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Drug therapy for patients with systolic heart
failure after the PARADIGM-HF trial: in need of a
new paradigm of LCZ696 implementation in
clinical practice
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Abstract

Heart failure represents a primary cause of morbidity and mortality in older people and despite significant therapeutic
advances, it is still characterized by important unmet needs, thus remaining a challenging field of clinical research. The
recent PARADIGM-HF trial compared the novel compound LCZ696, a combination of the angiotensin receptor blocker
valsartan and the neprilysin inhibitor sacubitril, versus the angiotensin-converting enzyme inhibitor enalapril in 8,442
patients with symptomatic chronic systolic heart failure. LCZ696 led to a 20% reduction in the rate of death or
hospitalization for heart failure and a 16% reduction in the rate of all-cause death compared to enalapril at 3.5 years of
follow-up. Despite those impressive results, the clinical application of this novel agent that requires the substitution of a
cornerstone of current heart failure therapy, the angiotensin-converting enzyme inhibitors, should follow careful steps
as imposed by the study design, the recruited population and the outcome in specific patient subgroups. Further
insights into the effects of LCZ696 will be provided by the ongoing PARAGON-HF trial in patients with diastolic
heart failure.

Keywords: Heart failure, Therapy, LCZ696, PARADIGM-HF, Angiotensin-converting enzyme inhibitor, Neprilysin,
Valsartan, Sacubitril
Background
Heart failure (HF) represents a main cause of morbidity
and mortality and the first reason for hospital admission
in older people [1]. The important advances in the treat-
ment of HF accomplished over the past decades in terms
of drug and device therapy have resulted in a significant
improvement in the prognosis in patients with chronic
HF. The cornerstone of modern drug therapy in chronic
HF is the inhibition of neurohormonal activation that
plays a crucial role in the pathophysiology of HF devel-
opment and progression and, more specifically, of the
renin-angiotensin-aldosterone system and the sympa-
thetic nervous system [2]. Accordingly, all patients with
HF with reduced ejection fraction, unless having a
contraindication, should receive an angiotensin convert-
ing enzyme inhibitor (ACEi) or an angiotensin receptor
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blocker (ARB) if non tolerant to ACEi, plus a beta-
blocker with the further addition of a mineralocorticoid
receptor antagonist (MRA, aldosterone or eplerenone) if
still symptomatic [2].
The incidence of HF keeps rising owing mainly to the

aging of the population and the effective management of
formerly lethal conditions, such as acute coronary syn-
dromes. This is followed by an increasing trend in HF hos-
pitalizations along with an enormous economic burden
that also keeps growing [3,4]. In addition, the outcome of
patients hospitalized for an acute HF episode remains quite
poor, with unacceptably high post-discharge mortality and
re-hospitalization rates [1]. Finally, although drug and de-
vice therapy has been proven beneficial for patients with
systolic HF, currently termed HF with reduced ejection
fraction (HFrEF), the same is not true for those with dia-
stolic HF or HF with preserved ejection fraction (HFpEF),
who roughly represent half of the total HF population and
in whom no evidence-based therapy is yet defined [2].
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Table 1 Specific heart failure patient subgroups
representing a challenge for the implementation of
LCZ696 in clinical practice

Clinical characteristics Marginally low blood pressure

Hospitalization for AHF

NYHA IV class

Advanced heart failure

Drug therapy-related characteristics ACEi-naïve patients

Intolerance to ACEi or ARB

Low ACEi dose

High ACEi dose

Patients on ARBs therapy

ACEi, angiotensin converting enzyme inhibitors; ARB, angiotensin receptor
blockers; NYHA, New York Heart Association.
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Therefore, HF represents a growing medical, public health
and financial problem with several unmet needs. In this
context, HF remains a challenging field for the search for
novel therapeutic agents that would further improve pa-
tients’ outcomes.

A PARADIGM shift in heart failure therapy
The recently published ‘Prospective comparison of Angio-
tensin Receptor neprilysin inhibitors with Angiotensin
converting enzyme inhibitors to Determine Impact on
Global Mortality and morbidity in Heart Failure’ (PARA-
DIGM-HF, NCT01035255) trial applied an innovative ap-
proach to the introduction of new HF therapies. Instead
of adding the new agent on top of standard care, an ap-
proach followed by the majority of previous HF clinical
trials [2,5], PARADIGM-HF proposed the substitution of
one of the cornerstones of modern HF therapy, the ACEi
[6]. In addition, PARADIGM-HF focused on the inhibition
of the endopeptidase pathway, an import component of
the renin-angiotensin-aldosterone system not addressed
by the current HF therapies.
The new compound with the code name LCZ696 (400

mg daily), a combination of the ARB valsartan and the
neprilysin inhibitor sacubitril, was compared with the
ACEi enalapril (20 mg daily) in 8,442 patients with
symptomatic chronic HFrEF and increased levels of
natriuretic peptides [5]. At 3.5 years of follow-up,
LCZ696 had led to a 20% reduction in the incidence rate
of death or HF hospitalization and a 16% reduction in
the incidence rate of all-cause death compared to enala-
pril, results that were highly statistically significant. Re-
garding safety, LCZ696 was followed by lower rates of
hyperkalemia, renal dysfunction and cough but higher
rates of hypotension. According to a secondary analysis,
LCZ696 prevented the clinical deterioration or progres-
sion of surviving patients in terms of required treatment
intensification of therapy, hospital visits or admissions
and use of advanced management modalities (inotropes,
assist devices, transplantation) more effectively than did
enalapril [7]. Thus, the question that inevitably arises is
whether keeping HF patients on ACEi is still ethical
given those remarkable results.

The challenge of clinical application
If one takes a better look at the design of the PARADIGM-
HF trial, it seems that the clinical application of LCZ696
needs to follow careful steps. First, the study was preceded
by a single-blinded run-in phase, during which about 10%
of patients dropped out mainly due to adverse events or
abnormal laboratory results [5]. Although a run-in phase
enhances a trial’s internal validity by limiting treatment
discontinuation, on the other hand it limits the inference
of the results to the general HF population, thus affecting
the external validity. In addition, two short washout
periods of 36 hours were applied between enalapril and
LCZ696 run-in periods and at the end of the run-in phase
to avoid overlapping of ACEi and LCZ696 that would in-
crease the risk of angioedema, a fact that renders inference
of the trial even more complicated.
According to the trial’s subgroup analyses, LCZ696

was ‘less’ beneficial in ACEi-naïve patients, while
LCZ696 led to a higher incidence of symptomatic
hypotension compared to enalapril, which, however, did
not result in a higher treatment discontinuation [5,6,8].
Those concerns are particularly important in patients
hospitalized for acute HF, in whom the use of oral medi-
cation including angiotensin aldosterone system inhibi-
tors is not sufficiently guided by available evidence [9].
Furthermore, patients who are on enalapril or equiva-
lent ACEi doses higher than those studied in the trial or
those treated with angiotensin receptor blockers may
also represent a challenge as they have not been included
in PARADIGM-HF. Finally, the cost-effectiveness of this
new strategy remains to be assessed. The HF patient sub-
groups that may pose a challenge for the clinical applica-
tion of LCZ696 according to the aforementioned issues
are outlined in Table 1.
Conclusions
The results reported by the PARADIGM-HF trial inves-
tigators are indeed impressive and introduce a paradigm
shift in the treatment of chronic HFrEF. However, the
clinical application of the novel agent LCZ696 will def-
initely require a new paradigm for many HF patients.
Further to PARADIGM-HF, the ongoing PARAGON-
HF trial addresses the effects of LCZ696 on patients
with HFpEF, a condition characterized by a total lack of
evidence-based therapies, as stressed earlier, thus lead-
ing to high expectations for another major paradigm
shift in HF.



Filippatos et al. BMC Medicine  (2015) 13:35 Page 3 of 3
Competing interests
GF is a member of the executive committee of trials supported by Novartis,
Cardiorentis and Bayer. JP reports honoraria for lectures from Novartis
International and Servier International. The other authors declare that they
have no competing interests.

Authors’ contributions
All authors contributed to the concept and the drafting of the manuscript.
All authors read and approved the final manuscript.

Authors’ information
GF is the current President of the Heart Failure Association of the European
Society of Cardiology and the Head of the Heart Failure Unit at Athens University
Hospital Attikon. DF is a heart failure specialist with a particular expertise in cancer
therapy-related cardiomyopathy and iron-overload cardiomyopathy, the current
Treasurer of the Hellenic College of Cardiology and the President-Elect of the
Working Group on Cardiomyopathies and Basic Research of the Hellenic Society
of Cardiology. JP is a heart failure specialist with a particular expertise in advanced
heart failure and ventricular assist devices and a former President of the Working
Group on Heart Failure of the Hellenic Society of Cardiology. JL is the Head of the
Department of Cardiology at Athens University Hospital Attikon, the current
President of the Hellenic College of Cardiology and a former President of the
Working Group on Peripheral Circulation of the European Society of Cardiology.

Received: 7 January 2015 Accepted: 9 January 2015

References
1. Gheorghiade M, Filippatos G, Felker GM. Diagnosis and management of

acute heart failure syndromes. In: Mann DL, Zipes DP, Libby P, Bonow RO,
editors. Braunwald's heart disease: a textbook of cardiovascular medicine.
9th ed. Philadelphia: Elsevier; 2012. p. 517–42.

2. McMurray JJ, Adamopoulos S, Anker SD, Auricchio A, Böhm M, Dickstein K,
et al. ESC Committee for Practice Guidelines. ESC Guidelines for the diagnosis
and treatment of acute and chronic heart failure 2012: The Task Force for the
Diagnosis and Treatment of Acute and Chronic Heart Failure 2012 of the
European Society of Cardiology. Developed in collaboration with the Heart
Failure Association (HFA) of the ESC. Eur Heart J. 2012;33:1787–847.

3. Bueno H, Ross JS, Wang Y, Chen J, Vidán MT, Normand SL, et al. Trends in
length of stay and short-term outcomes among Medicare patients hospitalized
for heart failure, 1993–2006. JAMA. 2010;303:2141–7.

4. Stewart S, Jenkins A, Buchan S, McGuire A, Capewell S, McMurray JJ. The
current cost of heart failure to the National Health Service in the UK.
Eur J Heart Fail. 2002;4:361–71.

5. McMurray J, Cohen-Solal A, Dietz R, Eichhorn E, Erhardt L, Hobbs FD, et al.
Practical recommendations for the use of ACE inhibitors, beta-blockers,
aldosterone antagonists and angiotensin receptor blockers in heart failure:
putting guidelines into practice. Eur J Heart Fail. 2005;7:710–21.

6. McMurray JJ, Packer M, Desai AS, Gong J, Lefkowitz MP, Rizkala AR, et al.
Angiotensin-neprilysin inhibition versus enalapril in heart failure.
N Engl J Med. 2014;371:993–1004.

7. Packer M, McMurray JJ, Desai AS, Gong J, Lefkowitz MP, Rizkala AR, et al.
Angiotensin receptor neprilysin inhibition compared with enalapril on the risk
of clinical progression in surviving patients with heart failure. Circulation.
2015;131:54–61.

8. Miller WL, Skouri HN. Chronic systolic heart failure, guideline-directed medical
therapy, and systemic hypotension-less pressure but maybe more risk (does
this clinical scenario need more discussion?). J Card Fail. 2009;15:101–7.

9. Filippatos G, Farmakis D, Bistola V, Karavidas A, Mebazaa A, Maggioni AP,
et al. Temporal trends in epidemiology, clinical presentation and
management of acute heart failure: results from the Greek cohorts of the
Acute Heart Failure Global Registry of Standard Treatment and the
European Society of Cardiology-Heart Failure pilot survey. Eur Heart J Acute
Cardiovasc Care. In press.
Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit


	Abstract
	Background
	A PARADIGM shift in heart failure therapy
	The challenge of clinical application

	Conclusions
	Competing interests
	Authors’ contributions
	Authors’ information
	References

