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Les grands changements



Les grands changements



Nouvel algorithme 

pour le diagnostic de l’IC



Diagnostic algorithm



Algorithme Diagnostic



Prevention de l’IC



Quels objectifs pour un traitement de 

l’IC



Prise en charge initiale
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Swedberg K, et al. Lancet 2010;376: 875-885.
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Physiopathologie 

de l’insuffisance cardiaque

Quête de modulateurs des systèmes capables d’être
diurétiques, vasodilatateurs, inhibant hypertrophie et
fibrose.

Stratégie complémentaire des approches inhibitrices

Injection de BNP (nesiritide)

Injection sous cutanée d’ANP (Japon)

Limites pharmacodynamiques ou pharmacocinetiques



Effets sur des organes et des systemes

Volpe. International Journal of Cardiology 2014;176:630-639



LCZ696 is a first-in-class angiotensin 

receptor neprilysin inhibitor (ARNI)

ARNI=angiotensin receptor neprilysin inhibitor

1. Bloch and Basile. J Clin Hypertens 2010;12:809–12; 
2. Gu et al. J Clin Pharmacol 2010;50:401–14; 
3. Langenickel and Dole. Drug Discov Today: 

Ther Strateg 2012;9:e131–9.

� LCZ696 is a novel drug which delivers 

simultaneous neprilysin inhibition and 

AT1 receptor blockade1–3

� LCZ696 is a salt complex that comprises

the two active components:2,3

• sacubitril (AHU377) – a pro-drug; further 

metabolized to the neprilysin inhibitor 

LBQ657, and

• valsartan – an AT1 receptor blocker

in a 1:1 molar ratio

� LCZ696 is a novel drug which delivers 

simultaneous neprilysin inhibition and 

AT1 receptor blockade1–3

� LCZ696 is a salt complex that comprises

the two active components:2,3

• sacubitril (AHU377) – a pro-drug; further 

metabolized to the neprilysin inhibitor 

LBQ657, and

• valsartan – an AT1 receptor blocker

in a 1:1 molar ratio
3D LCZ696 structure2

LCZ 696: Angiotensin 
Receptor Neprilysin Inhibitor  
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Randomization

n=8,442

*Enalapril 5 mg b.i.d. (10 mg TDD) for 1–2 weeks followed by enalapril 10 mg b.i.d. (20 mg TDD) as an optional starting 
run-in dose for those patients who are treated with ARBs or with a low dose of ACEI; ‡200 mg TDD; §400 mg TDD; ¶20 mg 
TDD
b.i.d.=twice daily; TDD=total daily dose

McMurray et al. Eur J Heart Fail. 2013;15:1062–73; 
McMurray et al. Eur J Heart Fail. 2014;16:817–25;
McMurray et al. N Engl J Med 2014;371:993–1004

PARADIGM-HF: Study design
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Patients

Mc Murray: New Engl J Med 2014: 371: 993

10513 pts 

Run-in Enalapril

9419 pts 

Run-in LCZ696

8442 pts 

Randomisation

1102 arrêts

591 (5.6%)

Effets secondaires

547 (5.8%)

Effets secondaires

66 (0.6%)

Biologice

58 (0.6%)

Biologie

4187 pts 

LCZ696

4212 pts 

Enalapril

977 arrêts



Results

• Number of patient to treat during 27 months

– To prevent one primary event is 21

– To prevent one cardio-vascular death is 32 

Mc Murray: New Engl J Med 2014: 371: 993



McMurray et al. N Engl J Med 2014;371:993-1004; 
Novartis Data on File: PARADIGM-HF Clinical Study Report

Primary Outcome:

Cardiovascular death or HF hospitalisation
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McMurray et al. N Engl J Med 2014;371:993-1004; 
Novartis Data on File: PARADIGM-HF Clinical Study Report
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Sudden death and HF death also



Sudden death

Desay: Eur Heart J 2015 36: 1990

Heart failure death

Mode of death



Hospitalizations

Pd
G

Packer: Circulation 2015; 

131: 54



Adverse events

Mc Murray: New Engl J Med 2014: 371: 993















EMPAREG Outcome



BENEFIT / RISK OF DRUGS IN HF

Major clinical benefit

perceived

ADRs Hard Outcome

Diuretics YES : relief of symptoms Renal failure

Hypokaliemia
NO

Nitrates YES : relief of symptoms Hypotension

Headache
NO

Except A-HeFT trial

Oxygen Oxygen content PAH NO

ACE i / ARB 

/ BB

NO Hypotension, Renal Failure, 

Hyperkaliemia
YES

MRA NO Renal FailurE

Hyperkaliemia
YES

Ivabradine YES : relief of non CHF 

symptoms

Bradycardia

Blurred vision 
NO in IHD (angina)

Entresto YES : relief of symptoms Like ARB YES



Des digitalo-diurétiques à la prise en 

charge d’aujourd’hui

• Traitement symptomatique

• Reduction de la morbi-mortalité avec les IEC , BB et 
MRA

• Intérêt de l’ivabradine

• Apport du traitement electrique:  CRT, DAI

• Avènement de l’ETP

• Importance du réentraînement à l’effort

• Approche e-santé

• Changement de paradigme avec SACUBITRIL –
VALSARTAN et identification d’un nouvelle cible 
commune:  la voie des peptides natriuretiques? 


