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• 2002-2018. 
• 1876 pts. 935 morts.
• Exclusió 74 pacients (7,3%) casusa desconeguda

Moliner et al. Trends in modes of death in heart failure over the last two decades: less sudden death but cancer deaths on the rise. Eur J Heart Fail. 2019



Reducció de la mort cardiovascular
• ↓ Mort sobtada (p = 0,03) primers 10 a (p < 0,001)
• No canvis significatius en la progressió IC com a 

causa de mort (p = 0,26)

Increment de la mortalitat no cardiovascular

Causes de mort en IC

Moliner et al. Trends in modes of death in heart failure over the last two decades: less sudden death but cancer deaths on the rise. Eur J Heart Fail. 2019



Increment de la mortalitat no cardiovascular

• Augment líneal molt significatiu (p <0,001)

• El càncer va ser la causa més freqüent de 
mortalitat cardiovascular. 

Causes de mort en IC

Moliner et al. Trends in modes of death in heart failure over the last two decades: less sudden death but cancer deaths on the rise. Eur J Heart Fail. 2019



Pieske. Eur Heart J 2019; 40:3297-3317

Diagnòstic HFpEF



Diagnòstic HFpEF

Pieske. Eur Heart J 2019; 40:3297-3317



Diagnòstic HFpEF
Heterogeneïtat. Diferents fenotips

Tromp. PLOS MED. 2018



TRACTAMENT 
FARMACOLÒGIC HFrEF



ISGLT2
Assaigs en DM ISGLT2 redueixen el risc hospitalització 
per IC i preserven funció renal: 

• EMPA-REG (Empaglifozina)
• CANVAS (Canaglifozina)
• DECLARE-TIMI 58 (Dapglifozina)

Seferovic F et al. 2019 Clinical practice update no heart failure 20198 . Eur J Heart Failure. 
2019.



ISGLT2

Cosentino F et al. 2019 ESC Guidelines on diabetes, pre-diabetes, and cardiovascular diseases 
developed in collaboration with the EASD. Eur Heart J. 2019.



DAPA-HF

1. McMurray JJV et al. Dapagliflozin in patients with heart failure and reduced ejection fraction.N Engl J 
Med2019;381:1995–2008.



13
CV = cardiovascular; eGFR = estimated glomerular filtration rate; ESRD = end stage renal disease; HbA1c = glycated hemoglobin; HF = heart failure; HFrEF = heart failure with reduced ejection fraction; 
hHF = hospitalization for heart failure; KCCQ = Kansas City Cardiomyopathy Questionnaire; LVEF = left ventricular ejection fraction; NT-proBNP = N-terminal pro B-type natriuretic peptide; NYHA = New York Heart Association; SoC = standard 
of care; T2D = type 2 diabetes.
1. McMurray JJV et al. Dapagliflozin in patients with heart failureand reduced ejection fraction.N Engl J Med2019;381:1995–2008.

Target primary endpoint events: 8441

Median follow-up: 18.2 months2

Completion: July 20193

Placebo 
+ standard of care

Dapagliflozin 10 mg 
+ standard of care
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4744 patients
• ≥18 years of age 
• With or without T2D
• Diagnosis of symptomatic HFrEF 

(NYHA class II-IV) for ≥ 2 months
• LVEF ≤40% within last 12 months
• Elevated NT-proBNP
• eGFR ≥30 ml/min/1.73 m2

• Stable SoC HFrEF treatment

Visit 1 (enrollment)
Day -14

Visit 2 (randomization)
Day 0

Visit 6, etc.
Every 120 days

Visit 5
Day 120

Visit 3
Day 14

Visit 4
Day 60

Secondary Endpoints
• Time to first occurrence of either of the components of the composite: CV 

death or hHF
• Total number of (first and recurrent) hHF and CV death
• Change from baseline measured at 8 months in the total symptom score of the 

KCCQ
• Time to first occurrence of any of the components of the composite: ≥50% 

sustained decline in eGFR or reaching ESRD or renal death
• Time to death from any cause

Primary Endpoint
• Time to first occurrence of any of the 

components of the composite: CV 
death or hHF or an urgent HF visit

DAPA-HF

Excl criteria
• SBP < 95 or symptomatic

hypotension
• Type 1 DM



26% RRR

DAPA-HF

1. McMurray JJV et al. Dapagliflozin in patients with heart failure and reduced ejection fraction.N Engl J 
Med2019;381:1995–2008.



18% RRR30% RRR

DAPA-HF

1. McMurray JJV et al. Dapagliflozin in patients with heart failure and reduced ejection fraction.N Engl J Med2019;381:1995–2008.



DAPA-HF

1. McMurray JJV et al. Dapagliflozin in patients 
with heart failureand reduced ejection fraction.N
Engl J Med2019;381:1995–2008.



DAPA-HF

1. McMurray JJV et al. Dapagliflozin in patients with heart failureand reduced ejection fraction.N Engl J 
Med2019;381:1995–2008.



Total Symptom Score (TSS): 
Change from baseline to 8 months*

Treatment Change Difference

DAPA +6.1 ± 18.6 2.8 points (95% CI 1.6, 4.0) 
p<0.001†Placebo +3.3 ± 19.2

Secondary Endpoint:  Kansas City Cardiomyopathy Questionnaire 
(KCCQ)

*Increase in score indicates an improvement 
†Calculated from win ratio, incorporating death. Win ratio = 1.18 (CI 1.11, 1.26). Win ratio >1 indicates superiority of dapagliflozin over placebo.
‡Taking account of death    CI  = confidence interval; DAPA = dapagliflozin.
1. McMurray JJV et al. Dapagliflozin in patients with heart failureand reduced ejection fraction.N Engl J Med2019;381:1995.

Total Symptom Score: 
Proportion with ≥5 point change from baseline to 8 months‡

Treatment Dapagliflozin Placebo Odds ratio (95% CI)

≥5 point improvement 58% 51% 1.15 (1.08, 1.23)
p<0.001

≥5 point deterioration 25% 33% 0.84 (0.78, 0.90)
p<0.001



DAPA-HF

1. McMurray JJV et al. Dapagliflozin in patients with heart failureand reduced ejection fraction.N Engl J 
Med2019;381:1995–2008.



ISGLT2 Mecanisme acció



PIONEER-HF

• 881 pts amb FE<40% ingressats per IC
• Randomitzat enalapril vs Sacubitril/Valsartan durant 8 

setmanes
• Sacubitril/Valsartan va ser superior a enalapril en reduir

NT-proBNP,
• Subgrup de novo i naïve
• Segur



PROVE-HF

Sacubitril/valsartan 50 mg‒200 mg BID*

Januzzi JL,  et al.  Prospective Study of Biomarkers, Symptom Improvement  and Ventricular Remodeling 
During Entresto Therapy for  Heart Failure . Presentación oral en la ESC 2019, Paris, France

Reducció ràpida i significativa de NT-proBNP, 
major part reducció les primeres dues setmanes



Parámetro Pearson r (IQR) P valor

NT-proBNP (pg/mL) / FEVI (%) -0.381 (-0.448, -0.310) <0.0001

NT-proBNP (pg/mL) / VTDVIi (mL/m2) 0.320 (0.246, 0.391) <0.0001

NT-proBNP (pg/mL) / VTSVIi (mL/m2) 0.405 (0.335, 0.470) <0.0001

NT-proBNP (pg/mL) / VAIi (mL/m2) 0.263 (0.186, 0.338) <0.0001

NT-proBNP (pg/mL) / E/e’ 0.269 (0.182, 0.353) <0.0001

Objetiu primari

E/e’: velocidad de flujo mitral E sobre e’ de Doppler tisular; NT-proBNP: fracción N-terminal del propéptido
natriurético tipo B; VTDVIi: volumen telediastólico del ventrículo izquierdo indexado; VTSVIi: volumen
telesistólico del ventrículo izquierdo indexado; VAIi: Volumen aurícula izquierda indexado

Januzzi JL,  et al.  Prospective Study of Biomarkers, Symptom Improvement  and Ventricular Remodeling 
During Entresto Therapy for  Heart Failure . Presentación oral  en la ESC 2019, Paris, France
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Subgrups interés prespecificats

Januzzi JL,  et al.  Prospective Study of Biomarkers, Symptom Improvement  and Ventricular Remodeling 
During Entresto Therapy for  Heart Failure . Presentación oral en la ESC 2019, Paris, France

p<0,001 p<0,001, excepto *

15% 37% 35%

Adaptado de Januzzi JL. JAMA 2019

p<0,001

PROVE-HF



Seferovic F et al. 2019 Clinical practice update no heart failure 20198 . Eur J Heart Failure. 
2019.



TRACTAMENT FARMACOLÒGIC HFpEF



PARAGON-HF
INCLUSIÓ: 
• FE> 45%
• IC (II-IV) tt diürètic 30 dies abans
• Patologia estructural (AE dil/HVE)
• Elevació pèptids natriürètics

(valors segons ingrés o no)

EXCLUSIÓ:
• Mesura previa EF<40%
• IC aguda
• TA <110 o > 180 mmHg
• FG< 30 K >5,2

4822 pts



PARAGON-HF

Solomon SD etal.Angiotensin-neprilysin inhibition in heart failure with preserved ejection fraction.
N Engl J Med 2019;381:1609–1620



PARAGON-HF

Solomon SD etal.Angiotensin-neprilysin inhibition in heart failure with preserved ejection fraction.
N Engl J Med 2019;381:1609–1620



PARAGON-HF

Solomon SD etal.Angiotensin-neprilysin inhibition in heart failure with preserved ejection fraction.
N Engl J Med 2019;381:1609–1620



PARAGON-HF

Solomon SD etal.Angiotensin-neprilysin inhibition in heart failure with preserved ejection fraction.
N Engl J Med 2019;381:1609–1620



PARAGON-HF



TRACTAMENT NO FARMACOLÒGIC



CARDIOMEMS

Eur Heart J 2016; 37: 2129



Shavelle. Pulmonary Artery Pressure-Guided Therapy for Ambulatory Heart Failure Patients in Clinical 
Practice:1-Year Outcomes from the CardioMEMSPost-Approval . ACC 2019



CARDIOMEMS PAS study

Shavelle. Pulmonary Artery Pressure-Guided Therapy for Ambulatory Heart Failure Patients in Clinical Practice:1-Year Outcomes from the 
CardioMEMSPost-Approval . ACC 2019



CARDIOMEMS

1087 pacients CardioMEMS

Aparellar amb cohort control

Disminució ingressos



MODULADORS CONTRACTILITAT CARDÍACA

ANÀLISIS SUBGRUP PREESCPECIFICAT PER 
DETERMINAR SI EL BENEFICI DE LA CCM VARIA 
EN FUNCIÓ DE LA NYHA III O IV (SUBESTUDI 
FIX-HF-5C STUDY)

Burkoff. Late breaking trial III - Innovative and device therapy . HFA 2019
Seferovic F et al. 2019 Clinical practice update no heart failure 20198 . Eur J Heart Failure. 
2019.

https://esc365.escardio.org/Congress/Heart-Failure-2019-6th-World-Congress-on-Acute-Heart-Failure/Late-breaking-trial-III-Innovative-and-device-therapy/26078-late-breaking-trial-iii-innovative-and-device-therapy


Seferovic F et al. 2019 Clinical practice update no heart failure 20198 . Eur J Heart Failure. 
2019.

Tractament optimitzat
IM severa desproporcionada



CURES PAL·LIATIVES



ESTUDIS EN CURS

• HFrEF: Vericiguat (VICTORIA)
• HFpEF: ISGLT2 (4), 2 estudis ARM, Vericiguat (VITALITY-HFpEF)
• Dispositius: 

• RELIEVE-HF (V-Wave shunt interauricular) 
• BeATHF (baroreceptors sinus carotidi)



REPTES DE FUTUR (VISIÓ PERSONAL)

• Medicina de precisióIndividualitzar tractament Qui es beneficia 
d’una pastilla  o dispostiu extra??

• Fenotipar millor ICFEp
• Estratificar risc de MS en MCD (RM)
• Valoració integral geriátrica: fragilitat per cardiopatia o ja no té 

reserves evitar tractaments futils



CONCLUSIONS

• Causes de mort IC 17 anys: increment molt significatiu de la mortalitat no cardiovascular, sent el càncer la 
més freqüent. La mortalitat CV s’ha reduït a expenses principalment de la MS. 

• Nou algoritme diagnòstic HFpEF ESC: molt centrat en eco, complexe. 

• HFrEF: 
• Dapaglifozina (ISGLT2) nou tractament en la IC, mecanisme acció no aclarit. Assaigs popers: Efecte de 

classe, HFpEF. 
• Sacubitril/Valsartan: és segur iniciar en ingrés per ICA, de novo/naïve i millora el remodelat beneficis 

clínics

• HFpEF: PARAGON-HF Sacubitril/Valsartan
• Reducció modesta de l’objectiu primari que no assoleix significació estadística. 
• Potencial benefici en subgrup de dones i FE < 57% (heterogeneïtat fenotip HFpEF

• CARDIOMEMS: estratègia útil per reduir ingressos per IC

• Moduladors de la contractilitat cardíaca: no en CF IV

• Importància implementació cures pal·liatives de forma precoç, elaboració protocols, multidisciplinar. 



Moltes gràcies!



DAPA-HF



Resultados: análisis de sensibilidad pre-especificado del endpoint primario
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