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Background: terapia cardine dell’insufficienza cardiaca
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1999;353(9146):9-13.

McMurray JJ et al. N Engl J Med. 
2014;371(11):993-1004.
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ARNi riduce la mortalità

ARNi (PARADIGM-HF)

I betabloccanti riducono la 
mortalità

BETABLOCCANTI (CIBIS-
II)

MRA riducono la 
mortalità

MRA (RALES)

SGLT2i riducono la mortalità 

SGLT2i (DAPA-HF)

Zannad F et al.. Lancet. 
2020;396(10254):819-829. 



Beneficio precoce



Tailored sequencing in GDMT



Not only sequencing…



Not only sequencing…



Packer, J Am Heart Assoc. 2020 Greene, JACC 2023

I 4 pilastri: abbiamo raggiunto il massimo?

«If you use all of these drugs correctly there will be no progression of heart failure…»?



Greene, JACC 2023

I 4 pilastri: abbiamo raggiunto il massimo?



What it is and why it matters

Madelaire et al. J Am Heart Assoc. 2020;9:e016010. DOI: 10.1161/JAHA.119.016010

Generally defined by the need for 

increased oral or diuretic therapy.

• 6% of outpatient events and 4.2% of HF 

hospitalizations

• One-year mortality:

• 18.0% after an intensification event

• 22.6% after HF hospitalization

• 10.4% for matched controls with 

neither

Worsening heart failure



Instruction for use: where is my patient?

Clinical elements
• De novo vs chronic HF
• HF duration
• Medical therapy naive vs optimized medical therapy
• Chronic functional class
• High chronic diuretic dose
• Triggers 

• Extra-cardiac triggers (infection, COPD, PE, AKI…)
• Cardiac triggers (rapid AF, MR, coronary ischemia, drugs….)  -> NB always try to 

understand whether it is a trigger or a consequence of disease progression
• No triggers (worst case!)

• Actionable treatment targets (AF, MR, coronary ischemia, LBBB, CVP)

Worsening heart failure



Tachicardiomiopatie



Tachicardiomiopatia (fibrillazione atriale)



N Engl J Med. 2023 Aug 27. doi: 10.1056/NEJMoa2306037.



2023 Sep 14;44(35):3327-3335. doi: 10.1093/eurheartj/ehad428 



LBBB-cardiomyopathy



LBBB-cardiomyopathy



RV pacing



RV pacing

RV pacing 20-100%, QRS > 150 msec
2023 Aug 26;ehad591. doi: 10.1093/eurheartj/ehad591



A new pillar?

?



sGC stimulators



History first!

Bonderman D, et al. Riociguat for patients with pulmonary hypertension caused by systolic left ventricular dysfunction: a phase 

IIb double-blind, randomized, placebo-controlled, dose-ranging hemodynamic study. Circulation. 2013 Jul 30;128(5):502-11
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Bonderman D, et al. Riociguat for patients with pulmonary hypertension caused by systolic left ventricular dysfunction: a phase 

IIb double-blind, randomized, placebo-controlled, dose-ranging hemodynamic study. Circulation. 2013 Jul 30;128(5):502-11



Vericiguat

• Stimulator of the soluble guanylate cyclase.

• Longer half-life compared to riociguat.

• It can be administered once daily.



SOCRATES-REDUCED

Gheorghiade M. Effect of Vericiguat, a Soluble Guanylate Cyclase Stimulator, on Natriuretic Peptide Levels in Patients With Worsening 

Chronic Heart Failure and Reduced Ejection Fraction: The SOCRATES-REDUCED Randomized Trial. JAMA. 2015 Dec 1;314(21):2251-62



Vericiguat – hemodynamic effects (12 pts)

Suzuki et al. ESC Heart Fail. 2024 Aug;11(4):2451-2454.

ACUTE EFFECTS CHRONIC EFFECTS (105 days)



VICTORIA trial
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Patients with a recent 
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Placebo

Vericiguat

Event-driven study duration

Median follow-up: 10.8 months

Up-titration at 2-week intervals

2.5 mg od 5 mg od 10 mg od

Primary endpoint

Time to first occurrence of 
composite of CV death or HFH

Randomised 

double-blind

1:1

Symptomatic chronic HFrEF 

population:

• HFrEF <45%

• NYHA II–IV

• Receiving HF SOC

• Prior HFH within 6 months 

or outpatient IV diuretic for 

HF within 3 months 

• Elevated NP*

• SBP >100 

• eGFR>15 ml/min/1.73 m2

N=5050

*Natriuretic peptides cut off: BNP level > 300 pg/mL (>500 if AF) - NT-proBNP > 1000 pg/mL 

(>1600 if AF)

Exclusion criteria: concurrent use of long-acting nitrates – PD5 inhibitors

HR=0.90 (95% CI 0.82–0.98) P=0.02

Annual NNT: 24

ARR: 4.2% per year

VICTORIA trial



VICTORIA trial

Armstrong PW, et al. Vericiguat in 

Patients with Heart Failure and 

Reduced Ejection Fraction. N Engl J 

Med. 2020 May 14;382(20):1883-1893
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Armstrong PW, et al. Vericiguat in 

Patients with Heart Failure and 

Reduced Ejection Fraction. N Engl J 

Med. 2020 May 14;382(20):1883-1893



Vericiguat: is it safe?

Three main concerns when starting a new drug:

• Blood pressure lowering

• Worsening renal function

• Hyperkalemia



Vericiguat – blood pressure

Lam CSP. Blood Pressure and Safety Events With Vericiguat in the VICTORIA Trial. J Am Heart Assoc. 2021 Nov 16;10(22):e021094



Vericiguat –renal function

Voors AA. Renal function and the effects of vericiguat in patients with worsening heart failure with reduced ejection fraction: insights from the VICTORIA 

(Vericiguat Global Study in Subjects with HFrEF) trial. Eur J Heart Fail. 2021 Aug;23(8):1313-1321



Vericiguat – hyperkalemia

Voors AA. Renal function and the effects of vericiguat in patients with worsening heart failure with reduced ejection fraction: insights from the VICTORIA 

(Vericiguat Global Study in Subjects with HFrEF) trial. Eur J Heart Fail. 2021 Aug;23(8):1313-1321



Vericiguat – more room for ARNI?

2021, ESC Congress



Kerwagen F, et al. Real-world characteristics and use patterns of patients treated with vericiguat: A nationwide longitudinal cohort study in Germany. Eur J Clin Pharmacol. 2024;80(6):931-940.

Vericiguat – real-world data from Germany (1416 pts)



Quintuple therapy for heart failure?
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VICTOR trial



Phase 3, double-blind, placebo-controlled, 1:1 randomized, event-driven trial

N=6,105

616 centers in 

42 countries

1:1

Placebo od with sham up-titration at Weeks 2 and 4

Week 0 Week 2 Week 4 Week 24 q24w

5 mg od 10 mg od2.5 mg od

Titration schedule‡

Composite primary 

endpoint

Time to first occurrence of HFH or 

CV death

Key secondary endpoint

Time to CV death

Follow-up continued until target number of CV death events was reached (n=590)

Key eligibility criteria

• LVEF ≤40% within 12 months

• NYHA class II–IV on GDMT

• No HFH within 6 months or outpatient 

i.v. diuretic use within 3 months

• NT-proBNP level within 30 days

– SR: 600–6,000 pg/ml; AF: 900–

6,000 pg/ml 

• eGFR ≥15 ml/min/1.73 m2 and not on 

chronic dialysis

VICTOR trial



Vericiguat: 549 (18.0%)
Placebo: 584 (19.1%)

HR 0.93 (95% CI 0.83 – 1.04); P=0.22

VICTOR results in practice



VICTOR results in practice



Effect of HF treatment on CV death and HHF



Vericiguat: 549 (18.0%)
Placebo: 584 (19.1%)

HR 0.93 (95% CI 0.83 – 1.04); P=0.22

VICTOR results in practice



VICTOR placebo group treatment



N eventi di HFH (pochi, probabilmente non sufficiente per evidenziare un effect size basso) vs 
eventi HF complessivi sufficientemente alti per evidenziare riduzione significativa

Effects of Vericiguat on total HF events

VICTOR results in practice



Largest contemporary HF dataset

VICTORIA/VICTOR pooled analysis



Primary composite endpoint and CV death (VICTORIA/VICTOR pooled)

VICTORIA/VICTOR pooled analysis



VICTORIA/VICTOR pooled analysis

HHF and all-cause death (VICTORIA/VICTOR pooled)



VICTORIA/VICTOR pooled subgroups analysis



Vericiguat and NTproBNP interaction



Vericiguat and NTproBNP interaction

VICTOR and VICTORIA

PARADIGM-HF



A new pillar?

?



TAKE HOME MESSAGES

1. VICTOR demonstrated a significative reduction of mortality and total HF 
events in patients with stable chronic heart failure.

2. Vericiguat benefit, despite a limited effect size, was additive on top of highly 
optimized medical therapy, adding evidence for routine use in HF ambulatory 
patients.

3. Favourable safety profile and ease in up titration make Vericiguat an 
appealing treatment option in complex patients.



Thank you!
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