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Activity of rezafungin against Aspergillus spp.
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Introduction Results Conclusions

Aspergillus spp. is an environmental mould which is the There were 814 Aspergillus fumigatus (81.1%), 145 Aspergillus spp. isolates from 22 countries during 11 years
causative agent of invasive aspergillosis (I1A), chronic Aspergillus section Flavi (14.4%), and 30 Aspergillus section of the SENTRY surveillance program showed low MECs to
pulmonary aspergillosis, and allergic reactions Nigri (3.0%) isolates echinocandins including the novel agent rezafungin

- One year mortality of IA is up to 59% in solid organ The rezafungin MEC,,, was 0.015/0.03 mg/L among all There was no change in MEC distributions for rezafungin
transplant recipients and 25% in stem cell transplant isolates, which was the same as anidulafungin; micafungin across years of the study or in different geographical regions

recipients MECs5, was <0.008/0.015 mgj/L, voriconazole MICq, was In contrast, voriconazole showed higher MICs and non-
Rezafungin is a long-acting echinocandin with a 0.5/1 mg/L, and amphotericin B was 1/2 mg/L (Table ) susceptible rates among A. fumigatus from LATAM and APAC
pharmacodynamic/pharmacokinetic profile allowing a higher - For A. fumigatus, rezafungin and anidulafungin MEC,,, compared to North America and Europe
concentration in the bloodstream and at sites of infection in was 0.015/0.03 mg/L, micafungin <0.008/0.015 mg/L, Rezafungin represents a promising agent for treatment and

- CLSI breakpoints are 2-3 doubling dilutions higher than 1/2 mg/L Aspergillosis based on in vitro susceptibility results
for other echinocandins against Candida spp. For A. section Flavi, rezafungin MECg, 4, was <0.008/

Rezafungin is in a Phase 2 clinical trial for the treatment 0.03 mg/L, anidulafungin <0.008/0.015 mgj/L, micafungin

of chronic pulmonary aspergillosis (NCT06794554) and 0.015/0.03 mgj/L, voriconazole MICq, 0.5/1 mg/L, and

a Phase 3 clinical trial for the prevention of invasive fungal amphotericin B 2/2 mg/L d -

disease in adults undergoing allogeneic blood and marrow For A. section Nigri, rezatungin and anidulafungin MECgq, FU Ndl ng

transplantation (ReSPECT, NCT04368559) was 0.004/0.008 mg/L, micafungin was 0.004/0.015 mg/L, ML Winkler, A Klauer, S Edeker, P Rhomberg, JH Kimbrough, and

We looked at the activity of rezafungin against Aspergillus voriconazole MIC,,,, was 1/2 mg/L, and amphotericin B M Castanheira were employees of Element Materials Technology
(JMI Laboratories) at the time of this study, which was a paid
consultant to Melinta/CorMedix Inc. in connection with the
development of this poster.

spp. collected over 11 years during a worldwide surveillance was 0.25/0.25 mg/L
program Rezafungin MEC,,,, was unchanged across geographic
regions (Figure 1)
- Regional variability was seen for voriconazole among AC |< N OW‘ edgm ents
A. fumigatus; in North America 7.8% of isolates, in
LATAM 13.5% of isolates, in Europe 8.4% of isolates,

M et h O d S and in APAC 9.2% of isolates were non-susceptible to
voriconazole (data not shown) Refe rences

There were 63 A. fumigatus isolates that were non- Pappas, P.G., Kauffman, C.A., Andes, D.R., Clancy, C.J., Marr,

susceptible to voriconazole (MIC 2T mg/L) K.A., Ostrosky-Zeichner, L., et al., Clinical Practice Guideline for

- Among these, rezafungin and comparator echinocandin the Management of Candidiasis: 2016 Update by the Infectious
MEC,q005 Were unchanged Diseases Society of America. Clin Infect Dis, 2016. 62(4): e1-50.

The authors thank all of the SENTRY Program participants for
providing the isolates used in this study.

e Atotal of 1,004 Aspergillus spp. isolates were collected
from 2014-2024 in 60 different hospitals from 22 countries
(Figure 1)

Only 1 isolate per patient episode was included .
Y PETP P There were 3 A. section Nigri isolates that were non-wildtype CLSI, M38 M51S Ed3. Performance standards for antifungal

All isolates were identified by MALDI-TOF MS and/or DNA to voriconazole (MIC >2 mg/L) susceptibility testing of filamentous fungi. 2022, Clinical and

sequencin TS
; 8 - Among these rezafungin MECs were 0.002 to 0.008 mg/L, Laboratory Standards Institute: Wayne, PA.

Isolates were tested by CLSI .refergnce brot.h mic;rodilut?on anidulafungin were 0.004 mg/L, micafungin were 0.008 to CLSI, M575 Ed4. I:.'pidemio/ogi.ca?/ cutoff values for antifungal
method (M38) for rezafungin, anidulafungin, micafungin, 0.015 mg/L, and amphotericin B MICs were 0.25 mg/L susceptibility testing. 2022, Clinical and Laboratory Standards

voriconazole, and amphotericin B , . Institute: Wayne, PA.
o ot , c if MECs and MICs were consistent across years of study with o ,
Minimum effective concentration (MEC) was read for no trend towards increasing azole resistance (Table 2) CLSI, M38 Ed4. Reference method for broth dilution antifungal

echinocandins and minimum inhibitory concentration (MIC) susceptibility testing of filamentous fungi. 2017, Clinical and
was read for voriconazole and amphotericin B Laboratory Standards Institute: Wayne, PA.

Table 1. Antimicrobial activity of rezafungin and select comparator agents in mg/L tested against 1,004 Aspergillus spp.

Rezafungin Anidulafungin Micafungin Voriconazole Amphotericin B

Organism (no. isolates MEC MEC MEC MIC MIC
g ( ) MEC, Range MEC, Range MEC, range  MICoop (BS/WTY® M- MIC,,,, (%S/WT)® e

Aspergillus spp. (1,004) @ 0.015/0.03 = <0.008to 0.12 = 0.015/0.03 & <0.008to0 0.12 @ <0.008/0.015 | <0.008 to 0.12 0.5/1 0.12 to >8 1/2 <0.03 to >2
Aspergillus fumigatus (814) 0.015/0.03 = <0.008t0 0.12 @ 0.015/0.03 = <0.008to0 0.12 @ <0.008/0.015 | <0.008to 0.12 0.5/0.5 (92.3/97.8) 0.12to >8 1/2 (NA/99.8) 0.06 to 4
Aspergillus fumigatus NS to VRC (63) 0.015/0.03 | <0.008t0 0.12 = 0.015/0.03 | <0.008t00.12 | <0.008/0.015 <0.008 to 0.06 1/8 (0.0/0.0) 1to >8 1/2 0.06 to 2
Aspergillus section Flavi (145) <0.008/0.03 <0.008 to 0.06 | <0.008/0.015 | <0.008 to 0.03 0.015/0.03 <0.008 t0 0.03 | 0.5/1 (NA/100.0) | 0.25t0?2 2/2 (NA/99.3) 0.12 to >2
Aspergillus section Nigri (30) 0.004/0.008  0.001 to 0.03 | 0.004/0.008 <0.002to0 0.06 = 0.004/0.015 @ <0.002to 0.06 1/2 (NA/90.0) 0.12to>8 | 0.25/0.25 (NA/100.0) @ <0.03to 0.5

Aspergillus section Nigri NWT to VRC (3) = 0.004/NA = 0.002 to 0.008 @ 0.004/NA 0.004 0.008/NA 0.008 to 0.015 4/NA 4 to >8 0.25/NA 0.25

MEC, minimum effective concentration; MIC, minimum inhibitory concentration; S, susceptible; WT, wildtype; NS, non-susceptible; VRC, voriconazole; NWT, non-wildtype
® Organisms include Aspergillus flavus (5), A. flavus species complex (135), A. fumigatus (814), A. hiratsukae (1), A. nidulans (3), A. nidulans species complex (1), A. niger (10), A. niger species complex (20), A. nomius (2), A. parasiticus (2), A. tamarii (1), A. terreus (6), A. terreus species complex (3), and unspeciated Aspergillus (1).
> Breakpoint criteria published in CLSI M38M51S (2022) and epidemiological cutoff value (ECV) criteria published in CLSI M57S (2022).

Table 2. Antifungal activity (MIC/MEC,,,,) of rezafungin and select comparator agents tested against 1,004 Aspergillus spp. across years of study

MIC/MEC,,,, (mg/L) per year of testing (number of isolates per year)
2014 (56 2015 (110 2016 (60 2017 (78 2018 (90 2019 (121 2020 (93 2021 (70 2022 (123 2023 (103 2024 (100
Rezafungin 0.015/0.015 0.015/0.03 0.015/0.015 0.015/0.015 0.015/0.03 0.015/0.03 0.015/0.03 0.03/0.06 0.015/0.03 0.008/0.015 0.008/0.015
Anidulafungin <0.008/0.015 = <0.008/0.015 = <0.008/0.015 0.015/0.03 0.015/0.015 0.015/0.06 0.015/0.06 0.03/0.06 0.015/0.03 0.015/0.03 0.008/0.015
Micafungin 0.015/0.015 <0.008/0.015 <0.008/0.015 <0.008/0.015 0.008/0.015 0.008/0.008 0.008/0.015 0.008/0.015 0.008/0.03 0.004/0.008 0.008/0.008
Voriconazole 0.25/0.5 0.5/1 0.5/1 0.25/0.5 0.5/1 0.25/0.5 0.5/1 0.5/1 0.5/1 0.5/1 0.5/1
Amphotericin B 2/2 1/2 2/[2 1/2 1/2 2/2 2/[2 1/1 1/1 1/2 1/2

MEC, minimum effective concentration; MIC, minimum inhibitory concentration

Antifungal agent
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