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INTRODUCTION Table 1. Rezafungin CLSI provisional epidemiological cutoff values and clinical RESU LTS Figure 2. Susceptibility rates of rezafungin and comparator agents tested against
breakpoints criteria Candida spp.
* Echinocandins are the mainstay treatment for candidemia and invasive candidiasis in both neutropenic .p Rezafungin CLSI criteria® (mg/L) * Rezafungin inhibited 99.7% of C. albicans, 97.6% of C. glabrata, 95.2% of C. dubliniensis, and 100% of PP
and non-neutropenic patients as well as critically ill patients. Organism Epidemiological cutoff value Susceptible breakpoint C. parapsilosis, C. tropicalis, and C. krusei at the susceptibility (S) breakpoint (Table 2). 99.7 99.7 99.7 97.6 95.9 959 100.0 87.0 100.0100.0 100.0100.0100.0100.0 100.0100.0100.0100.0
' < . . . . . . : 1
* Additionally, echinocandins are recommended as salvage therapy in patients with invasive aspergillosis. g: S;gg;;?g %‘_?g <SOO'_255 * Rezafungin had similar activity to the other echinocandins against C. albicans (99.7%S), C. glabrata W0
» Rezafungin is a next generation echinocandin with a long half-life and front-loaded drug exposure that g iafaP_S”OS"S oﬁz <§22 5 (95.3-95.9%3), C. tropicalis (100.0%S), and C. kruser (100.0%S; Figure 2).
allows for once-weekly intravenous administration instead of the once-daily intravenous administration C trrc;gsii;lis 0.12 <0.95 * Compared to other echinocandins (MIC,,,, range, 0.015-0.06/0.03—-0.06 mg/L), rezafungin showed 90
required by anidulafungin, caspofungin, and micafungin. = e 012 <012 similar MIC,,, ., values (0.06/0.06 mg/L) against C. dubliniensis.
e Rezafungin has recently completed a Phase 3 trial for the treatment of candidemia and invasive aC' e — 0.5 | — f =0.5 —  Although caspofungin displayed lower MIC,, ., values (0.25/0.25 mg/L) than rezafungin (MIC,,,q,, >
candidiasis (RGSTORE, NCT03667690) and is under evaluation for the preventiOn of invasive fungal aFeCc;gsg?‘o?zocr:::ﬁgﬁtPUb“Shed in CLSI M57S (2022) and M27M44S (2022), respectively. Values are considered tentative for one year from the document publication date and 1/2 mg/L), micafungin (M|C5O/90, 1/1 mg/L), or anidulafungin (MIC50/90, 2/4 mg/L) against C. parapsi/osis, g 30
disease caused by Candida, Aspergillus, and Pneumocystis spp. in allogeneic blood and marrow all echinocandins but anidulafungin (87.0%S) inhibited 100% of C. parapsilosis isolates at their *é'_
transplant recipients (ReSPECT, NCT04368559). o _ ity of — respective breakpoints. &
* The study objective was to evaluate the in vitro activity of rezafungin and comparator antifungal agents Zag!ﬁ 2t é n;'(;'.](;cmblal activity of rezafungin and comparator agents tested * Only 1 C. albicans (Germany), 1 C. dubliniensis (Germany), and 4 C. glabrata (US) were non- o\‘:’, 0
against a contemporaneous worldwide collection of fungal isolates causing invasive infections. gainst Landiaa spp. cLSP ECV: susceptible (NS) to rezafungin.
Antimicrobial agent MIC., MIC,, %S %l %R %WT  %NWT — Rezafungin-NS C. albicans and 4 C. glabrata isolates were resistant to caspofungin, anidulafungin, 50
C. albicans (n=329) and micafungin.
M ETHODS Eﬁﬁj&?&%m 8:82 8:82 88; 07) (;3 gg; 8:2 e A total of 29 isolates were nop-susceptible to anidu_lafu_ngin, including 1 C albicaqs (Germany),
Caspofungin 0.015 0.03 99 7 0.0 03 _ _ 8 C. glabrata (7 US, 1 Australia), and 20 C. parapsilosis (6 US, 4 Australia, 3 Spain, 2 Italy, and 1 each 50 , — — ,
* A total of 868 fungal isolates were collected as part of the 2021 SENTRY Antifungal Surveillance Program. Micafungin 0.015 0.015 99.7 0.0 0.3 99.7 0.3 from Argentina, Belgium, Chile, Germany, and Greece). C. albicans C. glabrata  C. parapsilosis  C. tropicalis C. kruser
b
* A single isolate per patient was collected from 48 medical centers located in Europe (38.8% of isolates; cF.ISEObrE?;'(?FWO) 0.12 0.25 99.4 0.5 0.5 98.2 1.8 * 8 out of 10 echinocandin non-wildtype (NWT) Candida spp. isolates displayed Fks alterations, including B Rezafungin Anidulafungin [N Micafungin I Caspofungin
17 sites in 13 countries), North America (32.9%; 18 sites in 1 country; 9 US Census Regions), Asia- Rezafungin 0.03 0.06 976 _ _ 959 41 8 of 9 rezafungin-NWT isolates (Table 3).
Pacific (15.0%; 7 sites in 4 countries), and Latin America (13.2%; 6 sites in 5 countries). énidul?fungin 8.82 (()).(1)%3 gg.g (13.2 ;1.; 99.9 4.1 * Limited activity was noted for all echinocandins against C. neoformans isolates (MIC,,q,, >4/>4 mg/L). C ON CLU SI ON S
Only |_sollat§sdd.et?rr]m|ned to be significant by local criteria as the reported probable cause of infection M?:;‘?J:giﬂ 0015 003 o & 06 35 95 3 47 * All A. fumigatus isolates were inhibited by rezafungin at <0.06 mg/L (MEC.,,, 0.03/0.06 mg/L) and
Were Included in the program. Fluconazole 4 8 — 94.1® 5.9 90.0 10.0 anidulafungin, micafungin, and caspofungin at <0.12 mg/L (MEC.,,, range, 0.008—0.03/0.015—-0.06 mg/L; . . . . . . L . .
* Fungal isolates were identified by MALDI-TOF MS (Bruker Daltonics, Billerica, Massachusetts USA) or by C. parapsilosis (n=154) Table 4). (%%z;\g: ggg\]/:gﬁ ézrg d?gét?l\;epS?amst Candida spp. isolates known to cause invasive infections worldwide
. L . L . L Anidulafungin 2 4 87.0 13.0 0.0 100.0 0.0 . . . . . * Alterations in FKS genes were detected in 8 of 10 echinocandin-NWT Candida spp. isolates
* Antifungal susceptibility testing was performed by broth microdilution following CLSI guidelines (M27, Caspofungin 0.25 0.25 100.0 00 00 100.0 00 0.008-0.12 mg/L) were also active against 6 voriconazole-NS A. fumigatus isolates (1 France, (7 C. glabrata and 1 C. albicans)
M38) for all isolates. Micafungin 1 1 100.0 0.0 0.0 100.0 0.0 1 Germany, 1 Turkey, and 3 US). -9 ' '
X . . . . . . . . . . _
_ Panels were made by dispensing 10 uL of a 20x drug stock solution into wells that contained 90 pL of CEI;JFCO;([))?:EIZ/?SIe(n=89) 0.5 16 80.5 5.8 13.6 80.5 19.5 +  Rezafungin and other echinocandins inhibited all A. section Flavi isolates at <0.06 mg/L (Table 4). Egzzfufza;r; \glzlss ?;zcl)a?ec:ve against A. fumigatus and A. section Flavi isolates, including voriconazole
RPMI and then mixing well contents. Rezafungin 0.03 0.06 100.0 — — 100.0 0.0 > 1 T | . . .
* Isolates included C. albicans (329 isolates), C. glabrata (170), C. parapsilosis (154), C. tropicalis (89), Anidulatungin 0.03 0.06 100.0 0.0 0.0 100.0 0.0 * Limited activity was noted by all echinocandins against C. neoformans.
C. krusei (25), C. dubliniensis (21), Cryptococcus neoformans (10), A. fumigatus (58), and A. section caspofungin 0.03 0.03 00.0 0.0 0.0 —

. Micafungin 0.03 0.03 100.0 0.0 0.0 100.0 0.0 — . .- . .

* Bloodstream infection (61.1%) was the most common infection type, followed by pneumonia in C. krusei (n=29) ’ against Aspergillus spp.
hospitalized patients (12.7%), skin and skin structure (10.0%), urinary tract (2.1%), and intra-abdominal Rezatungin. 0.03 0.03 ,OO'O - - 100.0 0.0 MEC_/ MEC_/ CLSI? ECV-e This study was supported by Cidara Therapeutics. Authors are employees of JMI Laboratories. JMI received funding
: : o/ . [ Anldulafungln 0.06 0.12 00.0 0.0 0.0 100.0 0.0 Antimicrobial agent 50 50 - PR - - :
. 0] . . y 0 0 0 0 0 "
infections (2.0%; Figure 1) Caspofungin 012 0.12 00.0 0.0 0.0 _ o g MIC_, MIC, S " R oW e NWT from Cidara Therapeutics in connection with the development of this poster
* CLSI interpretative criteria and epidemiological cutoff values (ECV) were applied, including the recently Micatungin 0.12 0.12 100.0 0.0 0.0 100.0 0.0 Aspergillus fumigatus (n=58)
approved rezafungin provisional breakpoints against Candida spp. (M57S, M27M448S, and M38M51S; Fluconazole 32 64 — — — — — .
Tra)gle 1) P " ) PP { C. dubliniensis (n=21) Rezafungin 0.03 0.06 — — — — — AC KN OWLE DGEM ENTS
genome sequencing. Caspofungin 0.03 0.03 _ _ _ _ _ Caspofungin 0.03 0.06 — — — 100.0 0.0
Vicafungin 0015 003 — — — 1000 00 Micafungin 0008 0015 _ _ _ _ _
uconazole . . — — — . .
* Clinical interpretive criteria published in CLSI M27M448 (2022). ECV criteria published in CLSI M57S (2022) ltraconazole 1 2 — — — 82.8 17.2 RE F E RE N C ES
Figure 1. Frequency of infection types caused by fungal isolates niermediate Is Interpre ed as suscepiible-dose dependent Posaconazole 0.5 0.5 — — — — — | | | | o | - | |
’ | | 1. Garcia-Effron G. Rezafungin-Mechanisms of Action, Susceptibility and Resistance: Similarities and Differences with
Other sites — Voriconazole 0.5 1 89.7 8.6 1.7 98.3 1.7 the Other Echinocandins. J Fungi (Basel). 2020 Nov 1:6(4):262.
. . . . . Amphotericin B 1 1 — — — 100.0 0.0 2. Ham YY, Lewis JS 2nd, Thompson GR 3rd. Rezafungin: a novel antifungal for the treatment of
Intra-abdominal infections (2.0%) Table 3. Summary of Fks alterations detected in echinocandin-NWT Candida spp. P | | o vasive candidiasis. Future M,%mb,-o,_ 2021 Jan;16(1)?27_36_ J
. | _ U70) TN isolates Aspergillus section Flavi (n=12) _ -
Urinary tract infections (2.1%) — ISO _ _ 3. Pfaller MA, Woosley LN, Messer SA, Jones RN, Castanheira M. Significance of molecular
State andlor MIC according to CLS| 1,3-B-D-glucan synthase alterations: Rezafungin 0.015 0.03 — — — — — identification and antifungal susceptibility of clinically significant yeasts and moulds in a global
’ ’ S Organism Country method (mg/L): Anidulafungin 0.015 0.03 _ _ _ _ _ antifungal surveillance programme. Mycopathologia. 2012 Oct;174(4):259-71.
Skin and skin structure infections —e 10.0% | RZF ANF CSF MCF Fks1HS1 Fks1HS2 Fks2 HS1 Fks2 HS2 . - - - 4. CLSI (2017). M27Ed4. Reference method for broth dilution antifungal susceptibility testing of
C. albicans Germany 05 1 2 2 S645P W NT NT Caspofungin 0.03 0.03 100.0 0.0 filamentous funai. fourth edition. W PA
liniensis Germany 025 0412 025 012  WT WT NT NT . . 1amenious Lngl, Tourin Sdition. Tayne, =,
Bloodstream g gli:a%rata USA MX\ 1 4 4 ’ SE20P WT WT WT Micafungin 0.015 0.03 — — — — — 5. CLSI (2017). M38Ed3. Reference method for broth dilution antifungal susceptibility testing of
61.1% C. glabrata USA, KS 1 9 1 1 WT WT SBE63P WT 5 | 0.5 0.5 100.0 0.0 6. CLSI (2022). M27M44SEd3. Performance standards for antifungal susceptibility testing of yeasts,
Pneumonia in hospitalized patients — C. glabrata USA, TX 05 1 05 1 WT WT S663P WT ostaconazo © | ' - - - ’ ’ third edition. Wayne, PA. https://www.jmi
C. glabrata USA, NJ 1 2 2 05 S629P WT WT WT Voriconazole 0.5 1 — — — 100.0 0.0 7. CLSI (2022). M38M51SEd3. Performance standards for antifungal susceptibility testing of labs.com/data
G Glabrate Austala 05 1. 025 o2 WT  WT  See®  WT Amphotericin B 1 : - = ——,-- CLS 2022), Ma7SE, Enkiamioiogieal sutot values fo antr 2052 Rezafung
- glabrata ustralia - - - itoria oubl iteria published in 8. CLSI (2022). M57SEd4. Epidemiological cutoff values for antifungal susceptibility testing, second 2022 Rezafungin
C. glabrata USA, VA 0.25 0.5 025 006 WT WT F659Y WT a_C tecr?[ep;iabLszc\I/;I)/aalé.Sl M38M51S (2022). ECV criteria published in CLSI M57S (2022). edition. Wayne, PA Vs|nvasive_pdf
RZF, rezafungin; ANF, anidulafungin; CSF, caspofungin; MCF, micafungin; WT, wildtype; NT, not tested
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