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| Rezafungin versus Caspofungin in C/IC

Rezafungin versus caspofungin for treatment of
candidaemia and invasive candidiasis (ReSTORE):
a multicentre, double-blind, double-dummy, randomised

phase 3 trial

George R Thompson ll, Alex Soriano, Oliver A Cornely, Bart Jan Kullberg, Marin Kollef, Jose Vazquez, Patrick M Honore, Matteo Bassetti,
John Pullman, Methee Chayakulkeeree, lvan Poromanski, Cecilia Dignani, Anita F Das, Taylor Sandison, Peter G Pappas, on behalf of the ReSTORE

trial investigators

Thompson GR et al. Lancet 2023; 401: 49-509.



Integrated Analysis of Phase 2 and Phase 3 Data of

Rezafungin for the Treatment of Candidemia and/or IC
STRIVE and ReSTORE were Similarly Designed

Aligned Phase 2 and 3 Dosing and Design Pooled endpoints

* Primary¢: All-cause mortality at
REZAFUNGIN 400 mg/200 mg? once weekly (QWk). (N=139 combined)® y y

Day 30
Weekly
Dose
Week 1{ 2 3 4 5 6 . . * Adverse events
| | IO | | N | |
o ’ 1 <t - Secondary/exploratory

CASPOFUNGIN 70 mg/50 mg once daily (QD). (N=155 combined)®

with optional oral step-down? to fluconazole 6 mg/kg to nearest 200 mg QD - Mycologlcal response at Day >

Daily Dose . . g .
Optonal Oral g;tliyogilse Time to first negative blood
Fluconazole Step-down
Week 1 2 3 4 5 6 7 3 culture
D000 0010|010 © BIOIOIOIOIOIC OIBICIOICIOIO Y | |
Day 5 14 30

IC=invasive candidiasis; mITT=modified intent to treat.

aThe rezafungin arm included optional oral step-down to placebo, to maintain the study blind.

bmITT population: all subjects (Ph2+Ph3) who received >1 dose of study drug and had documented Candida infection (candidemia and/or IC based on systemic signs and mycological confirmation).
°Primary endpoints not pooled were Overall Response (Phase 2) and Global Response (Phase 3).



Primary endpoint: Cure Rates at Day 14
mITT Population — Phase 2, Phase 3

Ph3 established
rezafungin NI
100 - (20% NI margin)
Difference (95% Cl)
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3 (35/46) W (41/61) (55/93) W (57/94)
0
Phase 2 Phase 3
Overall Cure? Global Cure®
B Rezafungin once weekly B Caspofungin once daily

Nl=non-inferiority.
a0verall Cure (Phase 2): resolution of systemic signs attributable to candidemia or invasive candidiasis AND mycological eradication as demonstrated
by a single tissue/fluid culture or 2 negative blood cultures at least 12 hours apart.

bGlobal Cure (Phase 3): investigator assessment of clinical cure AND mycological eradication as demonstrated by a single negative blood or tissue/fluid
culture AND (if pertinent) improvement or resolution of evidence of invasive candidiasis on radiographic imaging.
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Time to First Negative Blood Culture

—— Rezafungin
—— Caspofungin

p=0-0051 (log rank)

Probability of negative blood culture

0 l I | | | | |
0 24 48 /2 96 120 144 168 192

Number at risk

(number censored)
Rezafungin 109 (0) 42 (2) 23 (4) 13 (6) 10 (6) 9 (6) 8 (6) 7 (6) 7 (6)
Caspofungin 122 (0) 59(3) 42(4) 30(7) 27(8) 23(9) 19(10) 19(10) 16(12)

Thompson GR et al. Lancet Infect Dis 2023; 23:51473.
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Candidemia Management

Anidulafungin*

200 mg qd d1;

100 mg qd from
d2

Caspofungin*
70 mg qd d1;
50 mg qd from d2

Micafungin*
100 mg qd

Rezafungin
400 mg qw;
200 mg qw from
w2

Fluconazole*
400 mg qd or bid

Voriconazole*
6 mg/kg bid d1;
4 mg/kg bid from
d2

Liposomal
amphotericin B*
3 mg/kg qd

Amphotericin B
lipid complex*
5 mg/kg qd

Isavuconazole*

200 mg tid d1-2;

200 mg qd from
d3

Deoxycholate
amphotericin B*
any dose

Itraconazole*
200-400 mg qd

CVC removal

as early as possible (<48-72h) if in place

I

Daily follow-up blood cultures until 3 consecutive negative days

If blood from d5 is positive, repeat search for intravascular or other uncontrolled source

I

Second-line / Salvage treatment

Switch drug class

4 v v v v
Liposomal Voriconazole Isavuconazole
ampﬁotericin B 6 mg/kg bid d1; Fluconazole 200 mg tid d1-2; Itraconazole
4 mg/kg bid from 400 mg qd or bid 200 mg gd from 200-400 mg qd
3-5 mg/kg qd g %2 gq %g gq

Treatment for 14d after last positive blood culture

Cornely OA, Sprute R et al. Global Guideline Candida Diseases 2024. Public Consultation.
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| New Antifungals

Fosmanogepix (APX001)
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| Fosmanogepix — Key Characteristics

* Inhibits fungal glycosylphosphatidylinositol (GPI)-
anchored wall transfer protein 1 (“Gwt1 inhibitor”)

 Broad-spectrum activity against yeasts and moulds
» Candida
» Aspergillus
» Fusarium
» Mucorales (TBD)
* |V and PO formulations

* Prodrug of manogepix

Vazquez JA et al. AAC 2023; 67: e0141922.



UNIKLINIK

| Fosmanogepix — Phase 1b — PK in AML — Design

* Open-label, single-arm study

« 218 years

 Posaconazole prophylaxis during neutropenia
 Concomitant fosmanogepix

» Dose 600 mg IV QD (d1-d14), N=10, (3-hour infusion)
» Dose 500 mg PO QD (d1-d14), N=11

Cornely OA et al. JAC 2023; 78: 2645-2652.
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| Fosmanogepix — Phase 1b — PK in AML — Safety

26 fosmanogepix-related AE
> IV 14in 5 (50%) patients
» PO 12in 4 (36.4%) patients

No SAE
None leading discontinuation

Related AEs
» Grade 1/2 nausea (4 in 3 patients)

» Vomiting

» ALT increase (2 patients)
» Delirium (2 patients)

» Grade 3 hypertension

Cornely OA et al. JAC 2023; 78: 2645-2652.
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| Fosmanogepix — Phase 1b — PK in AML — Results

 Dose-corrected geometric mean ratio of AUC (PO-to-1V) was 95%
« ~2 days elimination half-lives consistent with healthy volunteers
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Cornely OA et al. JAC 2023; 78: 2645-2652.
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Antifungal

| Fosmanogepix — Fusariosis — North-American Outbreak

MIC (micrograms/milliliter)

Amphotericin B
Anidulafungin
Caspofungin
Micafungin
Rezafungin
Ibrexafungerp
ltraconazole
Posaconazole
Voriconazole
Isavuconazole
Olorofim
Terbinafine
Manogepix

2
>8
>8
>8

8
>8

>16
>16

>16
>4
>2

<0.008

Strong N et al New Engl J Med 2024, 39: 522-5209.
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| New Antifungals

Olorofim (F901318)
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| Olorofim — Key Characteristics

« MOA

» Selective inhibitor of fungal DHODH (Dihydroorotate
dehydrogenase) involved in pyrimidine biosynthesis

» 2000-fold IC50 difference between human and fungal enzymes
 Pyrimidine inhibition

» DNA synthesis and cell cycle regulation

» RNA synthesis and protein production

» Cell wall synthesis

» Phospholipid synthesis

Hoenigl M et al. Drugs 2021; 81 (15): 1703-1729.
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| Olorofim — Phase 2/3 = First Clinical Results

Outcomes in ... invasive Scopulariopsis infections
S. Hammond

Outcomes of ... Lomentospora prolificans infections
M. Slavin

... treatment of azole-resistant ... aspergillosis
A. Warris

Olorofim ... for resistant Microascus sp
E. Faure

ECCMID 2023.
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Future Options in Invasive Aspergillosis

High probability of invasive
aspergillosis [11]

Targeted antifungal treatment
Isavuconazole
d1+2:200mg iv 3x/d
d2+: 200mg iv 1x/d [12]
or
Liposomal amphotericin B

3 mg/kg/di.v. —
(e.g. breakthrough infection under
posaconazole prophylaxis) [13, 14]
or
Voriconazole

(e.g. CNS involvement)

d1: 6 mg/kg iv 2x/d 4'\
d2+: 4 mg/kg iv 2x/d )

Infectious diseases consultation

University Hospital Cologne. https://repository.publisso.de/resource/frl.:6405487/data.
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| Candida EQUAL Score App

Have the EQUAL Candida Score on your Android or iOS device and
cdlculate guideline adherence

Candida
EQUAL

Score now SCAN ME
also as App
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