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Savarese G et al. J Am Coll Cardiol HF, 2023: 11 (1) 1–14.

FOUR-PILLAR GDMT
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FIFTH PILLAR?
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Olga et al. Biochemical Pharmacology, 2025; 242, 117363.
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Spadafora L et al. Am J Cardiovasc Drugs, 2024; 24, 469–479.
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LANDMARK TRIALS ON VERICIGUAT IN HF

• VICTORIA (2020)

• VICTOR (2025)
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INCLUDED
• EF <45%
• NYHA II-IV
• BNP ≥ 300 or NT-proBNP ≥1,000 (sinus)
  or BNP ≥500 or NT-proBNP ≥1,600 (AF)
• Recent worsening HF resulting to an 

admission of IV diuretics

EXCLUDED
• SBP <100 mmHg
• Use of long- acting nitrates
• Use of PDE5i
• GFR < 15

VICTORIA TRIAL

Armstrong  PW et al. N Engl J Med. 2020,382:1883-1893.
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Primary Endpoint: Composite of cardiovascular death and first HF hospitalization

VICTORIA TRIAL

Armstrong  PW et al. N Engl J Med. 2020,382:1883-1893.
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Primary Endpoint: Composite of cardiovascular death and first HF hospitalization

VICTORIA TRIAL

Armstrong  PW et al. N Engl J Med. 2020,382:1883-1893.

10% Relative 
Risk Reduction
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CONTEMPORARY HF TRIALS

Dębska-Kozłowska A et al. Heart Fail Rev. 2022; 27:419–430. 
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Dębska-Kozłowska A et al. Heart Fail Rev. 2022; 27:419–430. 

¯10%

¯26%

¯25%
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2022 AHA/ACC/HFSA Guideline for the Management of Heart Failure: A Report of the 
American College of Cardiology/American Heart Association Joint Committee on 
Clinical Practice Guidelines
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PARADIGM HF1 
(N=8,399) 

sacubitril/valsartan

DAPA-HF 2
(N=4,744) 

dapagliflozin

EMPEROR-Reduced3 

(N=3,730) 
empagliflozin

VICTORIA4

(N=5,050) 
vericiguat

NT-proBNP cutoff, 
pg/ml 

≥600 or ≥400 if HFH 
<12 months

≥600 or ≥900 (AF)
≥400 if HFH <12 

months

Varied with EF ≥1,000 (SR)
≥1,600 (AF)

eGFR cutoff,
ml/min/1.73 m2 

≥30 ≥30 ≥20 ≥15

LVEF cutoff <35% ≤40% ≤40% <45%

Recent HF 
decompensation

Not required Not required Chronic HF >3 
months

HFH <6 months or IV 
diuretic use <3 

months

1. McMurray JJV et al. N Engl J Med. 2014;371:993-1004; 2. McMurray JJV et al. N Engl J Med. 2019,381:1995-2008; 
3. Packer M et al. N Engl J Med. 2020;383:1413-1424; 4. Armstrong PW et al. N Engl J Med. 2020,382:1883-1893.
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PARADIGM HF1

sacubitril/valsartan
DAPA HF2  

dapagliflozin
EMPEROR-Reduced3

empagliflozin
VICTORIA4

vericiguat

Median NT-proBNP, pg/ml 1,608 1,437 1,906 2,816

NYHA class III or IV 25% 32% 25% 41%

HFH <6 months ago 31% 16% NA 84%

eGFR <60 ml/min/1.73 m2 37% 41% 48% 53%

Median follow up, months 27 18.2 16 10.8

Primary outcome First HFH or CV death Worsening HF (unplanned 
hospitalization/urgent 

visit resulting in IV 
therapy for HF) or CV 

death

First HFH or CV death First HFH or CV death

Primary endpoint event rate 
(control arm), events per 
100 PY

13.2 15.6 21 37.8

1. McMurray JJV et al. N Engl J Med. 2014;371:993-1004; 2. McMurray JJV et al. N Engl J Med. 2019,381:1995-2008; 
3. Packer M et al. N Engl J Med. 2020;383:1413-1424; 4. Armstrong PW et al. N Engl J Med. 2020,382:1883-1893.
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PARADIGM HF1 
sacubitril/valsartan

DAPA-HF 2
dapagliflozin

EMPEROR-Reduced3 

empagliflozin
VICTORIA4  
vericiguat

Hazard Ratio 0.80 (95% CI 0.73-0.87) 0.74 (95% CI 0.65-0.85) 0.78 (95% CI 0.65-0.86) 0.90 (95% CI 0.82-0.92)

Absolute Risk Reduction vs 
Standard of Care

2.7 4.0 5.2 4.2

1. McMurray JJV et al. N Engl J Med. 2014;371:993-1004; 2. McMurray JJV et al. N Engl J Med. 2019,381:1995-2008; 
3. Packer M et al. N Engl J Med. 2020;383:1413-1424; 4. Armstrong PW et al. N Engl J Med. 2020,382:1883-1893.

~38 events per 100 PY
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Armstrong PW et al. N Engl J Med. 2020,382:1883-1893.

SAFETY
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INCLUDED
• EF < 40% 
• NYHA class II-IV
• NT-proBNP >600 pg/ml or >900 pg/ml (if AF) 
• No hospitalization for HF in the 6 months before randomization 
• No outpatient IV diuretic use in the 3 months before randomization

FIVE YEARS LATER….VICTOR TRIAL

Butler J et al. Lancet, 2025; 406, 1341-1350.
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VICTORIA (2020)1  VICTOR (2025)2  

Included patients Recent hospitalization (within 
6 months) or outpatient IV 

diuretic use (within 3 
months)

Stable, ambulatory patients 
without a recent heart failure 

hospitalization

47.5% had no previous 
hospitalization

Median NT-proBNP, pg/ml 3,377 1,476

NYHA Class II - 59%
III - 40%

II - 79%
III - 21%

GDMT ARNI – 14.5%
ACEI/ARB – 73%

SGLT2i – 3.1%

ARNI – 56.0%
ACEI/ARB – 38.3
SGLT2i – 59.1%

1. Armstrong PW et al. N Engl J Med. 2020,382:1883-1893. 2. Butler J et al. Lancet, 2025; 406, 1341-1350.
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VICTOR TRIAL
Primary Endpoint

Composite of time to cardiovascular death or first HF hospitalization
Butler J et al. Lancet, 2025; 406, 1341-1350.
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VICTOR TRIAL
Primary Endpoint

Composite of time to cardiovascular death or first HF hospitalization
Butler J et al. Lancet, 2025; 406, 1341-1350.

No benefit 
over placebo
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VICTOR TRIAL
Secondary Endpoints

Time to cardiovascular death                                                   Time to first HF hospitalization 
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Butler J et al. Lancet, 2025; 406, 1341-1350.

VICTOR TRIAL
Secondary Endpoints

Time to cardiovascular death                                                   Time to first HF hospitalization 

15% Relative Risk 
Reduction

No difference
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VICTORIA + VICTOR

Zannad F et al. Lancet, 2025; 406, 1351-1362.

• 11,155 patients:  5,050 in VICTORIA and 6,105 in the VICTOR

• No evidence of intertrial heterogeneity of treatment effect

• Primary endpoint of cardiovascular death or hospitalization for heart failure 
 

 25.9% (vericiguat) vs 27.9% (placebo)   
 HR 0.91 [95% CI 0.85–0.98]; p=0.0088
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VERICIGUAT

§ Stimulates sGC directly and enhances its sensitivity to endogenous NO

§ Well-tolerated with minimal effect to blood pressure 

§ Can be used in the setting of significant renal dysfunction

§ Improves cardiovascular outcomes across the HFrEF spectrum



Thank You


