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Background

The VICTORIA trial demonstrated a 10% relative
risk reduction and 4.2 events per 100 patient-years
absolute risk reduction (ARR) with vericiguat vs
placebo in the primary composite outcome (38.5%)
of cardiovascular death (CVD) or time to first heart
failure hospitalization (HFH) in higher-risk patients
with HFrEF.

Objective

To explore vericiguat treatment effects in populations

simulated from the PARADIGM-HF and DAPA-HF
trials.

Methods

By applying major eligibility criteria to VICTORIA
patients (n=5050), we created two sub-populations
simulated from the PARADIGM-HF and DAPA-HF

trials.

PARADIGM-HF-eligible population: Participants
recelving angiotensin-converting enzyme (ACE)
Inhibitor or angiotensin receptor blocker (ARB) with
equivalent dose of lisinopril 210 mg/day or
sacubitril/valsartan. Excluding LVEF 40-45%, or
eGFR <30 mL/min/1.73 m?. After applying these
criteria, we additionally excluded those with the
highest 19.8% predicted probability of run-in failure
(Desal AS Circ Heart Fail 2016).

DAPA-HF-eligible population: Excluded
participants with LVEF 40-45%, or eGFR <30
mL/min/1.73 m?, or recent (< 30 days) HFH.
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Table 1. Comparison of outcomes between trials and populations simulated from trials.
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Results

nitril/valsartan

Of 5050 participants, 1982 (39.2%) and 2543 (50.4%) participants were deemed eligible
for PARADIGM-HF and DAPA-HF (Table 1). This represented less than one-quarter of
the original PARADIGM-HF and approximately half of the original DAPA-HF populations.

Vericiguat was associated with significantly lower hazards of the primary outcome of
HFH or CVD in these lower-risk populations simulated from PARADIGM-HF (HR 0.85,
95%ClI: 0.72-0.99, p=0.04) and DAPA-HF (HR 0.82, 95%CI: 0.71-0.94, p<0.01)
compared to overall VICTORIA (Fig 1).

ARR In the malin clinical outcomes with vericiguat were numerically higher in populations
simulated from trials compared to overall VICTORIA (Table 1).
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Figure 1. Treatment effects in populations simulated from trials.
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A trend towards enhanced treatment effects of vericiguat in lower-risk
populations simulated from PARADIGM-HF and DAPA-HF was observed.

These findings support further exploration of vericiguat in lower-risk HF
populations as Is being investigated in the ongoing VICTOR (A Study of
Vericiguat in Participants with Chronic Heart Failure With Reduced
Ejection Fraction) trial (NCT05093933).
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