH, which starts as a passive result of downstream
LA pressure elevation. However, in many patients, these
passive changes eventually lead to pulmonary vascular
disease and consequent combined post-and pre-capil-
lary pulmonary hypertension, characterized by vascular
remodeling and vasoconstriction that affects the totality
of the pulmonary vasculature leading to deteriorations
in exercise capacity, congestion, pulmonary diffusion,
and eventually in increased mortality. The more ex-
treme and difficult to handle spectrum of HFpEF is the
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development of overt clinical right HF due to the PH
that will eventually lead to additional symptoms due
to systemic congestion and worsening cardiac output.

Atrial Fibrillation

More than half of patients with HFpEF experience AF
during their lifetime. AF is independently linked to an
increased risk of HF hospitalization and death in HFpEF.
Since AF is a reliable sign that HFpEF is probably the
cause of HF symptoms like dyspnea, the presence of AF
has been incorporated into probability scores for the
diagnosis of HFpEF [10]. HFpEF contributes to the rise
of AF through structural and functional remodeling of
the left atrium (LA). HFpEF leads to larger volumes of
LA which is a well-established proarrhythmic substrate
associated with atrial fibrosis. This contributes to elec-
trical remodeling, increased atrial refractoriness, and
development of AF [11,12].

Coronary Artery Disease (CAD)

Patients with HFpEF frequently have coronary ar-
tery disease, which is linked to higher mortality and
worsening ventricular function. In patients with CAD,
revascularization may be linked to improved outcomes
and the maintenance of heart function [13].

Diagnosis of HFpEF
Clinical presentation

Identification of symptoms and signs of HF is the
initial step in diagnosing HFpEF. The Framingham Diag-
nostic Criteria describe the major symptoms and signs
indicating the presence of HF. A HF diagnosis requires
the presence of two major criteria or one major and
two minor criteria. Major criteria include orthopnea
or paroxysmal nocturnal dyspnea, jugular venous dis-
tension, hepatojugular reflux, rales, S3 gallop rhythm,
pulmonary edema, and cardiomegaly. The minor criteria
include exertional dyspnea, nighttime cough, ankle
edema, tachycardia with a heart rate surpassing 120
beats per minute, hepatomegaly, and pleural effusion.
Dyspnea or ankle edema are common first presenta-
tions of HFpEF [14].

Cardiac imaging

When evaluating patients who may have HFpEF,
cardiac imaging is essential. Transthoracic echocardiog-
raphy (TTE) is the most useful imaging modality for early
diagnosis. In addition to assessment of left ventricular
ejection fraction (LVEF), the primary criterion used to dis-
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tinguish between HFrEF and HFpEF, TTE offers detailed
information about the anatomy and physiology of the
heart. It detects anomalies in the pericardium, cardiac
valves, and myocardium, and the data may be useful in
the diagnosis of HFpEF [15]. RV size and function, atrial
size, and thorough valve examination are all included
in TTE evaluation, which addresses anomalies linked to
both anatomy and flow. Importantly, TTE is crucial for
the assessment of diastolic function by evaluating LV
filling and LA pressures.

Additional non-invasive imaging modalities, besides
TTE, may be useful for assessing the structure and
function of the heart. For both LV and RV, cardiac MRI
provides an accurate and reliably repeatable assessment
of heart volumes, mass, and EF. Without using ionizing
radiation, cardiac magnetic resonance imaging (MRI) of-
fers remarkable anatomical resolution in all areas of the
heartand adjacent structures [16]. It aids in the diagnosis
of Fabry disease, cardiac sarcoidosis, cardiac amyloidosis,
and hypertrophic cardiomyopathy. Ventricular size, EF,
and anomalies of wall motion can also be accurately as-
sessed using ECG-gated cardiac computed tomography
(CT). Although radionuclide ventriculography exposes
patients to ionizing radiation, it provides extremely re-
peatable LVEF values. A non-invasive imaging method
called positron emission tomography (PET) can reveal
details on myocardial fibrosis, inflammation, perfusion,
and metabolism [17,18].

In some cases, cardiac catheterization may be neces-
sary to directly measure left ventricular filling pressures
and confirm the diagnosis of HFpEF, particularly when
non-invasive tests are inconclusive or when there is
suspicion of other cardiac conditions. Finally, consid-
ering the spectrum of presentations and the fact that
several patients may only present with exercise-related
symptoms, exercise testing during cardiac catheteriza-
tion may reveal some additional occult cases of HFpEF.

Biomarkers

Natriuretic peptide assay, including B-type natriu-
retic peptide (BNP) or N-terminal proB-type natriuretic
peptide (NT-proBNP), is commonly used to confirm the
presence and severity of HFpEF. Generally, the levels of
BNP and NT-proBNP are comparable, rendering either
one suitable for clinical use [15,19]. When evaluating
dyspnea of potentially cardiac origin, measuring BNP
and NT-proBNP levels offers important diagnostic in-
sight, particularly when the cause of dyspnea remains
uncertain and physical examination yields inconclusive
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results. However, it is important to note that BNP levels
can be influenced by factors other than heart failure,
such as age, renal function, and obesity.

Diagnostic algorithms - scores

To assist in the diagnosis of HFpEF, two primary
scoring systems are commonly used, the H2FPEF score
and HFA-PEFF score. In the H2FPEF score, several factors
are used, including hypertension, age, gender, atrial
fibrillation, elevated BNP, and diastolic dysfunction [20].
HFA-PEFF is a more comprehensive tool that includes
several clinical, echocardiographic, and biomarker pa-
rameters to assess the probability of HFpEF [21]. Both
scoring systems help to stratify patients based on their
likelihood of having HFpEF, guiding clinicians in the
diagnostic process. These scoring systems can aid in
the diagnostic evaluation but should always be used
in conjunction with clinical judgment and additional
diagnostic tests such as echocardiography, imaging,
and biomarker analysis [20,21].

Treatment strategies

The major goals of treatment for patients with HFpEF
are alleviation of symptoms, improvement of functional

status, reduction of the risk of hospitalization for HF, and
reduction of the associated mortality. Notably, a higher
NYHA class is associated with a lower quality of life in HF
patients. This often manifests with an increased risk of
HF-related hospital admissions, a clinically meaningful
endpoint as it has a well-documented association with
higher mortality in patients with HF [22]. Considering
the high variety of phenotypes and causes of HFpEF,
the approach to treatment needs to be inherently
personalized, and tailored to the individual patient’s
specific clinical profile (Figure 1).

Non-pharmacological treatment
Weight reduction

A higher incidence of heart failure and all-cause
death are linked to obesity, particularly central obesity.
Up to 80% of people with HFpEF are overweight or
obese, and obesity is acknowledged as a significant
characteristic of HFpEF [23,24]. Obesity and physical
inactivity are also associated with a poor prognosis for
HFpEF. About half of the HF risk linked to body mass
index (BMI) may be explained by low cardiorespiratory
fitness, which has been linked to an increased risk of HF
across all BMI categories [25]. Changing one’s lifestyle to

Non-pharmacological

Weight reduction Hypertension
Exercise training

Vaccination

Management of HFpEF

Management of comorbidities

Diabetes mellitus
Chronic kidney disease
Coronary artery disease

Atrial fibrillation

Pharmacological

For symptoms

Diuretics

Disease modifying

SGLT2i

MRA (preferably finerenone)
ARNI

ARB

GLP-1

Figure 1. Summary of the treatment of heart failure with preserved ejection fraction. Abbreviations: MRA: mineralocorticoid receptor
antagonist; ARNI: angiotensin receptor neprilysin inhibitor; ARB: angiotensin receptor blocker; GLP - 1: glucagon-like peptide 1.
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reduce weight and improve physical activity are crucial
ways to reduce the risk of heart failure.

Exercise training

A significant number of patients with HFpEF have
several comorbidities that affect their ability to exercise
and contribute to the pathogenesis of HFpEF [26,27].
Exercise-based therapy is becoming a popular non-
pharmacological treatment for HFpEF, and it is well
known that proper physical activity has many posi-
tive impacts on the cardiovascular system. In patients
with HFpEF, exercise training enhances peak oxygen
consumption and quality of life without significantly
altering LV systolic or diastolic function [28].

Vaccination

Pneumonia and respiratory tract infection are im-
portant triggers of HF decompensation and cause
hospitalization. The risk of pneumonia is high in HF
patients especially those with HFpEF [29]. Infections
not only increase the in-hospital mortality of HF but
also result in poor long-term prognosis [30]. Influenza
and pneumococcal vaccines help to prevent respira-
tory infections that may potentially reduce the risk of
exacerbation of HF.

Management of comorbidities
Hypertension and diabetes

Hypertension is the leading cause of HFpEF with a
prevalence ranging from 60% to 89% in HFpEF [31]. The
systolic blood pressure target for HFpEF should be less
than 130 mmHg.The patient’s other comorbidities, such
as diabetes, chronic kidney disease (CKD), or coronary
artery disease (CAD), should guide the personalized
choice of antihypertensive agents. The preferred agents
for hypertension control in HFpEF include diuretics,
angiotensin receptor blockers (ARB), and mineralo-
corticoid receptor antagonists (MRA) because these
agents also have some beneficial effects for HFpEF, in
addition to blood pressure reduction. Since chronotropic
incompetence is a potential mechanism contributing
to exercise functional limitation in HFpEF, the use of
beta-blockers in HFpEF may be avoided if there are no
other specific indications for beta-blockers. Given the
recently demonstrated benefits of sodium-glucose
cotransporter 2 (SGLT2) inhibitors in improving out-
comes in patients with HFpEF, SGLT2 inhibitors should
be prescribed as first-line therapy for diabetic patients
with HFpEF [32]. However, the use of SGLT2 inhibitors is
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not recommended if the estimated glomerular filtration
rate (eGFR) is < 20 mL/min/1.73 m2.

Chronic Kidney Disease

Evidence-based treatments that slow the progression
of CKD should be used to treat patients with HFpEF and
CKD. It has been demonstrated that SGLT2 inhibitors
enhance renal outcomes in CKD patients. After long-
term follow-up, the rate of eGFR decline is slower thanin
patients not on SGLT2 inhibitors, despite an anticipated
initial decline in eGFR of about 4 mL/min/1.73 m? upon
initiation of SGLT2 inhibitors. Clinical studies also showed
that patients receiving angiotensin receptor-neprilysin
inhibitors (ARNI) or ARBs experienced a marked slow-
down in the fall of eGFR.

Coronary Artery Disease

HFpEF has a high prevalence of CAD. Patients with
a low to intermediate pre-test risk of CAD or those
with ambiguous non-invasive stress tests should be
evaluated for CT coronary angiography in order to
assess the severity of CAD and establish the necessity
of revascularization. Patients with an intermediate to
high pre-test risk of CAD may be candidates for inva-
sive coronary angiography. There are no prospective
randomized trials available right now to assess how
revascularization affects patients with CAD and HFpEF.

Atrial fibrillation

Anticoagulants continue to be the mainstay of treat-
ment for HFpEF and AF in order to prevent stroke, and
the CHA2DS2-VASc score determines when antico-
agulation is indicated. There was no evidence in ran-
domized controlled studies that rhythm control with
antiarrhythmic drugs was superior to rate control. For
rhythm control, ablation of AF might be a more effec-
tive method than antiarrhythmic drugs. According to
this recommendation, patients who have both HFpEF
and AF should have sufficient rate control. First-line
medications often consist of beta-blockers and non-
dihydropyridine calcium-channel blockers. Digoxin may
increase functional capacity and lower NT-proBNP more
than bisoprolol in AF patients with heart failure symp-
toms, according to a recent clinical investigation [33].

Pharmacological treatment

Contrary to HFrEF, where a number of therapies
have been demonstrated to improve outcomes includ-
ing all-cause mortality, HFpEF treatment options have
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been fairly limited with respect to reducing clinically
significant endpoints. Although several treatments
with demonstrated benefits in HFrEF have also been
evaluated in HFpEF, most of these agents have not been
able to demonstrate a consistent benefit in modifying
the course of the disease. Therefore, the mainstay of
therapy for HFpEF is the use of diuretics for alleviation
of congestion symptoms and the use of SGLT2 inhibitors
as the only established disease-modifying treatment.
It should be noted however, that ongoing research
has indicated a potential role for medications such as
finerenone and semaglutide in improving outcomes
in HFpEF.

Diuretics

HFpEF patients with volume overload should be
treated with diuretics [34]. Loop diuretics should be
initiated as the first-line therapy with the type and dose
depending on the severity of congestion. Loop diuretics
(furosemide, torsemide, bumetanide) are typically used,
with the dose adjusted to achieve euvolemia (normal
fluid status) without causing excessive dehydration or
electrolyte imbalances. For those patients with loop
diuretic resistance, sequential nephron blockade can be
achieved using thiazide diuretics and/or MRAs. Careful
monitoring of electrolytes (especially potassium and
magnesium) and renal function is essential.

SGLT2 Inhibitors

SGLT2 Inhibitors are the only medication class that
has consistently shown improved outcomes in patients
with HFpEF. Both empagliflozin and dapagliflozin have
shown clear benefits in the management of HFpEF.
EMPEROR-Preserved Trial showed that empagliflozin
significantly reduced the composite outcome of car-
diovascular death or hospitalization for heart failure in
patients with HFpEF [32]. Dapagliflozin in the DELIVER
Trial also demonstrated a significant reduction in the
composite outcome of cardiovascular death or worsen-
ing heart failure in HFpEF patients [35]. As SGLT2 inhibi-
tors have received a strong recommendation (Class 2a,
Level of Evidence A) in HFpEF guidelines, they should
be considered a cornerstone of therapy for all patients
with HFpEF, unless contraindicated [36].

Mineralocorticoid Receptor Antagonists (MRAs)

The benefits of spironolactone were observed at the
lower end (up to 55%) of HFpEF, however the TOPCAT
trial did not show a mortality benefit or a decrease in HF

hospitalization throughout the entire study in patients
with LVEF 45% or higher. The advantages of candesar-
tan, spironolactone, and ARNI were shown to possibly
extend to the lower end of the LVEF range of HFpEF in
a meta-analysis conducted at the individual patient
level. Thus, MRAs may be taken into consideration to
reduce HF hospitalizations in a subset of patients with
HFpEF [37]. The precise involvement of MRAs, such as
finerenone or spironolactone, in HFpEF is currently being
determined by a number of ongoing trials (FINEARTS-
HF, SPIRRIT, and SPIRIT-HF) [38]. Recently, results from
the FINEARTS-HF trial were published, showing that
in patients with HFpEF and HFmrEF, treatment with a
non-steroidal MRA, finerenone, was associated with a
significantly lower incidence of a composite endpoint
consisting of total worsening heart failure events and
cardiovascular mortality compared to placebo, giving
rise to the possibility for another important disease-
modifying therapy in HFpEF [39].

Angiotensin Receptor-Neprilysin Inhibitors (ARNIs)

The PARAGON-HF trial, which evaluated sacubitril/
valsartan in HFpEF, did not demonstrate a statistically
significant reduction in the primary composite endpoint
of total hospitalizations for heart failure and cardiovas-
cular death compared to valsartan alone. However, sub-
group analyses suggested a potential benefitin women
and in patients with lower ejection fractions (within
the preserved range, but closer to 50%). ARNIs may be
considered in selected HFpEF patients, especially those
with LVEF in the lower range of the preserved spectrum
and those who tolerate ACE inhibitors or ARBs well.

Angiotensin Receptor Blockers (ARBs)

Candesartan in the CHARM Preserved trial [40] and
irbesartan in the I-Preserve trial [41], failed to achieve a
significant reduction in the primary outcome compared
with placebo for patients with HFpEF. ARBs can be used
in HFpEF patients who are intolerant of ACE inhibitors or
ARNIs, primarily for blood pressure control and poten-
tial RAAS blockade, but their impact on HFpEF-specific
outcomes is limited.

Beta-blockers

In the RATE-AF study that compared digoxin with
bisoprolol in AF patients with HF symptoms, the primary
outcome of quality of life was comparable between pa-
tients treated with bisoprolol and digoxin at 6 months
[33]. A beta-blocker is not recommended in patients
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with HFpEF without compelling indications, such as
CAD, prior Ml or rate control for AF, especially in those
with chronotropic incompetence.

Glucagon-like peptide 1 (GLP-1) agonists-
Semaglutide

The STEP-HFpEF-DM and STEP-HFpEF trials showed
that semaglutide administration decreased body weight
and significantly improved quality of life and the six-
minute walk distance in obese patients with HFpEF
[42]. There was also a reduction in NT-proBNP levels
and notably high reductions in HF-related symptoms
and physical limitations in patients with higher NT-
proBNP baseline levels. These trials pave the way for
a novel disease-modifying therapy in patients with
HFpEF, particularly those with a phenotype associated
with obesity and cardiometabolic stress.

Future targets

Future therapeutic targets for HFpEF focus on ad-
dressing its complex pathophysiology, including inflam-
mation, fibrosis, endothelial dysfunction, and metabolic
abnormalities. Key areas of interest include anti-inflam-
matory and anti-fibrotic agents, enhancement of the
NO-cGMP-PKG pathway, and modulation of myocar-
dial energetics and titin stiffness. Other emerging ap-
proaches target mitochondrial dysfunction, autonomic
imbalance, and coronary microvascular dysfunction.
Personalized, phenotype-driven therapies and ongo-
ing clinical trials aim to improve outcomes by defining
specific HFpEF phenotypes thus tailoring individualized
treatment to the diverse HFpEF population.

A considerable number of clinical trials are currently
in progress to explore potential therapeutic options for
HFpEF. Given the substantial morbidity and mortality as-
sociated with HFpEF, it is imperative that these therapies
be more routinely considered and offered to patients
as viable adjunctive treatment options. The SUMMIT
trial is investigating Tirzepatide in patients with NYHA
functional class II-1V, Elevated NT-proBNP, BMI =30 kg/
m2, CAMEO-SEMA is evaluating semaglutide, SPIRRIT
and SPIRIT-HF are investigating Spironolactone vs pla-
cebo, and CADENCE is evaluating Sotatercept in patients
with EF =50% with combined pre- and postcapillary PH
PVR =4 WU, PCWP >15 but <30 mm Hg are some of the
ongoing trials [43] ENDEAVOR is a phase 2b-3 study of
Mitiperstat, therapy that targets comorbidity-induced
systemic inflammation which may be a key mechanism
underlying HFpEF [44] HERMES is evaluating patients
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with HFpEF and HFmrEF, investigating Ziltivekimab, a
monoclonal antibody targeting interleukin-6 to reduce
systemic inflammation [45].

CONCLUSIONS

More than half of all HF cases are HFpEF, a growing
public health concern characterized by increased morbid-
ity and mortality. HFpEF frequently goes undiagnosed,
which results in high health resource usage. Considering
the variety of the presenting phenotypes and the lack
of established disease-modifying therapies, as in HFrEF,
there are considerable challenges in the management of
HFpEF, and an unmet clinical need. Currently, research
is focused on assessing tailored treatment for different
subtypes of HFpEF and thoroughly phenotyping HFpEF
patients. Future clinical trials using a precision medicine
approach in a variety of HFpEF characteristics might be
animportant step forward in the attempt toward estab-
lishing new pathways for diagnosis and management
of HFpEF, thus improving outcomes.
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