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All-cause and attributable mortality in invasive candidiasis and/or candidaemia with rezafungin 
and caspofungin treatment: outcomes from the ReSTORE trial
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Background 

ReSTORE (NCT03667690) was a global, randomised, double-blind, double-dummy, Phase 3 
non-inferiority trial, evaluating the efficacy and safety of rezafungin and caspofungin in the 
treatment of candidaemia and/or invasive candidiasis (C/IC) (1).

Methods 

The current analysis examined all-cause mortality (ACM) and therapeutic step-down data 
from the ReSTORE trial. Adults diagnosed with C/IC (by systemic manifestations and 
mycological confirmation) were randomised to receive rezafungin once-weekly intravenous 
(IV) infusion (Week 1: 400 mg; Weeks 2–4: 200 mg) or once daily caspofungin (Day 1: 70 
mg; Days 2–28: 50 mg) for ≥14 days (≤4 weeks). Oral step-down treatment (caspofungin 
arm: fluconazole; rezafungin arm: placebo), was allowed from Day 4 for subjects with 
resolved/stable signs and symptoms of C/IC and negative blood cultures. The analysis 
examined Day 30 (-2 days) ACM (20% non-inferiority margin) in the modified intention-to-
treat (mITT) population (randomised subjects receiving ≥1 study drug dose). Deaths 
attributable to C/IC (independent data review committee assessment) through Day 59, 



duration of treatment exposure and the proportion receiving step-down therapy were also 
reported.

Results 

The analysis included 93 subjects in the rezafungin arm and 94 in the caspofungin arm (mITT 
population; Table 1). Day 30 ACM rate was 23.7% (rezafungin arm) and 21.3% (caspofungin 
arm; Figure 1). Through Day 59, 5 (5.4%) deaths were attributable to C/IC in the rezafungin 
arm and 7 (7.4%) in the caspofungin arm. Median duration of IV therapy exposure was 14 
days in both arms. A switch to oral therapy was implemented for 25.8% (24/93) of the 
rezafungin arm and 36.2% (34/94) of the caspofungin arm. Overall, 83.4% (20/24; rezafungin 
arm) and 61.8% (21/34; caspofungin arm) of patients receiving oral step-down treatment met 
the criteria for step down by Day 7–9.

Conclusions 

Rezafungin treatment demonstrated non-inferiority, versus caspofungin, concerning Day 30 
ACM. Mortality due to C/IC was low in both treatment groups during the study period. 
Median duration of IV  therapy was similar in both arms, with >25% of patients meeting oral 
step-down criteria in each treatment group.

Table 1

Figure 1
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