
HAL Id: hal-03463825
https://hal.science/hal-03463825v1

Submitted on 18 Jan 2023

HAL is a multi-disciplinary open access
archive for the deposit and dissemination of sci-
entific research documents, whether they are pub-
lished or not. The documents may come from
teaching and research institutions in France or
abroad, or from public or private research centers.

L’archive ouverte pluridisciplinaire HAL, est
destinée au dépôt et à la diffusion de documents
scientifiques de niveau recherche, publiés ou non,
émanant des établissements d’enseignement et de
recherche français ou étrangers, des laboratoires
publics ou privés.

Distributed under a Creative Commons Attribution - NonCommercial 4.0 International License

Eligibility of patients with heart failure with preserved
ejection fraction for sacubitril/valsartan according to the

PARAGON-HF trial
Lars H. Lund, Gianluigi Savarese, Ashwin Venkateshvaran, Lina Benson,
Anna Lundberg, Erwan Donal, Jean-Claude Daubert, Emmanuel Oger,

Cecilia Linde, Camilla Hage

To cite this version:
Lars H. Lund, Gianluigi Savarese, Ashwin Venkateshvaran, Lina Benson, Anna Lundberg, et al..
Eligibility of patients with heart failure with preserved ejection fraction for sacubitril/valsartan ac-
cording to the PARAGON-HF trial. ESC Heart Failure, 2022, 9 (1), pp.164-177. �10.1002/ehf2.13705�.
�hal-03463825�

https://hal.science/hal-03463825v1
http://creativecommons.org/licenses/by-nc/4.0/
http://creativecommons.org/licenses/by-nc/4.0/
https://hal.archives-ouvertes.fr


Eligibility of patients with heart failure with preserved
ejection fraction for sacubitril/valsartan according to
the PARAGON-HF trial

Lars H. Lund1,2, Gianluigi Savarese1,2, Ashwin Venkateshvaran1,2, Lina Benson1, Anna Lundberg3,
Erwan Donal4, Jean-Claude Daubert4, Emmanuel Oger5, Cecilia Linde1 and Camilla Hage1,2*

1Cardiology Unit, Department of Medicine, Karolinska Institute, Stockholm, Sweden; 2Heart, Vascular and Neuro Theme, Department of Cardiology, Heart Failure Section,
Karolinska University Hospital, Stockholm, SE-171 64, Sweden; 3Novartis Sverige, Kista, Sweden; 4University of Rennes, CHU Rennes, Inserm, LTSI—UMR 1099, Rennes,
France; and 5Pharmacologie Clinique et CIC-IP 1414, CHU Rennes et Université Rennes-1, Rennes, France

Abstract

Aims In the heart failure (HF) with preserved ejection fraction (HFpEF) PARAGON-HF trial, sacubitril/valsartan vs. valsartan
improved mortality/morbidity in patients with left ventricular ejection fraction (LVEF) below median (57%). We assessed
eligibility for sacubitril/valsartan based on four scenarios.
Methods and results Eligibility was assessed in the Karolinska-Rennes study (acute HFpEF, LVEF ≥ 45%, and N-terminal pro-
B-type natriuretic peptide ≥300 pg/mL subsequently assessed as outpatients including echocardiography) in (i) a trial scenario
(all trial criteria); (ii) a pragmatic scenario (selected trial criteria); (iii) LVEF below lower limit of normal range (<54% in women
and <52% in men); and (iv) LVEF below mean of normal range (<64% in women and <62% in men). Among 425 patients [age
78 (72–83) years, 57% women, 28% LVEF ≤ 57% (median in PARAGON-HF), the trial scenario, identified 34% as eligible. Left
atrial enlargement and/or left ventricular hypertrophy were present in 99%. Inclusion criteria not met were diuretic treatment
and New York Heart Association class. Important exclusion criteria were estimated glomerular filtration rate <30 mL/min/
1.73 m2, haemoglobin <10 g/day, and cancer. In the pragmatic scenario, 63% were eligible. In LVEF below lower limit of
normal range, 5.4% were eligible, and in LVEF below mean of normal range, 41% were eligible. In patients with
LVEF ≤ 57%, eligibility was 42%, 69%, 21%, and 91% according to the trial scenario, pragmatic scenario, LVEF below lower limit
of normal range, and LVEF below mean of normal range, respectively.
Conclusions In real-world HFpEF (LVEF ≥ 45%) with N-terminal pro-B-type natriuretic peptide and cardiac structure/function
assessed, eligibility for sacubitril/valsartan was according to PARAGON-HF complete criteria 34%, pragmatic criteria 63%, LVEF
below lower limit of normal range 5.4%, and LVEF below mean of normal range 41%. Cardiac structural impairment was
almost ubiquitous. Ineligibility was more due to exclusion criteria than failing to meet inclusion criteria.

Keywords Heart failure with preserved ejection fraction; Heart failure with mid-range ejection fraction; Heart failure with mildly
reduced ejection fraction; Heart failure with borderline ejection fraction; PARAGON-HF; Sacubitril/valsartan; Eligibility; Echocardiog-
raphy; Structural heart disease; Trial design
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Introduction

Half of the heart failure (HF) population consists of patients
with left ventricular ejection fraction (LVEF) ≥50% or LVEF
41–49%, that is, HF with preserved (HFpEF) or mildly
reduced (HFmrEF) LVEF, respectively. The remaining half has

LVEF ≤ 40%, that is, HF with reduced LVEF (HFrEF). Mortality
in HF is high regardless of LVEF, but the risk of cardiovascular
(CV) events is lower with higher LVEF.1 There have been great
advances in HFrEF therapy.1 In HFpEF, apart from the very
recent results from the EMPEROR-Preserved trial on the
sodium/glucose cotransporter-2 inhibitor empagliflozin,2
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previous randomized controlled trials (RCTs) have failed to
show any treatment benefit.3–6 According to guidelines,
treatment of patients with HFpEF is therefore currently
limited to improving symptoms and treating risk factors and
co-morbidities. However, recent post hoc analyses of HFpEF
RCTs, where HFmrEF was included, suggest that HFrEF treat-
ments may improve outcomes also in HFmrEF.7–9

The PARAGON-HF trial [Prospective Comparison of ARNI
(angiotensin receptor–neprilysin inhibitor) with ARB (angio-
tensin receptor blocker) Global Outcomes in HF with Pre-
served Ejection Fraction] studied the efficacy and safety of
sacubitril/valsartan vs. valsartan in patients with HFpEF
(defined as LVEF ≥ 45%). The primary outcome was the com-
posite of CV mortality and total HF hospitalizations.
PARAGON-HF missed statistical significance for the primary
endpoint {rate ratio (RR), 0.87 [95% confidence interval (CI)
0.75–1.01]; P = 0.06}.10 However, there was a significant
treatment–LVEF interaction. The primary PARAGON-HF
publication10 did not present the P-value for the interaction,
but with LVEF equal to or below median (≤57%), the RR was
0.78 (95% CI 0.64–0.95), whereas with LVEF above median
(>57%), the RR was 1.00 (95% CI 0.81–1.23).10 In a post
hoc analysis of effect across the LVEF spectrum using
PARADIGM-HF and PARAGON-HF combined, there was a
significant treatment–LVEF interaction (P = 0.02). The effect
of LVEF on the efficacy of sacubitril/valsartan did not differ
between sexes, but the benefit persisted to a higher LVEF in
women compared with men (Pinteraction = 0.032).11 This sug-
gests that the benefits of sacubitril/valsartan observed in pa-
tients with HFrEF in PARADIGM-HF12 could extend to patients
with mildly reduced (i.e. lower than normal) LVEF and to
women.

In RCTs, inclusion/exclusion criteria are applied to ensure
enrolment of the targeted study population, to enrich for
modifiable events, and to reduce the risk of competing
events, and in PARAGON-HF, to ensure the presence of HF,
because the diagnosis can be difficult in the presence of a
preserved or normal LVEF. The strict selection criteria might
reduce external validity of trial findings, affecting drug labels,
guideline recommendations, payer reimbursement, and clini-
cal implementation. The PARAGON-HF trial had numerous se-
lection criteria, in particular the presence of left atrial
enlargement (LAE) or left ventricular hypertrophy (LVH),
which are often unavailable in clinical datasets.13 Recently,
the Food and Drug Administration (FDA) updated the label
for sacubitril/valsartan to ‘… adult patients with chronic heart
failure. Benefits are most clearly evident in patients with left
ventricular ejection fraction (LVEF) below normal’.14 Finally,
of relevance for clinicians and payers is how a new drug will
be implemented clinically, which often reflects a pragmatic
simplified approach to a combination of trial, guideline, and
label characteristics and criteria.

Therefore, in a well-characterized HFpEF observational
cohort, overall and in women and men separately, and in

patients with LVEF ≤ 57% and >57% separately, we aimed
to (i) assess eligibility for sacubitril/valsartan according to
strict and pragmatic PARAGON-HF inclusion/exclusion criteria
and LVEF below normal, (ii) compare patient characteristics
according to the eligibility status, and (iii) investigate the
prevalence of LVEF ≤ 57% and ‘below normal’ defined as LVEF
below the lower limit of the normal range (<54% in women
and<52% in men) and LVEF below the mean of normal range
(<64% in women and <62% in men) according to the
American Society of Echocardiography and the European As-
sociation of Cardiovascular Imaging.15

Methods

Patients

The Karolinska-Rennes (KaRen) study was a prospective, mul-
ticentre, international, non-interventional study recruiting
patients between 28 June 2007 and 29 December 2011, pre-
senting with acute signs and symptoms of HF according to
the Framingham criteria, LVEF ≥ 45% by echocardiography,
and elevated natriuretic peptides [B-type natriuretic peptide
>100 ng/L or N-terminal pro-B-type natriuretic peptide
(NT-proBNP) >300 ng/L]. Exclusion criteria included primary
restrictive or obstructive cardiomyopathy or pericardial con-
striction, any CV disorder with an indication for surgical or
percutaneous intervention (e.g. valve disease requiring inter-
vention, even if such intervention was not offered because
of, e.g. frailty or age), existing cardiac resynchronization ther-
apy, renal disease requiring dialysis, or pulmonary disease re-
quiring chronic supplemental oxygen. Patients in a stable
state after 4–8 weeks returned for detailed echocardiography
and clinical examination and were subsequently followed up
by phone for 18 months.16 Echocardiography was assessed
using Vivid 7 ultrasound systems (GE Healthcare, Horten,
Norway) and analysed in a dedicated core lab in Rennes,
France.

Statistics

Eligibility according to PARAGON-HF in KaRen was assessed
in the whole cohort, separately in women and men, and
separately in LVEF ≤ 57% and >57%. Calculations are
reported as number and percentages representing the re-
maining cohort after applying the respective inclusion/
exclusion criteria. The criteria were not ordered and were
not mutually exclusive; that is, the percentage shown for
each criterion is the percentage eligible considering only
that criterion, disregarding all other criteria.

Because there were some missing data for variables to be
considered for eligibility assessment, and to avoid bias due
to data missing not at random, the main analysis was per-
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formed on an imputed dataset. Missing data were handled
by multiple imputations using the R package ‘mice’17 with
10 datasets generated and 10 iterations. Variables included
in the imputation models are specified in Supporting Infor-
mation, Table S2. For the eligibility calculations, because
one specific value is needed for each patient, the median
was used for the continuous variables and the mode for cat-
egorical variables. If multiple modes existed, the lower value
was used. For consistency, eligibility calculations were also
performed on a complete case dataset, where only patients
with non-missing information for all eligibility variables were
included and in patients in whom missing values for
eligibility variables were assumed to be eligible for inclusion.
Patient characteristics were compared in eligible vs. non-
eligible patients by Wilcoxon–Mann–Whitney test and χ2

test for continuous and categorical variables, respectively.
The eligibility analysis was performed considering four
scenarios: (i) a trial scenario, where all the PARAGON-HF se-
lection criteria that could be investigated in our dataset
were applied, (ii) a pragmatic scenario including only those
PARAGON-HF trial criteria that are more likely to influence
real-world treatment decisions, that is, inclusion criteria:
age ≥50 years, New York Heart Association (NYHA) II–IV,
and elevated NT-proBNP criteria (defined as in the trial),
and exclusion criteria: systolic blood pressure <110 mmHg,
estimated glomerular filtration rate (eGFR) <30 mL/min/
1.73 m2, and two LVEF ‘below normal’ scenarios including
patients with chronic (symptomatic) HFpEF (NYHA II–IV)14

with LVEF ‘below normal’ defined as (iii) below lower limit
of normal range (<54% in women and <52% in men) and
(iv) below mean of normal range (<64% in women and
<62% in men). Normal ranges of LVEF (54–74% in women
and 52–72% in men) are according to the American Society
of Echocardiography and the European Association of
Cardiovascular Imaging.15

To describe patients in the lower LVEF range, who may be
more likely to benefit from and receive sacubitril/valsartan,
patient characteristics independently associated with LVEF
below the lower limit of normal range (<54% in women
and <52% in men) and below the mean of normal range
(<64% in women and <62% in men) and with LVEF ≤ 57%
(median in PARAGON-HF) were assessed by multivariable
logistic regression models, with covariates selected based
on clinical relevance [sex, age, NYHA class, eGFR, median
NT-proBNP, diabetes, hypertension, ischaemic heart disease,
atrial fibrillation/flutter, renin–angiotensin–aldosterone sys-
tem inhibitor, mineralocorticoid receptor antagonist (MRA),
and beta-blocker]. Results are presented as odds ratios
(ORs) and corresponding 95% CIs.

All analyses were performed using R Version 3.6.1. The R
code for all data handling and statistical analyses is available
at https://github.com/linabe/eligibilityparagonkaren. The
level of significance was set to 5%, two sided. No adjustments
for multiple comparisons were made.

Ethical considerations

The KaRen study conforms to the International Conference
on Harmonization and Good Clinical Practice guidelines and
the Declaration of Helsinki. The study was approved by the
French and Swedish ethics committees. All patients provided
a written informed consent.

Results

Patient characteristics

Of the 539 KaRen patients, the present analysis is based on
the 425 who underwent echocardiographic assessment at
the 4–8 weeks of visit. Median age was 78 (72–83) years,
and 57% were women. In 28%, LVEF was ≤57%, in 8% below
lower limit of normal range, and in 46% below mean of nor-
mal range (Supporting Information, Table S1).

Eligibility according to four scenarios

Eligibility based on (i) PARAGON-HF trial criteria, (ii)
PARAGON-HF pragmatic criteria, and symptomatic HF (NYHA
II–IV) and LVEF below normal assessed as (iii) LVEF below
lower limit of normal range and (iv) LVEF below mean of nor-
mal range in the whole cohort and separately in women vs.
men and in LVEF ≤ 57% vs. >57% is presented in Figure 1
and Supporting Information, Table S2. Overall, in the imputed
dataset, considering both inclusion and exclusion criteria,
34% were eligible according to the trial scenario, 63% accord-
ing to the pragmatic scenario, 5.4% according to the LVEF be-
low lower limit of normal range criteria, and 41% according to
the LVEF below mean of normal range criteria. Applying only
the inclusion criteria, eligibility in the trial scenario was 71%
and in the pragmatic scenario 78%. The most likely met
inclusion criteria were age ≥50 years (99%), structural heart
disease (99%), and elevated NT-proBNP (93%). Inclusion
criteria less likely to be met were diuretic treatment (85% el-
igible) and NYHA Classes II–IV (85% eligible). When applying
only the exclusion criteria, 48% were eligible according to
the trial scenario and 83% according to the pragmatic sce-
nario. Major exclusion criteria affecting eligibility were
eGFR < 30 mL/min/1.73 m2 (89% eligible after applying this
exclusion criterion), haemoglobin <10 g/dL (88% eligible),
and malignancies within 5 years (86% eligible).

In women, the trial scenario was met in 36%, the prag-
matic scenario in 64%, the LVEF below lower limit of normal
range criteria in 6.2%, and LVEF below mean of normal range
criteria in 45%, and in men in 31%, 62%, 4.3%, and 37%,
respectively. In patients with LVEF ≤ 57%, eligibility was
42% according to trial scenario, 69% according to the
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Figure 1 Inclusion criteria met and exclusion criteria not met in men (blue), women (pink), left ventricular ejection fraction (LVEF) ≤57% (yellow), and
the whole KaRen cohort (purple). Inclusion criteria: age: ≥50 years; diuretic treatment: required for heart failure ≥30 days prior to enrolment; New
York Heart Association (NYHA) Class: II–IV; structural heart disease: left atrial volume index ≥29 mL/m2 or septal thickness or posterior wall thickness
≥1.1 cm; N-terminal pro-B-type natriuretic peptide (NT-proBNP): >300 pg/mL for patients in sinus rhythm or >600 pg/mL for patients in atrial fibril-
lation. Exclusion criteria: acute coronary syndrome (ACS) within 3 months; haemoglobin (Hb): <10 g/dL; body mass index (BMI): >40 kg/m2; systolic
blood pressure (SBP): >150 and <180 mmHg unless receiving three or more antihypertensive drugs; estimated glomerular filtration rate (eGFR):
<30 mL/min/1.73 m2; malignancy: within the past 5 years (except localized basal or squamous cell carcinoma of the skin or localized prostate cancer).
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pragmatic scenario, 21% according to the LVEF below lower
limit of normal range criteria, and 91% in the LVEF below
mean of normal range criteria. Detailed data on eligibility
based on each individual inclusion/exclusion criteria of
PARAGON-HF trial are reported in Supporting Information,
Table S2.

Consistency analysis

In consistency analyses, patients with and without missing
data did not substantially differ in eligibility. Calculations on
the complete case dataset (n = 84) displayed a slightly higher
eligibility applying the trial scenario (39%) and similar applying
the pragmatic scenario (62%), the LVEF below lower limit of
normal range criteria (8.3%), and the LVEF below mean of nor-
mal range criteria (52%) compared with the analyses on the
imputed dataset (34%, 63%, 5.4%, and 41%, respectively). As
expected, eligibility in patients with missing eligibility data as-
sumed as eligible (n = 425) was slightly higher, 38% according
to the trial scenario, 70% according to the pragmatic scenario,
22.4% according to the LVEF below lower limit of normal
range criteria, and 51% according to the LVEF below mean
of normal range criteria (Supporting Information, Table S2).

Characteristics in eligible vs. non-eligible patients

Clinical characteristics in eligible vs. non-eligible patients ac-
cording to the four scenarios are presented in Table 1. Ac-
cording to the trial scenario, eligible patients had higher
NT-proBNP, larger atrial volumes, and a more preserved kid-
ney function expressed as higher eGFR. Haemoglobin pre-
sented as median was higher, but anaemia was more
prevalent in eligible patients compared with the
non-eligible patients. Eligible patients were less likely to have
diabetes or history of cancer. The use of angiotensin-
converting enzyme inhibitors or ARBs, beta-blockers, MRAs,
and diuretics was more common in eligible patients com-
pared with the non-eligible patients. In the pragmatic
scenario, eligible vs. non-eligible patients were older and
had higher systolic blood pressure, but otherwise, clinical
characteristics were consistent with those observed in the
trial scenario. Regarding treatments, MRAs and diuretics
were more likely used in eligible patients, but there were
no differences for use of angiotensin-converting enzyme in-
hibitors/ARBs and beta-blockers. Eligible patients according
to the LVEF below lower limit of normal range criteria had
higher heart rate and lower potassium but did not signifi-
cantly differ in any other aspect. Eligible patients fulfilling
the LVEF below mean of normal range criteria had higher
body mass index and heart rate and were more symptomatic
reflected by higher NYHA class, NT-proBNP, and rales/
dyspnoea and more often on diuretics (Table 1).

Predictors of left ventricular ejection fraction
below lower limit and below mean of normal
range and ≤57%

In the whole cohort (LVEF ≥ 45%), LVEF below lower limit of
normal range (8%) was as expected uncommon and was
not significantly associated with any specific characteristics
(Figure 2A). LVEF below mean of normal range (46%) was in-
dependently associated with higher odds of beta-blockers
[OR 1.80 (95% CI 1.08–3.01); P = 0.026] (Figure 2B), while
LVEF ≤ 57% (28%) was associated with lower odds of MRA
treatment [OR 0.40 (95% CI 0.19–0.84); P = 0.018] and higher
odds of beta-blocker treatment [OR 2.37 (95% CI 1.32–4.25);
P = 0.004] (Figure 2C). In women, the use of beta-blockers
[OR 2.46 (95% CI 1.09–5.53); P = 0.031] was independently
associated with LVEF ≤ 57% (Supporting Information, Table
S3). In men, NYHA Classes III–IV vs. I–II [OR 2.52 (95% CI
1.16–5.50); P = 0.021] and less use of MRAs [OR 0.27 (95%
CI 0.08–0.89); P = 0.035] were independently associated with
LVEF ≤ 57%.

Discussion

In a well-characterized HFpEF cohort including detailed clini-
cal, biomarker, and echocardiographic data, 34% met the
PARAGON-HF trial eligibility criteria for treatment with sacu-
bitril/valsartan. If eligibility criteria more likely to influence
treatment use in clinical practice were considered, defined
as >50 years old with increased NT-proBNP, systolic blood
pressure >110 mmHg, and eGFR > 30 mL/min/1.73 m2, then
63% were eligible. Among our patients, all of whom had
LVEF ≥ 45%, only 5.4% had an LVEF below lower limit of nor-
mal range, however, increasing to 41% when defined as LVEF
below mean of normal range. Importantly, almost all patients
had structural heart disease, suggesting that for clinicians to
determine eligibility for sacubitril/valsartan based on PARA-
GON-HF, meeting the structural heart disease criteria can
be assumed. Ineligibility was more due to severe
co-morbidities than to insufficiently severe HF. The major in-
clusion criteria limiting eligibility were absence of diuretic
treatment and not fulfilling NYHA Classes II–IV, whereas
eGFR < 30 mL/min/1.73 m2, haemoglobin <10 g/dL, and
cancer were the major exclusion criteria limiting the eligibil-
ity. Eligibility in patients with LVEF ≤ 57% was 42% in the trial
scenario, 69% in the pragmatic scenario, 21% in LVEF below
lower limit of normal range, and 91% in LVEF below mean
of normal range. Eligibility was overall slightly higher in
women than men.

Recently, the FDA approved an extended label for sacubit-
ril/valsartan, to ‘… adult patients with chronic heart failure.
Benefits are most clearly evident in patients with left ventric-
ular ejection fraction (LVEF) below normal’.14 Therefore, in
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Figure 2 (A) Adjusted associations between baseline characteristics and left ventricular ejection fraction (LVEF) below lower limit of normal range
(<54% in women/<52% in men) in the whole KaRen cohort. (B) Adjusted associations between baseline characteristics and LVEF below mean of nor-
mal range (<64% in women/<62% in men) in the whole KaRen cohort. (C) Adjusted associations between baseline characteristics and LVEF ≤ 57% in
the whole KaRen cohort. Covariates: sex, age, NYHA class, eGFR, median NT-proBNP, diabetes, hypertension, ischaemic heart disease, atrial fibrillation/
flutter, renin–angiotensin–aldosterone system inhibitor, mineralocorticoid receptor antagonists, and beta-blocker. ACEi, angiotensin-converting en-
zyme inhibitor; ARB, angiotensin II receptor blocker; CI, confidence interval; ECG, electrocardiogram; EF, ejection fraction; MRA, mineralocorticoid re-
ceptor antagonist; NT-proBNP, N-terminal pro-B-type natriuretic peptide; NYHA, New York Heart Association; OR, odds ratio.
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addition to the trial and pragmatic criteria, we assessed eligi-
bility also based on this label, using criteria for normal based
on the current American Society of Echocardiography
recommendations18 in patients with NYHA Classes II–IV.
Given this label, the use of below normal may become a
more commonly considered criterion in clinical practice than
the arbitrary LVEF value of 57%, the median LVEF in PARA-
GON. Because the lower limit of normal is lower than the
median in PARAGON-HF and also lower than the median in
KaRen, very few patients with HFpEF were eligible when the
LVEF was below the lower limit of normal range, increasing
substantially when set to LVEF below mean of normal range.
PARADIGM-HF and its LVEF criterion was ≤40%, and
PARAGON-HF and our cohort had LVEF ≥ 45%. With LVEF
digit preference at 5% intervals, there are likely few patients
with LVEF 41–44%; thus, by extending the label from ‘re-
duced LVEF’ (≤40%) to LVEF ‘below normal’, and defining be-
low normal as below the lower limit of normal, there is a
relatively small proportion of additional patients with HF
who have become eligible, but given that HF is so common,
it is still a substantial number. By interpreting the label to also
including patients below the LVEF mean of normal range, the
number of patients would increase markedly.

Eligibility

Study populations in HF trials might not reflect ‘real-world’
HF characteristics as patients are selected using inclusion/ex-
clusion criteria for enrichment purposes, compared with un-
selected HFpEF patients often being older and with multiple
co-morbidities. In KaRen, the median age of eligible patients
according to the trial scenario was 79 years. This is similar
to the Swedish Heart Failure Registry (SwedeHF)13 and the
American Get With the Guidelines—Heart Failure registry
(GWTG-HF)19 where mean age was 77 and 79 years, respec-
tively, whereas mean age in PARAGON-HF was 74 years.20

In an analysis of the SwedeHF including 16 306 patients with
LVEF ≥ 40%, 22% were eligible according to a PARAGON-HF
trial scenario and 52% in a pragmatic scenario.13 In a similar
analysis in 106 440 patients in the GWTG-HF registry, only
10% met all trial inclusion/exclusion criteria while 71% met
a broader set of criteria.19 However, in these registries, echo-
cardiographic variables (except for LVEF) were not available
and subsequently not considered among the inclusion
criteria. The KaRen study has the advantage of enrolling
‘real-world’ patients but also collecting detailed echocardio-
graphic and clinical characteristics, whereas registries might
enrol larger and more unselected populations but lack this
granularity. Notably, in KaRen, despite requiring also echocar-
diographic criteria, we found a somewhat higher eligibility
(34% trial criteria) and (63% pragmatic scenario) compared
with in SwedeHF. This finding is supported by a recent report
from a smaller prospective national registry including imaging

variables where 170 out of 427 (40%) patients were eligible
when applying a strict set of PARAGON-HF selection
criteria.21

In PARAGON-HF, LAE (83%) and diastolic dysfunction (53%)
were common, while left ventricular (LV) structural abnor-
malities (46%), especially concentric hypertrophy, were less
prevalent.22 This is in part consistent with previous HFpEF
trials, except that PARAGON-HF patients had slightly greater
LV wall thickness, smaller LV size, and larger LAE presumably
explained by requirement for either LAE or increased LV wall
thickness or LAE as an inclusion criterion.22 In KaRen, LAE was
reported in 79%, LVH in 72%, and diastolic dysfunction in 39%
of the population.23 Overall, 99% of the KaRen patients had
structural heart disease, that is, LAE and/or LVH according
to the PARAGON-HF definition; hence, this criterion is almost
ubiquitous in ‘real-world’ HFpEF patients, implying that the
vast majority of these patients have structural heart disease.
Although structural cardiac HFpEF parameters such as left
atrial (LA) volume and LV mass should be part of clinical echo-
cardiography for patients with suspected or manifest HF,
there may be circumstances when a detailed echocardio-
graphic assessment is unavailable, in geriatric wards or in out-
patient clinics with restricted access to echocardiography. In
such situations, our results demonstrate that simpler criteria
may suffice to identify eligible HFpEF patients.24,25

Ineligibility

Overall, ineligibility, and the discrepancy between the propor-
tion of patients fulfilling the trial vs. the pragmatic scenario
selection criteria, was more due to severe concomitant
co-morbidities than not severe enough HF. In particular,
among the inclusion criteria limiting eligibility, ongoing di-
uretic treatment (85% eligible) and NYHA Classes II–IV (85%;
62% in NYHA II) were the most noticeable. These criteria
are easily assessed in clinical practice and may aid in identify-
ing HFpEF patients in whom treatment may be beneficial and
simplify screening procedures in future clinical trials.

Major exclusion criteria were linked with severe
co-morbidities such as severe renal disease (eGFR < 30 mL/
min/1.73 m2), anaemia (haemoglobin <10 g/dL), and history
of cancer. In the heterogeneous HFpEF patient group, often
suffering from multiple co-morbidities, this may be of
importance as many of these patients will never be included
in clinical trials but may still be considered for treatment.
Information on treatment effects of novel therapies is limited
in a large proportion of HFpEF patients with high concomitant
CV risk.26

Patients with HFpEF are at high risk for CV and HF events,
especially the weeks after hospitalization.27 When assessing
eligibility based on trial inclusion/exclusion criteria for
sacubitril/valsartan in HF populations after a hospitalization
with acute decompensated HF, the eligibility has been low
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at 2–12%.19,28–30 The limitation in eligibility may be due to
the high proportion of coexisting co-morbidities such as renal
dysfunction and hyperkalaemia or a minimum daily dose of
angiotensin-converting enzyme inhibitor/ARB, or excluding
patients with ongoing HF hospitalizations as in PARADIGM-
HF. The angiotensin-converting enzyme inhibitor/ARB
criterion is strictly limited to HFrEF patients and is likely not
applied in practice in HFmrEF and HFpEF, but the others are
of interest also in these patient groups. However, as demon-
strated in PARAGON-HF, sacubitril/valsartan actually reduced
the risk of renal events and slowed the decline of eGFR and
therefore might be beneficial in patients with impaired
kidney function.31 Finally, the use of potassium binders might
facilitate the use of medications affecting kidney function
and/or potassium.32 Therefore, these exclusion criteria in
PARAGON-HF may not be absolute limitations to the use of
sacubitril/valsartan.

PARAGON-HF subgroups left ventricular ejection
fraction ≤57% and women

In a pre-specified subgroup analysis in PARAGON-HF, the effi-
cacy of sacubitril/valsartan varied across the LVEF spectrum.
A greater treatment benefit was observed in patients with
LVEF below or equal to median (≤57%) with a markedly
higher relative risk reduction of the primary endpoint of
22% compared with 13% in the overall trial.10 This finding
might support the use of sacubitril/valsartan for reducing
mortality and the risk of HF hospitalizations in HFmrEF and
the lower range of HFpEF patients.11 Neurohormonal activa-
tion is present, even if at a lower extent, in mildly reduced
HF or HFmrEF, and also in HFpEF33 and might explain the ben-
eficial effects of sacubitril/valsartan in patients with
LVEF ≤ 57% and lend support to the recently extended FDA
label for sacubitril/valsartan in patients with LVEF below nor-
mal. Indeed, our patients with LVEF below the mean of the
normal range vs. above displayed more symptomatic HF in
form of higher NT-proBNP and higher NYHA class.

In KaRen, the PARAGON-HF NT-proBNP criterion (>200 pg/
mL in sinus rhythm or>600 pg/mL in atrial fibrillation), which
reflects LV filling pressures, was fulfilled in 92% of the popu-
lation. Additionally, NT-proBNP was higher in the sacubitril/
valsartan eligible KaRen population than in PARAGON-HF
(1590 vs. 911 ng/L, respectively). This implies a slightly more
severe HF syndrome, which may be due to the inclusion crite-
rion requiring an episode of acute HF within 4–8 weeks, in ad-
dition to higher age or lower body mass index among KaRen
patients compared with PARAGON-HF patients. Among
PARAGON-HF patients, 62% had a previous HF hospitalization
within 9 months, with a lower NT-proBNP in patients with vs.
without previous HF hospitalization (840 vs. 944 pg/mL;
P < 0.001).20

Limitations

The sample size in KaRen study is limited compared with
large registries. Inclusion criteria stated LVEF ≥ 45%, thus ex-
cluding patients with LVEF 41–44%. This may have resulted in
a lower proportion of patients in Karen defined as below
lower limit of normal LVEF (i.e. <52% in men and <54% in
women) when using the lower limit of normal LVEF as
cut-off compared with HFpEF in general. Further, there was
a difference in the timing of assessment after an acute HF
event in KaRen (at 4–8 weeks) vs. PARAGON-HF (up to
9 months). Patients with a recent acute HF hospitalization
can display higher natriuretic peptides, worse kidney func-
tion, and possibly a lower LVEF, which might not reflect the
actual values in the chronic state. In KaRen, enrolment re-
quired LVEF ≥ 45% assessed at the acute HF; however, the
present analysis is based on the assessment performed
after treatment optimization and in stable condition after
1–2 months. Still, this might still have impacted on eligibility
estimates. The small sample size did not suffice to make sub-
group analyses of sex in patients with LVEF below normal. In
KaRen, there were some missing data for patient characteris-
tics, which represented inclusion/exclusion criteria for PARA-
GON-HF, and to reduce confounding due to missing data, we
used multiple imputations. There were also some slight dif-
ferences in inclusion/exclusion criteria in our analysis com-
pared with the trial definition, such as definition of renal
and hepatic disease. Some criteria were not possible to apply
as data were not available, such as LA length and LA area.
Further, LVEF is commonly reported in 5% ranges, which
may result in incorrect estimates. Especially in HFpEF pa-
tients, with significant concentric remodelling, hypertrophic
cardiomyopathy, or small LV volumes, there may be a signifi-
cant systolic dysfunction with reduced stroke volume despite
a normal LVEF. Still, it is the mode most commonly used in
clinical practice when assessing LV function and subsequently
classifying the same as preserved or reduced. Treatment with
sacubitril/valsartan is currently approved for patients with
chronic HF with LVEF below normal in the USA, while Karen
was a smaller registry study in Europe; thus, the populations
may differ in some aspects.

Conclusions

In the KaRen HFpEF study, 34% met the PARAGON-HF trial
selection criteria and 63% met a pragmatic set of inclusion/
exclusion criteria more likely to influence treatment decisions
in clinical practice. Reflecting the recent extended FDA label
including HFpEF patients with LVEF below normal, only
5.4% met the LVEF below lower limit of normal range criteria
due to a low proportion of patients with LVEF ≥ 45% but be-
low the lower limit of normal range. However, eligibility in-
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creased applying LVEF below mean of the normal range dem-
onstrating a substantial proportion of patients within the
lower normal LVEF span. Patients in the lower normal LVEF
span also had more symptomatic HF. Ineligibility was more
due to the presence of exclusion criteria than not fulfilling in-
clusion criteria and therefore more likely related to severe
co-morbidities rather than not having severe enough HF.
Structural alterations in form of LAE and/or LVH were nearly
universal and had no impact on determining eligibility, sug-
gesting that these can be assumed present in HFpEF patients
with a recent HF hospitalization and increased NT-proBNP
concentrations.
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in females/males and in patients with LVEF ≤/>57%. Contin-
uous variables presented as median [Q1,Q3] and categorical
variables as numbers (%).
Table S2. Eligibility in KaRen cohort based on each individual
inclusion/exclusion criteria of PARAGON-HF-trial. Eligibility
estimates reported as numbers and percentages after apply-
ing the respective inclusion/exclusion criteria on the 1) im-
puted dataset in the whole Karen cohort, separate in
females and males and in patients with LVEF ≤57% and
>57% and in 2) complete cases (patients with non-missing in-
formation for all eligibility variables) and in 3) missing as eli-
gible (patients with missing observations for any of the
eligibility variables were assumed to be eligible). The criteria
were not ordered and mutually exclusive. Variables included
in the pragmatic scenario are marked in bold. (The number
prior to the respective criteria are indicating the numbers in
Table 1 in reference (9).
Table S3. Characteristics associated with LVEF ≤57% in fe-
males and males in the KaRen population.

References

1. McDonagh TA, Metra M, Adamo M,
Gardner RS, Baumbach A, Bohm M,
Burri H, Butler J, Celutkiene J, Chioncel
O, Cleland JGF, Coats AJS, Crespo-Leiro
MG, Farmakis D, Gilard M, Heymans S,
Hoes AW, Jaarsma T, Jankowska EA,

Lainscak M, Lam CSP, Lyon AR,
McMurray JJV, Mebazaa A, Mindham
R, Muneretto C, Francesco Piepoli M,
Price S, Rosano GMC, Ruschitzka F,
Kathrine Skibelund A, ESC Scientific
Document Group. 2021 ESC Guidelines

for the diagnosis and treatment of acute
and chronic heart failure: developed by
the Task Force for the Diagnosis and
Treatment of Acute and Chronic Heart
Failure of the European Society of Cardi-
ology (ESC) with the special contribu-

Eligibility of real-world patients with HFpEF 175

ESC Heart Failure 2022; 9: 164–177
DOI: 10.1002/ehf2.13705

 20555822, 2022, 1, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1002/ehf2.13705 by U

niversite D
e R

ennes 1, W
iley O

nline L
ibrary on [18/01/2023]. See the T

erm
s and C

onditions (https://onlinelibrary.w
iley.com

/term
s-and-conditions) on W

iley O
nline L

ibrary for rules of use; O
A

 articles are governed by the applicable C
reative C

om
m

ons L
icense



tion of the Heart Failure Association
(HFA) of the ESC. Eur Heart J 2021;
2021: 3599–3726.

2. Anker SD, Butler J, Filippatos G, Ferreira
JP, Bocchi E, Bohm M, Brunner-La Rocca
HP, Choi DJ, Chopra V, Chuquiure-
Valenzuela E, Giannetti N, Gomez-
Mesa JE, Janssens S, Januzzi JL,
Gonzalez-Juanatey JR, Merkely B,
Nicholls SJ, Perrone SV, Pina IL,
Ponikowski P, Senni M, Sim D, Spinar
J, Squire I, Taddei S, Tsutsui H, Verma
S, Vinereanu D, Zhang J, Carson P, Lam
CSP, Marx N, Zeller C, Sattar N, Jamal
W, Schnaidt S, Schnee JM, Brueckmann
M, Pocock SJ, Zannad F, Packer M, EM-
PEROR-Preserved Trial Investigators.
Empagliflozin in heart failure with a pre-
served ejection fraction. N Engl J Med
2021; 385: 1451–1461.

3. Pitt B, Pfeffer MA, Assmann SF, Boineau
R, Anand IS, Claggett B, Clausell N,
Desai AS, Diaz R, Fleg JL, Gordeev I,
Harty B, Heitner JF, Kenwood CT,
Lewis EF, O’Meara E, Probstfield JL,
Shaburishvili T, Shah SJ, Solomon SD,
Sweitzer NK, Yang S, McKinlay SM.
Spironolactone for heart failure with
preserved ejection fraction. N Engl J
Med 2014; 370: 1383–1392.

4. Yusuf S, Pfeffer MA, Swedberg K,
Granger CB, Held P, McMurray JJV, Mi-
chelson EL, Olofsson B, Östergren J. Ef-
fects of candesartan in patients with
chronic heart failure and preserved
left-ventricular ejection fraction: the
CHARM-Preserved Trial. Lancet 2003;
362: 777–781.

5. Cleland JG, Tendera M, Adamus J,
Freemantle N, Polonski L, Taylor J. The
perindopril in elderly people with
chronic heart failure (PEP-CHF) study.
Eur Heart J 2006; 27: 2338–2345.

6. Massie BM, Carson PE, McMurray JJ,
Komajda M, McKelvie R, Zile MR, An-
derson S, Donovan M, Iverson E, Staiger
C, Ptaszynska A. Irbesartan in patients
with heart failure and preserved ejection
fraction. N Engl J Med 2008; 359:
2456–2467.

7. Lund LH, Claggett B, Liu J, Lam CS,
Jhund PS, Rosano GM, Swedberg K,
Yusuf S, Granger CB, Pfeffer MA,
McMurray JJV, Solomon SD. Heart fail-
ure with mid-range ejection fraction in
CHARM: characteristics, outcomes and
effect of candesartan across the entire
ejection fraction spectrum. Eur J Heart
Fail 2018; 20: 1230–1239.

8. Solomon SD, Claggett B, Lewis EF, Desai
A, Anand I, Sweitzer NK, O’Meara E,
Shah SJ, McKinlay S, Fleg JL, Sopko G,
Pitt B, Pfeffer MA. Influence of ejection
fraction on outcomes and efficacy of
spironolactone in patients with heart
failure with preserved ejection fraction.
Eur Heart J 2016; 37: 455–462.

9. Cleland JGF, Bunting KV, Flather MD,
Altman DG, Holmes J, Coats AJS,
Manzano L, McMurray JJV, Ruschitzka
F, van Veldhuisen DJ, von Lueder TG,
Bohm M, Andersson B, Kjekshus J,

Packer M, Rigby AS, Rosano G, Wedel
H, Hjalmarson A, Wikstrand J, Kotecha
D, Beta-blockers in Heart Failure Collab-
orative Group. Beta-blockers for heart
failure with reduced, mid-range, and
preserved ejection fraction: an individ-
ual patient-level analysis of
double-blind randomized trials. Eur
Heart J 2018; 39: 26–35.

10. Solomon SD, McMurray JJV, Anand IS,
Ge J, Lam CSP, Maggioni AP, Martinez
F, Packer M, Pfeffer MA, Pieske B,
Redfield MM, Rouleau JL, van
Veldhuisen DJ, Zannad F, Zile MR, Desai
AS, Claggett B, Jhund PS, Boytsov SA,
Comin-Colet J, Cleland J, Dungen HD,
Goncalvesova E, Katova T, Kerr Saraiva
JF, Lelonek M, Merkely B, Senni M, Shah
SJ, Zhou J, Rizkala AR, Gong J, Shi VC,
Lefkowitz MP, Investigators P-H, Com-
mittees. Angiotensin–neprilysin inhibi-
tion in heart failure with preserved
ejection fraction. N Engl J Med 2019;
381: 1609–1620.

11. Solomon SD, Vaduganathan M, Claggett
BL, Packer M, Zile M, Swedberg K,
Rouleau J, Pfeffer MA, Desai A, Lund LH,
Kober L, Anand I, Sweitzer N, Linssen G,
Merkely B, Luis Arango J, Vinereanu D,
Chen CH, Senni M, Sibulo A, Boytsov S,
Shi V, Rizkala A, Lefkowitz M, McMurray
JJV. Sacubitril/valsartan across the spec-
trum of ejection fraction in heart failure.
Circulation 2020; 141: 352–361.

12. McMurray JJ, Packer M, Desai AS, Gong
J, Lefkowitz MP, Rizkala AR, Rouleau JL,
Shi VC, Solomon SD, Swedberg K, Zile
MR, PARADIGM-HF Investigators and
Committees. Angiotensin–neprilysin in-
hibition versus enalapril in heart failure.
N Engl J Med 2014; 371: 993–1004.

13. Savarese G, Hage C, Benson L,
Schrage B, Thorvaldsen T, Lundberg A,
Fudim M, Linde C, Dahlström U, Rosano
GMC, Lund LH. Eligibility for sacubitril/
valsartan in heart failure across the ejec-
tion fraction spectrum: real-world data
from the Swedish Heart Failure Registry.
J Intern Med 2021; 289: 369–384.

14. ENTRESTO [prescribing information].
East Hanover NNPCF.

15. Lang RM, Badano LP, Mor-Avi V, Afilalo
J, Armstrong A, Ernande L, Flachskampf
FA, Foster E, Goldstein SA, Kuznetsova
T, Lancellotti P, Muraru D, Picard MH,
Rietzschel ER, Rudski L, Spencer KT,
Tsang W, Voigt JU. Recommendations
for cardiac chamber quantification by
echocardiography in adults: an update
from the American Society of Echocardi-
ography and the European Association
of Cardiovascular Imaging. J Am Soc
Echocardiogr 2015; 28: 1–39.14.

16. Donal E, Lund LH, Linde C, Edner M, La-
fitte S, Persson H, Bauer F, Ohrvik J,
Ennezat PV, Hage C, Lofman I, Juilliere
Y, Logeart D, Derumeaux G, Gueret P,
Daubert JC. Rationale and design of
the Karolinska-Rennes (KaRen) prospec-
tive study of dyssynchrony in heart fail-
ure with preserved ejection fraction.
Eur J Heart Fail 2009; 11: 198–204.

17. van Buuren S, Groothuis-Oudshoorn K.
mice: Multivariate Imputation by
Chained Equations in R. J Stat Softw
2011; 45: 1–67.

18. Lang R, Badano L, Mor-Avi V. Recom-
mendations for cardiac chamber quanti-
fication by echocardiography in adults:
an update from the American Society of
Echocardiography and the European As-
sociation of Cardiovascular Imaging. Eur
Heart J Cardiovasc Imaging 2015; 16:
233–270.

19. Sayeed S, Fudim M, Devore AD, Xu H,
Matsouaka RA, Heidenreich PA, Yancy
CW, Fonarow GC, Hernandez AF. PARA-
GON-HF clinical trial eligibility in a pop-
ulation of patients hospitalized with
heart failure. J Card Fail 2019; 25:
1009–1011.

20. Solomon SD, Rizkala AR, Lefkowitz MP,
Shi VC, Gong J, Anavekar N, Anker SD,
Arango JL, Arenas JL, Atar D, Ben-Gal
T, Boytsov SA, Chen CH, Chopra VK,
Cleland J, Comin-Colet J, Duengen HD,
Echeverria Correa LE, Filippatos G,
Flammer AJ, Galinier M, Godoy A,
Goncalvesova E, Janssens S, Katova T,
Kober L, Lelonek M, Linssen G, Lund
LH, O’Meara E, Merkely B, Milicic D,
Oh BH, Perrone SV, Ranjith N, Saito Y,
Saraiva JF, Shah S, Seferovic PM, Senni
M, Sibulo AS Jr, Sim D, Sweitzer NK,
Taurio J, Vinereanu D, Vrtovec B,
Widimsky J Jr, Yilmaz MB, Zhou J,
Zweiker R, Anand IS, Ge J, Lam CSP,
Maggioni AP, Martinez F, Packer M,
Pfeffer MA, Pieske B, Redfield MM, Rou-
leau JL, Van Veldhuisen DJ, Zannad F,
Zile MR, McMurray JJV. Baseline char-
acteristics of patients with heart failure
and preserved ejection fraction in the
PARAGON-HF trial. Circ Heart Fail
2018; 11: e004962.

21. Rettl R, Dachs TM, Duca F, Binder C,
Dusik F, Seirer B, Schonauer J,
Kronberger C, Camuz Ligios L,
Hengstenberg C, Derkits N, Kastner J,
Badr Eslam R, Bonderman D. What type
of patients did PARAGON-HF select?
Insights from a real-world prospective
cohort of patients with heart failure
and preserved ejection fraction. J Clin
Med 2020; 9: 3669.

22. Shah AM, Cikes M, Prasad N, Li G,
Getchevski S, Claggett B, Rizkala A,
Lukashevich I, O’Meara E, Ryan JJ, Shah
SJ, Mullens W, Zile MR, Lam CSP,
McMurray JJV, Solomon SD, Investiga-
tors P-H. Echocardiographic features of
patients with heart failure and
preserved left ventricular ejection
fraction. J Am Coll Cardiol 2019; 74:
2858–2873.

23. Persson H, Donal E, Lund LH, Matan D,
Oger E, Hage C, Daubert JC, Linde C,
KaRen I. Importance of structural heart
disease and diastolic dysfunction in
heart failure with preserved ejection
fraction assessed according to the ESC
guidelines—a substudy in the Ka
(Karolinska) Ren (Rennes) study. Int J
Cardiol 2019; 274: 202–207.

176 L.H. Lund et al.

ESC Heart Failure 2022; 9: 164–177
DOI: 10.1002/ehf2.13705

 20555822, 2022, 1, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1002/ehf2.13705 by U

niversite D
e R

ennes 1, W
iley O

nline L
ibrary on [18/01/2023]. See the T

erm
s and C

onditions (https://onlinelibrary.w
iley.com

/term
s-and-conditions) on W

iley O
nline L

ibrary for rules of use; O
A

 articles are governed by the applicable C
reative C

om
m

ons L
icense



24. Landolfo M, Piani F, Esposti DD,
Cosentino E, Bacchelli S, Dormi A,
Borghi C. Effects of sacubitril valsartan
on clinical and echocardiographic pa-
rameters of outpatients with heart fail-
ure and reduced ejection fraction. Int J
Cardiol Heart Vasc 2020; 31: 100656.

25. Suo Y, Yuan M, Li H, Zhang Y, Li Y, Fu H,
Han F, Ma C, Wang Y, Bao Q, Li G. Sacu-
bitril/valsartan improves left atrial and
left atrial appendage function in pa-
tients with atrial fibrillation and in
pressure overload-induced mice. Front
Pharmacol 2019; 10: 1285.

26. Savarese G, Settergren C, Schrage B,
Thorvaldsen T, Lofman I, Sartipy U,
Mellbin L, Meyers A, Farsani SF,
Brueckmann M, Brodovicz KG, Vedin
O, Asselbergs FW, Dahlstrom U,
Cosentino F, Lund LH. Comorbidities
and cause-specific outcomes in heart
failure across the ejection fraction spec-
trum: a blueprint for clinical trial de-
sign. Int J Cardiol 2020; 313: 76–82.

27. Vaduganathan M, Jhund PS, Claggett
BL, Packer M, Widimsky J, Seferovic P,
Rizkala A, Lefkowitz M, Shi V, McMurray
JJV, Solomon SD. A putative placebo
analysis of the effects of sacubitril/val-
sartan in heart failure across the full

range of ejection fraction. Eur Heart J
2020; 41: 2356–2362.

28. Daly A, Coughlan JJ, Mross T, Wafer M,
O’Connor A, Liston R. Assessing suitabil-
ity for sacubitril-valsartan therapy in an
Irish cohort: challenges and opportuni-
ties. Ir J Med Sci 2019; 188: 1169–1174.

29. Carballo D, Stirnemann J, Garin N,
Marti C, Serratrice J, Carballo S. Eligibil-
ity for sacubitril–valsartan in patients
with acute decompensated heart failure.
ESC Heart Fail 2020; 7: 1282–1290.

30. Kapelios CJ, Lainscak M, Savarese G,
Laroche C, Seferovic P, Ruschitzka F,
Coats A, Anker SD, Crespo-Leiro MG,
Filippatos G, Piepoli MF, Rosano G,
Zanolla L, Aguiar C, Murin J, Leszek P,
McDonagh T, Maggioni AP, Lund LH,
Heart Failure Long-Term Registry Inves-
tigators. Sacubitril/valsartan eligibility
and outcomes in the ESC-EORP-HFA
Heart Failure Long-Term Registry:
bridging between European Medicines
Agency/Food and Drug Administration
label, the PARADIGM-HF trial, ESC
guidelines, and real world. Eur J Heart
Fail 2019; 21: 1383–1397.

31. Mc Causland FR, Lefkowitz MP, Claggett
B, Anavekar NS, Senni M, Gori M, Jhund
PS, McGrath MM, Packer M, Shi V, van

Veldhuisen DJ, Zannad F, Comin-Colet
J, Pfeffer MA, McMurray JJV, Solomon
SD. Angiotensin-neprilysin inhibition
and renal outcomes in heart failure with
preserved ejection fraction. Circulation
2020; 142: 1236–1245.

32. Rosano GMC, Tamargo J, Kjeldsen KP,
Lainscak M, Agewall S, Anker SD,
Ceconi C, Coats AJS, Drexel H,
Filippatos G, Kaski JC, Lund L, Niessner
A, Ponikowski P, Savarese G, Schmidt
TA, Seferovic P, Wassmann S, Walther
T, Lewis BS. Expert consensus document
on the management of hyperkalaemia in
patients with cardiovascular disease
treated with renin angiotensin aldoste-
rone system inhibitors: coordinated by
the Working Group on Cardiovascular
Pharmacotherapy of the European Soci-
ety of Cardiology. Eur Heart J Cardiovasc
Pharmacother 2018; 4: 180–188.

33. Vergaro G, Aimo A, Prontera C,
Ghionzoli N, Arzilli C, Zyw L, Taddei C,
Gabutti A, Poletti R, Giannoni A,
Mammini C, Spini V, Passino C, Emdin
M. Sympathetic and renin-angiotensin-
aldosterone system activation in heart
failure with preserved, mid-range and
reduced ejection fraction. Int J Cardiol
2019; 296: 91–97.

Eligibility of real-world patients with HFpEF 177

ESC Heart Failure 2022; 9: 164–177
DOI: 10.1002/ehf2.13705

 20555822, 2022, 1, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1002/ehf2.13705 by U

niversite D
e R

ennes 1, W
iley O

nline L
ibrary on [18/01/2023]. See the T

erm
s and C

onditions (https://onlinelibrary.w
iley.com

/term
s-and-conditions) on W

iley O
nline L

ibrary for rules of use; O
A

 articles are governed by the applicable C
reative C

om
m

ons L
icense



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles false
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends false
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage false
  /PreserveDICMYKValues true
  /PreserveEPSInfo false
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth 8
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth 8
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /PDFX1a:2001
  ]
  /PDFX1aCheck true
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError false
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (Euroscale Coated v2)
  /PDFXOutputConditionIdentifier (FOGRA1)
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /CHS <>
    /CHT <>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF che devono essere conformi o verificati in base a PDF/X-1a:2001, uno standard ISO per lo scambio di contenuto grafico. Per ulteriori informazioni sulla creazione di documenti PDF compatibili con PDF/X-1a, consultare la Guida dell'utente di Acrobat. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 4.0 e versioni successive.)
    /JPN <>
    /KOR <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die moeten worden gecontroleerd of moeten voldoen aan PDF/X-1a:2001, een ISO-standaard voor het uitwisselen van grafische gegevens. Raadpleeg de gebruikershandleiding van Acrobat voor meer informatie over het maken van PDF-documenten die compatibel zijn met PDF/X-1a. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 4.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENG (Modified PDFX1a settings for Blackwell publications)
    /ENU (Use these settings to create Adobe PDF documents that are to be checked or must conform to PDF/X-1a:2001, an ISO standard for graphic content exchange.  For more information on creating PDF/X-1a compliant PDF documents, please refer to the Acrobat User Guide.  Created PDF documents can be opened with Acrobat and Adobe Reader 4.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /HighResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


