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PARADIGM-HF 

 14.5% of the participants died from CV causes, mainly sudden 
cardiac death and worsening HF

 12.8% of the patients receiving sacubitril-valsartan and 15.6% of 
those allocated to enalapril were hospitalized for HF, and 12.4% 
and 14.3%, respectively, needed intensification of the 
outpatient therapy 

Rush CJ et al. JACC Heart Fail. 2015;3:603-14
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beta-blocker

7,5 92,5

ACEi/ARB/ARNI

14,6 85,4

MRA

41,5 58,5

Outpatient HF Unit, Ospedale Policlinico San Martino, Genova, Italy





DAPA-HF EMPEROR-Reduced

Beta-blocker (%) 96 94.7
RASi (%) 84.6 70.5
ARNI (%) 10.8 18.3
MRA (%) 71.5 70.1
CRT (%) 26.2 31
ICD (%) 8 11.8



McMurray JJV et al. N Engl J Med. 2019;381:1995-2008



Packer M et al. N Engl J Med 2020;383:1413-24

Trial
Median follow-up

(months)
Arm

HHF or CV death
(events/100 patient-year)

PARADIGM-HF 27
Sacubitril-valsartan 10.5

Enalapril 13.2

DAPA-HF 18.2
Dapagliflozin 11.4

Placebo 15.3

EMPEROR-Reduced 16
Empagliflozin 15.8

Placebo 21.0



McMurray JJV, Packer M. Circulation. 2021;143:875-7



Mc Donagh T, Metra M et al. Eur Heart J. 2021;42:3599-3726
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HFpEF ≠ HF with LVEF <40%
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Dewan P et al. Eur J Heart Fail. 2020;22:898-901



o age ≥18 years
o NYHA class II−IV
o LVEF >40%
o NT-proBNP >300 pg/mL (>900 pg/mL if AF)
o stable oral diuretic for ≥1 week 
o structural changes in the heart (increases in left atrial size 

or LV mass) or HHF within 12 months of screening
o eGFR ≥20 mL/min/1.73 m2

o SBP ≥180 mmHg or 151-179 mmHg with <3 
antihypertensive drugs 

o symptomatic hypotension and/or SBP<100 mmHg

Anker SD et al. N Engl J Med 2021;385:1451-61

EMPEROR-Preserved



Empagliflozin
(n=2997)

Placebo
(n=2991)

Age, years 71.8±9.3 71.9±9.6

Women, n (%) 1338 (44.6) 1338 (44.7)

Race, n (%)

White / Asian 2286 (76.3) / 413 (13.8) 2256 (75.4) / 411 (13.7)

Black / Other or missing 133 (4.4) / 165 (5.5) 125 (4.2) / 199 (6.7)

BMI, kg/m2 29.77±5.8 29.90±5.9

Hypertension, n (%) 2721 (90.8) 2703 (90.4)

Diabetes mellitus, n (%) 1466 (48.9) 1472 (49.2)

eGFR, mL/min/1.73 m2 60.6±19.8 60.6±19.9

eGFR <60 mL/min/1.73 m2, n (%) 1504/2997 (50.2) 1484/2989 (49.6)

Atrial fibrillation, n (%) 1543 (51.5) 1514 (50.6)

Ischemic HF, n (%) 1079 (36.0) 1038 (34.7)

HHF <12 months, n (%) 699 (23.3) 670 (22.4)



Empagliflozin
(n=2997)

Placebo
(n=2991)

NYHA II / III, n (%) 2432 (81.1) / 552 (18.4) 2451 (81.9) / 531 (17.8)

Heart rate, bpm 70.4±12.0 70.3±11.8

Systolic BP, mmHg 131.8±15.6 131.9±15.7

LVEF, % 54.3±8.8 54.3±8.8

>40 to <50%, n (%) 995 (33.2) 988 (33.0)

≥50 to <60%, n (%) 1028 (34.3) 1030 (34.4)

≥60%, n (%) 974 (32.5) 973 (32.5)

NT-proBNP, pg/mL 994 (501-1740) 946 (498-1725)

RAASi ± neprilysin inhibitor, n (%) 2428 (81.0) 2404 (80.4)

MRA, n (%) 1119 (37.3) 1125 (37.6)

Beta blocker, n (%) 2598 (86.7) 2569 (85.9)

Digitalis glycosides, n (%) 293 (9.8) 263 (8.8)

Aspirin / statin, n (%) 1240 (41.4) / 2042 (68.1) 1272 (42.5) / 2089 (69.8)



 more uncomplicated genital and urinary tract infections with EMPA than with placebo
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SGLT2i
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