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Safety and efficacy of sacubitril/valsartan by dose level in patients hospitalized with acute heart
failure: Observations from PIONEER-HF
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Background: In hemodynamically stabilized patients with acute decom-
pensated heart failure (ADHF) enrolled in the PIONEER-HF trial, compared
with enalapril, sacubitril/valsartan started in-hospital and continued for 8
weeks was well tolerated, achieved a greater reduction in NT-proBNP, and
reduced cardiovascular death or rehospitalization for HF. Nearly 1/2 of pa-
tients achieved the target dose of blinded study drug. We performed an
exploratory analysis of the safety and efficacy of sacubitril/valsartan ac-
cording to the dose level dispensed at 4 weeks in PIONEER-HF

Methods: PIONEER-HF was a randomized, double-blind, active-controlled
trial of sacubitril/valsartan vs. enalapril in 881 hospitalized ADHF pts follow-
ing hemodynamic stabilization. Blinded study medication was administered
for 8-weeks, with initial dosing selected based on the systolic blood pres-
sure (SBP) at randomization (starting dose 24/26 or 49/51 mg twice daily
vs 2.5 or 5 mg twice daily) and titrated toward a target of sacubitril/valsartan

97 mg/103 mg twice daily, or enalapril 10 mg twice daily with an algorithm
using SBP along w/ the investigator’s assessment of tolerability.

Results: At the week 4 visit, 199 patients (45.2%) in the sacubitril/valsartan
group and 210 (47.6%) in the enalapril group were dispensed the target
dose. Baseline characteristics were similar in the 2 treatment groups within
each dose level. The prespecified adverse events of special interest were
similar between sacubitril/valsartan and enalapril irrespective of dose level
(Table) with no significant heterogeneity. In addition, there was no hetero-
geneity across dose levels in the favorable effect of sacubitril/valsartan on
the change in NTproBNP by week 8 (Table, p-interaction=0.54) or the seri-
ous composite endpoint (p-interaction=0.71).

Conclusion: In hemodynamically stabilized patients with ADHF, the safety
and efficacy of sacubitril/valsartan appears generally consistent among pa-
tients at various dose levels.
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Event rates are reported as % at 8 wk. Serious Composite = death. HF re-hosp. LVAD. listed for transplant.
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