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Gheorghiade M, Am J Cardiology 2005;96(suppl 6A).

Prognosis of Heart Failure
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RR 23%, BB 55%, ARM 24%

Lancet 2003; 362: 772–776

CHARM-Alternative trial

Intolerància a IECAS  

RR 21%, BB 93%, ARM 54%

PARADIGM-HF trial

J McMurray NEJM 2014;371:993

Sacubitril+Valsartan
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HF Classification



AHA HF-Guidelines 2016

• Ambulatory symptomatic HFrEF
• LVEF < 40% - 35%

• BNP >150 pg/mL or NT-proBNP ≥600 pg/mL
(with a prior hospitalization in the preceding 12 m)

• BNP ≥100 pg/mL or NT-proBNP ≥400 pg/mL

• Able to tolerate a dose of enalapril (10mg/12h)

• SBP >100 mmHg

• Estimated GFR ≥30 mL/min/1.73 m2

ARNI indication according to HF-Guidelines 



AHA HF-Guidelines 2016

• Ambulatoty symptomatic HFrEF (LVEF < 40%)

• BNP >150 pg/mL or NT-proBNP ≥600 pg/mL

• BNP ≥100 pg/mL or NT-proBNP ≥400 pg/mL 

(with a prior hospitalization in the preceding 12 m)

• SBP >100 mmHg

• Estimated GFR ≥30 mL/min/1.73 m2

• Able to tolerate a dose of enalapril (10mg/12h)

• Sacubitril/Valsartan 24 mg / 26 mg /12h

• Sacubitril/Valsartan 49 mg / 51 mg /12h

• Sacubitril/Valsartan 97 mg / 103 mg /12h



J McMurray NEJM 2014;371:993

Suspendre enalapril 36h abans del canvi
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frequent, recurrent 
ventricular 
tachyarrhythmias

162-Paradigm-HF
170-3 .. 4 BB
174-5 .. 2 MRA



Gaps Guies - ARNI  

• HFrEF definició EF<40%  (EF 35 - 40% ?)
• Paper del NT-proBNP? 
• Pts que no toleren dosis de IECA 10mg/12h?
• Pts que no toleren ARM per hiperK?
• Pts de novo?
• Altres fàrmacs hipotensors (amiodarona)?
• Efectes cerebrals a llarg-termini?
• Cal esperar empitjorament dels símptomes pel canviar 
a ARNI?



Gaps - ARNI  
• HFrEF definició  EF < 40%
• Paper del NT-proBNP?  No necessari
• Pts que no toleren dosis de IECA 10 mg/12h?
Individualitzar, iniciar amb la dosi baixa si TA>100 mmHg
• Pts que no toleren ARM per hiperK? Desconegut
• Pts de novo? No, de moment ....
• Altres fàrmacs hipotensors (amiodarona)   ?
• Efectes cerebrals a llarg-termini     ?
• Cal esperar empitjorament dels símptomes pel canviar a

ARNI No cal esperar



Clinical events associated with worse prognosis

C Yancy  AHA/ACC Circulation 2013;128:1-163

• IC avançada
• HipoTA 
• Insuf. Renal – Sdr Cardiorenal

Població exclosa - ARNI  
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Fox K Eur Heart J 2013;34:2263

Pooled data from BEAUTIFUL and SHIFT Trials

LVEF 30+6%, (87% beta-blockers, 90% RAS inhibitors)



AHA HF-Guidelines 2016



Böhm M Lancet 2010;376:886

Primary endpoint

In the ivabradine group, heart rate achieved at 28 days was analyzed 
in relation to subsequent outcomes

Pts with HR < 60 bpm at 28 days on 
treatment had fewer composite 
endpoint events (n=1192, event rate of 
17%, 95%CI 15–19) than did patients 
with higher HR



Komajda M, Eur J Heart Fail 2016

1186 pts of 6505 required HF-H, 334 patients (28%) were re-H within 3m for 
CV causes (86%), including HF-H (61%).

Ivabradine and HF readmmission  

30%

Cumulative rate of all-cause hospitalization 
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HFrEF – Diabetis Mellitus

ESC HF-Guidelines 2016

1. Metformin is safe to use in patients with HFrEF, and it 
should be the treatment of choice in patients with HF. IIa-C

2.Thiazolidinediones (glitazones) cause Na and water 
retention and increased risk of HF and hospitalization 
and are not recommended in patients with HF.

3. Empagliflozin, (an inhibitor of sodium-glucose cotransporter 2),
EMPA-REG reduced hospitalization for HF and mortality, 
but not AMI or stroke, in patients with diabetes at high 
cardiovascular risk, some of whom had HF



HFmEF - HFpEF

ESC HF-Guidelines 2016



Moltes Gràcies



Hidalgo FJ Int J Cardiol 2016;217;11

Percentage of patients with heart rate values 
< 70 bpm. HR: Heart rate.



Senni M Eur J Heart Fail 2016

TITRATION - ARNI

498 pts

36 h washout

• High-dose si >160 mg Valsartan or >10 mg Enalapril /dia
• Low-dose si <160 mg Valsartan or < 10 mg Enalapril /dia

K< 5.4 mmol/L, GFR > 30 mL/min.1.73m2 o GFR reduction < 35%, SBP > 95 mmHg

Low-dose SBP<95 mmHg condensed 14% vs conservative 5%, p=0.01

CF II-IV, FE < 35%, ACEI/ARB stable for 2 w or naive to ACEI/ARB  
SBP > 100 mmHg < 180 mmHg



Com iniciar ARNI

• Suspendre enalapril 36h abans del canvi
• Si Enalapril > 10 mg ---- dosi ARNI 49/51mg/12h

• Si Enalapril < 10 mg ---- dosi ARNI 24/26 mg/12h

• Si Valsartan >160 mg ---- dosi ARNI 49/51mg/12h

• Si Valsartan < 160 mg ---- dosi ARNI 24/26 mg/12h

• Si TFGe < 30 mL/min/1.73 m2 contraindicat

• Si TFGe entre 60 - 30 mL/min/1.73 m2 ajustar dosi



• Symptomatic hipotension
• Low risk of angioedema although higher than ACE 

(ACEi should be withheld for at least 36h before 
initiating ARNI)

• Additional concern about its long-term effects on the 
degradation of beta-amiloide peptide in the brain 
(no evidence for increases in cognitive function or dementia)

Relevant safety issues of sacubitril/valsartan  

EAHF 2016
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