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Studi clinici nella insuff. Cardiaca a FE preservata
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Studi clinici nella insuff. Cardiaca a FE preservata
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Reduced eGFR and increased albuminuria are independently
associated with increased risk of CV death and kidney events

CV death Kidney events*
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Empagliflozin protected the kidney by significantly
slowing the decline in kidney function
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EMPEROR-Preserved: Primary endpoint
Subgroup analysis (3 of 3)

Empagliflozin Placebo
n with event/N analysed HR (95% CI)

Overall 415/2997 511/2991 g 0.79 (0.69, 0.90)
Baseline use of ACE inhibitor, ARB or ARNI

No 90/569 121/587 —e— 0.75 (0.57, 0.99)

Yes 325/2428 390/2404 —@— 0.80 (0.9, 0.93)
Baseline use of MRA

No 233/1878 306/1866 —@— 0.73 (0.62, 0.87)

Yes 182/1119 205/1125 —@— 0.87 (0.71, 1.0¢)
Baseline NT-proBNP (calculated by AF/flutter status)

<Median 126/1477 168/1508 —@— 0.76 (0.61, 0.9¢)

>Median 288/1516 341/1476 —@— 0.78 (0.67,0.91)
Baseline body mass index

<30 kg/m?2 223/1654 292/1642 —@— 0.74 (0.62, 0.88)

230 kg/m2 192/1343 219/1349 —@— 0.85 (0.70, 1.03)
Baseline systolic blood pressure

<Median 200/1496 249/1474 —@—i 0.76 (0.63,0.91)

>Median 215/1501 262/1517 —@—i 0.82 (0.68, 0.98)
History of AF or atrial flutter

No 170/1417 219/1427 —@— 0.78 (0.64, 0.95)

Yes 244/1576 292/1559 —@— 0.78 (0.66, 0.93)

Anker S et al. N Engl J Med. 2021; 10.1056/NEJM0oa2107038. 0.25 0.5 & ] > 2
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Empagliflozin demonstrated a clinically meaningful 21% RRR in the composite
primary endpoint of CV death or HHF
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o 3 6 9% 12 15 18 21 24 27 30 33 36 415 (13.8%) patients with event
Months since randomization Rate: 6.9/100 patient-years

Patients at risk Placebo:
Placebo 2991 2888 2786 2706 2627 2424 2066 1821 1534 1278 961 681 400 511 (17.1%) patients with event
Empagliflozin 2997 2928 2843 2780 2708 2491 2134 1858 1578 1332 1005 709 402 Rate: 8.7/100 patient-years

. Anker S ef al. N Engl J Med. 2021; 10.1056/NEJMoa2107038.



EMPEROR-Preserved: Key secondary endpoint - adjudicated total HHF

(first and recurrent)
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Anker S et al. N Engl J Med. 2021; 10.1056/NEJMoa2107038.
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Cardiovascular determinants
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2023 ACC Expert Consensus

Decision Pathway on

Management of Heart Failure

With Preserved Ejection Fraction JACC 2023

FIGURE 8 Treatment Algorithm for Guideline-Directed Medical Therapy in HFpEF*

HFpEF Treatment
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EMPEROR-Preserved: Primary endpoint

Subgroup analysis (2 of 3)

Empagliflozin Placebo
n with event/N analysed HR (95% CI)

Overall 415/2997 511/2991 W 0.79 (0.69, 0.90)
Baseline LVEF

<50% 145/995 193/988 —e— 0.71 (0.57,0.88)

250% to <60% 138/1028 173/1030 —@— 0.80 (0.64, 0.99)

260% 132/974 145/973 —@— 0.87 (0.69, 1.10)
Baseline diabetes status

Diabetes 239/1466 291/1472 —@— 0.79 (0.67, 0.94)

No diabetes 176/1531 220/1519 —@— 0.78 (0.64, 0.95)
Baseline eGFR (CKD-EPI)

260 mL/min/1.73 m? 152/1493 189/1505 —@— 0.81 (0.65, 1.00)

<60 mL/min/1.73 m? 263/1504 321/1484 —@— 0.78 (0.66, 0.91)
Baseline NYHA class

I 275/2435 361/2452 —@— 0.75 (0.64, 0.87)

/v 140/562 150/539 —— 0.86 (0.68, 1.09)
HF hospitalization in £12 months

No 258/2298 319/2321 l—.—l 0.81 (0.68, 0.95)

Yes 157/699 192/670 —— 0.73 (0.59, 0.90)
Cause of HF

Ischaemic 157/1079 177/1038 —@— 0.85 (0.69, 1.06)

Non-ischaemic 258/1917 334/1953 —@— 0.75 (0.64, 0.89)

Anker S et al. N Engl J Med. 2021; 10.1056/NEJMoa2107038.
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Studi clinici nella insuff. Cardiaca a FE preservata
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Figure 1. Total (first and recurrent)
hospitalizations for any reason that
required intravenous vasopressors or
positive inotropic agents.

Shown are mean cumulative function
curves for placebo (shown in red) and for
empagliflozin (shown in blue). HR indicates
hazard ratio.
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(95% C10.55-0.97)
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Figure 4. Total number of
outpatient visits reporting interval
intensification of diuretics for
worsening heart failure.
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