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HFrEF#1754
HF- RECOVEREDN=176(EF=57%)

HFrEFN=1523(EF=27%)
A significant portion of HF-RecoveredPatients had an abnormal biomarker(NT pro-BNP etc.)profile at baseline including 44%with detectable Troponin I
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Influence of LVEF on outcomes and efficacy ofspironolactone in patients with HFpEF



Heart failure with mid‐range ejection fraction in CHARM: characteristics, outcomes andeffect of candesartan across the entire ejection fraction spectrum
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PARAGON HF

Solomon SD et al NEJM DOI: 10.1056/NEJMoa1908655

RR 0.87; 95% CI 0.75-1.01P = 0.06



PARAGON-HF

First HFH 537/658 0.79 (0.71–0.89)p <0.001

Solomon SD et al NEJM DOI: 10.1056/NEJMoa1908655

PARADIGM-HFMcMurray JJV NEJM DOI: 10.1056/NEJMoa1409077
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“Thus, angiotensin aldosterone and peptidases inhibition should be tested in theunexplored HFmrEF currently lacking valid treatment.”

“We appreciate the letter from Dr. Gronda and colleagues…. The consistency of theseobservations suggests that….”

Toward Extension to Patients With HF Middle Range Ejection Fraction

Cunningham JW, Vaduganathan M, Claggett BL, McMurray JJV, Solomon SD JACC Heart Fail 10.1016/j.jchf.2020.06.005
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Interaction Between LVEF, Sex, and NeurohormonalModulators in HF
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EMPEROR PRESERVED

ANKER SD et al. NEJM 2021
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DELIVER + structural heartdisease within 12 months, with orwithout T2D



Baseline characteristics1,2

6263 Patients2
• Age ≥40 with/without T2D
• NYHA class II-IV
• LVEF >40%a with structural

heart diseaseb
• Ambulatory or hospitalizedc
• Elevated NT-proBNP levels
• eGFR ≥25 mL/min/1.73 m2

aPrior LVEF ≤40% also included; bLV hypertrophy or LA enlargement; cOff IV HF therapy (including diuretics) for ≥24 hours; dhHF or urgent HF visit; eFirst and recurrent.

Largest and broadest trial to date in patients with heart failureand mildly reduced or preserved ejection fraction1

SGLT2 inhibitors, including dapagliflozin, are recommended inpatients with HF regardless of LVEF in Treatment Guidelines5

1. Solomon SD et al. JACC Heart Fail. 2022;10(3):184-197; 2. Solomon SD et al. Article and supplementary appendix online ahead of print. N Engl J Med. 2022; 3. McMurray JJV et al. N Engl J Med. 2019;381:1995-2008; 4.Heerspink HJL et al. N Engl J Med. 2020:383(15):1436-1446; 5. Heidenreich PA et al. J Am Coll Cardiol. 2022;79(17):e263-e421; 6. Study NCT03619213. ClinicalTrials.gov website; 7. Study NCT04564742. ClinicalTrials.govwebsite.
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Hospitalized orrecently discharged

54%
Average LVEF

1011 pg/mL
Median NT-proBNP

50%With an eGFR<60 mL/min/1.73 m2

55%
Without T2D

~18%With priorLVEF ≤40%
10%

DAPA 10 mgn=3131

Placebon=3132
Median follow-up: 2.3 years

Results consistent withthe well-establishedsafety profile2-4

SafetySecondary Endpoints2
Significant reduction in totale worseningHF eventsd and CV deaths

Mortality rates numerically lower
Significant improvement in HFsymptoms

 All individual components occurred less frequently in the DAPA group Treatment benefit was consistent across all prespecified subgroups

Primary Endpoint2,3

18% RRRHR 0.82 (0.73-0.92)p=0.0008

Significant reduction in compositeof CV death or worsening HFd Placebo
DAPA 10mg

NNT=32



Dapagliflozin Demonstrated Benefit in the Composite of CVDeath or hHF Across the Range of LVEF

15CV = cardiovascular; DAPA = dapagliflozin; hHF = heart failure hospitalization; HR= hazard ratio; LVEF = left ventricular ejection fraction.
Jhund PS et al. Online ahead of print. Nat Med. 2022.

Pooled DAPA-HF + DELIVER

Pre-specified patient-level pooled analysis
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Dapagliflozin Significantly Reduced CV Death Across theRange of LVEF

16
Results were unchanged when undetermined deaths were excluded from the definition of CV death or if the definition of CV death used in each trial was examined.
ARR = absolute risk reduction; CV = cardiovascular; DAPA = dapagliflozin; HF = heart failure; HR = hazard ratio; RRR = relative risk reduction.
Jhund PS et al. Online ahead of print. Nat Med. 2022.
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CONCLUSIONI
• I FARMACI INIBITORI DEL RAAS CONSENTONO DI RIDURRE LA PROGRESSIONE DELLOSCOMPENSO CARDIACO, CON INSUFFICIENZA CARDIACA MANIFESTA IN TUTTI I SOGGETTI:
• DI GENERE FEMMINILE CON FRAZIONE D’EIEZIONE < DEL 60%• DI GENERE MASCHILE CON FRAZIONE D’EIEZIONE < DEL 55%
• I FARMACI SGLT2i EMPAGLIFLOZIN E DAPAGLIFLOZIN (10 MG OID) HANNO DIMOSTRATODI RIDURRE LA PROGRESSIONE DELLO SCOMPENSO CARDIACO E LA MORTALITA’CARDIOVASCOLARE IN TUTTO LO SPETTRO DEI VALORI DELLA FRAZIONE D’EIEZIONE

• NELL’ ANALISI PREDEFINITAPOST HOC, CONDOTTA NEGLI STUDI CON DAPAGLIFLOZINNON È STATA RILEVATA ALCUNA MODIFICA DELL'EFFETTO DEL FARMACO PER LA FEESAMINATA COME VARIABILE CATEGORICA O CONTINUA(P per INTERAZIONE, RISPETTIVAMENTE 0,63 E 0,94).


