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Terapia medica ottimale
Trattamento dello scompenso a frazione di eiezione ridotta
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class II, III, IV
FE 29%
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MORTE PER SCOMPENSO CARDIACO

36% 21%

Effetti collaterali: ipotensione, insufficienza renale  e iperpotassiemia 
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30%

822 patients 25 mg of 

spironolactone 

841 placebo

NYHA class III or IV

2737 patients 
NYHA II 
EF <= 35%
Eplerenone 25 mg-50 mg

Zannad, N Engl J Med 2011;364:11-21.

24%

Effetti collaterali: iperpotassiemia 



EMPEROR-Pooled (EMPEROR-Reduced and EMPEROR-Preserved combined) included 9583 patients
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4304 participants 
eGFR 25 - 75 ml/min/1.73 m2 

Urinary albumin-to-creatinine ratio 200 - 5000

NEJM.org, September 24, 2020

DAPA CKD

N Engl J Med August 2020

EMPEROR-R

N Engl J Med August 2020

3730 patients
NYHA II, III, IV 
EF<= 40%
Diabete 49.8%

GFR < 25 mL/min

eGFR <20 mL/min/1,73 m



5 papers

23890 patients, the dip occurring in 13575 (56.82%)
8245(34.51%) in the intervention arm 
5330 (22.31%) in the placebo arm

Heart Failure 2025
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clinical benefit: composite of death from any cause, number of HF events, and time to first HF event, or a ≥5 point difference in 
change from baseline in the KCCQ total symptom score at 90 days,

EMPULSE

Nat Med 2022;28:568–74
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Patients >80 years admitted to 3 geriatric units in Paris
298 patients 
mean age 90 years (59% >90 and 7% >100 years of age)

JACC: HEART FAILURE 2025

The 1-year mortality was 28.1% and the rate of HF rehospitalization was 22.8% .
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Vericiguat: simplified mechanism of action

Vericiguat

Independent 

of NO

In synergy 

with NO

• Improved myocardial 

function

• Reduced left ventricular 

remodeling

• Improved vascular 

function

• Decreased fibrosis

• Decreased inflammation

cGMP, cyclic guanosine monophosphate; GTP, guanosine triphosphate; NO, nitric oxide; sGC, soluble guanylate cyclase.
1. Armstrong PW et al. JACC Heart Fail. 2018;6:96–104; 2.Gheorghiade M et al. Heart Fail Rev. 2013;18:123–134; 3. Sandner P et al. Handb Exp Pharmacol. 2021;264:355–394.

sGC

stimulation 

GTP

cGMP

E oltre ???? Fab Five ??? 
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Death from cardiovascular causes or first 
hospitalization for heart failure

VICTORIA

Annual NNT: 24

• chronic heart failure (NYHA II-IV)

• EF < 45%

• BNP > 300 in SR or > 500 in AF

• Worsening HF 

➢ 93.1% BB
➢ 73.4% ACEi/ARB
➢ 14.5% ARNi
➢ 70.3% MRA

5050 patients

Median follow-up: 10.8 months



J Am Heart Assoc. 2021;10:e021094

Exclusion criteria : systolic blood pressure <100 mm Hg.

European Journal of Heart Failure (2021) 23, 1313–1321

P = 0.50

Change in Blood Pressure Change in GFR

Exclusion criteria : GFR < 15 
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Blood pressure GFR Potassium
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Hematocrit



Initial diagnosis and 

treatment

Worsening HF despite optimal medical 

and device therapy

Advanced 

Risk of

HF Event 

Refractory/

intolerant 

to therapies

Risk of 

Recurrent Worsening

HF Event 
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Second line therapy

First 

WHF
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2021 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure

(European Heart Journal 2021 – doi:10.1093/eurheartj/ehab368)

Strategic phenotypic overview of 
the management of heart failure 
with reduced ejection fraction
ACE-I = angiotensin-converting enzyme inhibitor; ARB = angiotensin
receptor blocker; ARNI = angiotensin receptor-neprilysin inhibitor; BB 
= beta-blocker;  b.p.m. = beats per minute; BTC = bridge to candidacy; 
BTT = bridge to transplantation; CABG = coronary artery bypass graft; 
CRT-D = cardiac resynchronization therapy with defibrillator; CRT-P = 
cardiac resynchronization therapy with pacemaker; DT = destination 
therapy; HF = heart failure;  HFrEF = heart failure with reduced
ejection fraction; ICD = implantable cardioverter-defibrillator; ISDN = 
isosorbide dinitrate; LBBB = left bundle branch block; MCS = 
mechanical circulatory support; MRA = mineralocorticoid receptor
antagonist; MV = mitral valve; PVI = pulmonary vein isolation; QOL = 
quality of life; SAVR = surgical aortic valve replacement;  SGLT2i = 
sodium-glucose co-transporter 2 inhibitor; SR = sinus rhythm;  TAVI = 
transcatheter aortic valve replacement; TEE = transcatheter edge to 
edge. Colour code for classes of recommendation: Green for Class of 
recommendation I; Yellow for Class of recommendation IIa (see Table 
1 for further details on classes of recommendation).
The Figure showsmanagement options with Class I and IIa
recommendations. See the specific Tables for those with Class IIb
recommendations.











Fab Five

JACC Preprint 
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