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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About Rezafungin

* Novel, once-weekly IV echinocandin
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® Analogue of anidulafungin, designed for / _\—Q
increased stability and improved PK?!
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® Long-acting PK enables once-weekly dosing and front-
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Introduction/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.!
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ReSTORE study design
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. Adults diagnosed with candidaemia and/or invasive candidiasis (by systemic manifestations and mycological confirmation)
were randomised to receive rezafungin once-weekly 1V infusion (Week 1: 400 mg; Weeks 2—4: 200 mg) or once daily
caspofungin (Day 1: 70 mg; Days 2—28: 50 mg) for 214 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?

References

1. Thompson GR, et al. Rezafungin versus caspofungin for treatment of candidaemia and invasive candidiasis

(ReSTORE): a multicentre, double-blind, double-dummy, randomised phase 3 trial. Lancet. 2022 Nov 25:50140- Abbreviations:

6736(22)02324-8. ACM, all-cause mortality; IV, intravenous; mITT, modified intention to treat.

“ECCMID



ReSTORE analysis methodology

* The current analysis examined all-cause mortality (ACM) and therapeutic
step-down data from the ReSTORE triall

e Endpoints examined (mITT population):*
— Day 30 (-2 days) ACM (20% non-inferiority margin)
— Deaths attributable to candidaemia/invasive candidiasis through Day
59 (independent data review committee assessment)

— Duration of treatment exposure
— The proportion receiving step-down therapy

*All randomised subjects receiving 21 study drug dose
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Results: study population

Rezafungin Caspofungin
(400/200 mg) (70/50 mg)

Baseline demographics and

characteristics (mITT population)
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HPRE (N=93) (N=94)
The analySIS included 93 Age, mean * SD (range), years 59.5 + 15.8 (19-89) 61.9 + 14.6 (20-91)
su bJeCtS in the rezafu ngin Age <65 years, n (%) 55 (59.1) 56 (59.6)
. Age 265 years, n (%) 38 (40.9) 38 (40.4)
arm and 94 in the Sex, n (%) ., B
, Male 62 (66.7) 56 (59.6) S & @
caspofungin arm Female 31 (33.3) 38 (40.4) A3
. Race, n (%) 5@,
1 L =ov
(MITT population). Asian 23 (24.7) 31(33.0) SE3
Black or African American 5(5.4) 4 (4.3) z=0
White 59 (63.4) 55 (58.5) SEL
Other/not reported 1(1.1) 1(1.1) 2=
Final diagnosis o=
Candidaemia-only, n (%) 64 (68.8) 67 (71.3) n
Invasive candidiasis, n (%)? 29 (31.2) 27 (28.7)
Modified APACHE Il score® —
mITT population: all subjects with documented Candida infection based on Mean £ SD 12.3+7.54 13.0+7.18
| lab valuation (blood cultu ulture f 1)
el ot cutiter sl ot o Foms oot (530, 1 (3) 12 (12.9) 17 (18.21) =
dose of study drug. <20, n (%) 80 (86.0) 77 (81.9) (_)
apatients who progressed from candidaemia to invasive candidiasis based on Mean BMI, kg/l’\'\2 +SD 25.5+7.19 24.3+£6.22
radiological and/cfr tissuej/fluid culture assessment th.rough Day 14. ANC <500/u|_’ n (%) 7 (75) 5 (53) U
Reported for patients with APACHE Il score data available. Mechanica”y ventilated at baseline, n (%) 16 (17.2) 28 (298) I I I
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Results: Day 30 ACM rate
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Results: Day 30 ACM versus other Phase 3 echinocandin data
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Results: deaths attributable to candidaemia/invasive candidiasis
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*Independent data review committee assessment. ' '
"Data were missing for 1 death in the rezafungin group, which the treating investigator
considered not attributable to candidaemia/invasive candidiasis. I I I
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Results: duration of IV therapy and step-down data

 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.

e 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.
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Conclusions

* Rezafungin for injection demonstrated non-inferiority, versus caspofungin,
concerning Day 30 ACM.

e Mortality due to candidaemia/invasive candidiasis 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.
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