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INTRODUCTION AND OBIJECTIVES * STRIVE and ReSTORE had similar study designs, which Primary efficacy endpoint: ACM at Day 30 (cULoS analysuos . . . .
enabled integrated analysis of efficacy data. Where efficacy * Analysis of integrated data from the STRIVE and ReSTORE * Ofthe 294 patients included in the integrated analysis, 126

» Candidemia (bloodstream candida infection) and invasive outcome measures/definitions differed between studies trials showed that Day 30 ACM was 18.7% and 19.4% for (4301?) regunreg I7C1U admlSZIOH; 55fwer§ ttrﬁated with

candidiasis (IC; the deep-seated candida infection) remain additional pc.)s.t-hoc analysgs were used to incorpprate those the rezafungin and caspofungin groups, respectively (Table e e . re.celve e u.ngln ey .

significant causes of morbidity and mortality. Associated STRIVE participants receiving the same rezafungin QWk 1). * Overall, 35 patients in the rezafungin arm and 53. in the

health economic burden is largely due to prolonged hospital 400/200 mg dose used in the ReSTORE study. * The treatment difference (95% confidence interval [CI]) caspofungin arm were discharged from ICU (survivors — as

and intensive care unit (ICU) stays, contributing more than * Integrated primary endpoint was all-cause mortality (ACM) between arms was -1.5 (-10.7, 7.7) and demonstrated per the SAP)

nalf of the total costs.! rate through Day 30, defined as subjects known to be non-inferiority. o For survivors, mean |ICU LoS was 15.9 days in rezafungin
. L _ : : : deceased or with unknown survival status. Secondary efficacy . . . and 23.0 days in caspofungin groups (difference in ICU

:ge;z?fcrl:g!cn;;:rs rp])(;ilc\;\;\egeekcﬁyh;?f\f\l/iz 2;31?;2??;%?_?2;32?[ and exploratory endpoints included mycological response on zreacc?i'::::i;yne{:;cnac:iz:r':lci':-(:;:il:;l)[)ay 5> mycological LoS (95% Cl): 7.1 days (-0.8, 19.2); Figure 1).

plasma exposures.2-4 Day 5 and ICU Los. * Mean LoS in the ICU after adjustment for MV was 17.3

* Patients with a candidemia diagnosis demonstrated Day 5

o Subgroup analyses per final diagnosis (candidemia only vs (rezafungin) and 21.4 (caspofungin) days (Figure 2). The

* The current post-hoc analysis aimed to examine outcomes - S : :
regarding mgrtality early iyndicators of treatment efficacy and invasive candidiasis) were planned for primary and mycological eradlca;uon rates of 80.0% with rezafungin difference in adjusted ICU LoS (95% Cl) was 4.1 days
length of stay (LoS)’ in the ICU with rezafungin therapy using secondary endpoints, hence the Day 5 mycological treatment and 67.8% with caspofungin (Table 2). (-1.9,12.5).
data from the integrated Phase 2 and Phase 3 clinical trials, responses in §ubset c?f patients with candidemia only were ° Thg treatment gllfferencg (95?/0 Cl) was 12.9 (1.5, 24.3), Figure 1. Mean ICU LoS: Figure 2. Mean ICU LoS:
STRIVE (NCT02734862) and ReSTORE (NCT03667690).56 available for integration. which was statistically significant. ) diusted. all ICU patient
: survivors only adjusted, a patents

* The Statistical Analysis Plan (SAP) for the STRIVE and

ifference: 7.1 days Difference: 4.1 days
METHODS ReSTORE trials stipulated that ICU LoS outcomes should be . Diff 7.1 day . Y
reported for survivors only. Table 1. Day 30 ACM (mITT population)

2 2 23,0 B
2 S 21,4
STRIVE and ReSTORE clinical study designs o To account for observed imbalance between groups —— Z 20 8 20
: : - - - s - Rezafungin Caspofungin . - - 17,3
* STRIVE comprised a global, Phase 2, prospective, regarding the proportion of patients receiving mechanical (n=139) (n=155) difference > 15,9 ~
multicenter, double-blind, comparator study. Overall, 183 ventilation (MV), a generalised linear model (log-link, - - (95% Cl) o« 15 « 15
adults with candidemia and/or IC were randomised to receive gamma distribution) analysis was undertaken with MV as a ACM 5 S
QWHk rezafungin 400/400 mg (n=76), QWk rezafungin binary covariate in the total ICU subset, including non- (Day 30) 18.7 19.4 -1.5 g 10 5 10
400/200 mg (n=46), or caspofungin once-daily (QD) standard Survivors. %(n) (26) (30) (-10.7,7.7) 'E . é i
dose (n:61) for <4 weeks. Abbreyiations: ACM, all—cguse mortality; Cl, confidence interval; mITT, microbiological/modified g g
* ReSTORE was a global, double-blind, double-dummy, RESULTS ntention-to-treat poputation. 0 0
randomised, controlled, Phase 3 non-inferiority trial. Adults . . .. . Rezafungin  Caspofungin Rezafungin  Caspofungin
with candidemia and/or IC (modified intention-to-treat * The integrated analysis included 294 patients; 139 from Table 2. Day 5 mycological eradication (mITT population, | @ @ @ @ et s o
population) were randomised to receive QWk rezafungin rezafungin treatment arms and 155 patients from candidemia-only subset) o B
400/200 ma (n=93) or OD caspofundin (n = 94). The caspofungin arms across the STRIVE and ReSTORE trials.
ReSTORE tg' | or ; on i | i : : : : : Rezafungin Caspofungin Tl:eatment CONCLUSIONS
e rial was conducted almost entirely during the * Overall, 215 patients (73%) were diagnosed with candidemia Outcome 00 o difference
COVID-19 pandemic. only; 100 in rezafungin arms and 115 in caspofungin arms. (n=100) (n=115) (95% Cl) . o
' Pooled data from two RCTs demonstrated rezafungin efficacy
Integrated analysis methodology * Treatment groups were well balanced at baseline, with the Mycological 80.0 67.8 12.9 anddpor;.-lnfer.lfhr to c?cspofunngwmg higher mycological
°* The current analysis compared treatment outcomes for exception of those receiving MV (rezafungin: 12.2%; (S;adéc)ag'/:(r;) (80) (78) (1.5, 24.3) cradication with fezatngin on Lay .
patients treated with rezafungin (QWk 400/200 mg) or caspofungin: 21.9%). However, the distribution of APACHE I ol Rezafungin showed a trend for improvements in |CU LoS for
Ca.spofl.mgin. (QD Sta.n.darsj dOS?) USing the . scores and absolute neUtrOphil counts were Comparable Abbreviations: Cl, confidence interval, mITT, microbiological/modified intention-to-treat population. actual and adjus.ted analyses, but no conclusions can be made
microbiological/modified intention-to-treat population (mITT). between the groups. and further studies are warranted.
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