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Figure 1. Echinocandin NWT and Fks

. . o . alteration among C. glabrata isolates
Echinocandins are often used as first-line therapy against i . Echinocandin
C. glabrata infections due to the high fluconazole resistance collected in European hospitals from el gpe Mo g

rates in this species. 2014 to 2022

Resistance to echinocandins has been reported in C. glabrata C. glabrata (1257) S Egmﬁgfy”;e‘”m
isolates and is associated with mutations in hot spots (HS)
regions of the Fks1- and Fks2-encoding genes

Rezafungin is a long-acting echinocandin approved by the US Echinocandin
FDA to treat candidemia and invasive candidiasis nonwildtype FKS (12)

The activity of rezafungin and other echinocandins was
evaluated against a collection of echinocandin-nonwildtype
(NWT) C. glabrata isolates

Echinocandin nonwildtype FKS (12)
MIC (mg/L)

Country Rezafungin Anidulafungin Caspofungin Micafungin Fks alteration

Italy 0.12 . 0.06 0.03 Fks1 HS1L630Q
Hungary 1 1 0.5 Fks2 HS1 F659 deletion

'\/I et h O d S Spain 1 : : Fks2 HS1 F659 deletion

Spain . : : Fks2 HS1 F659 deletion

: : Slovenia . : . Fks2 HS1 F659Y
A total of 1,257 C. glabrata isolates were collected in >?
France : : Fks2 HS1 S663P

2014-2022 from 41 European hospitals from 2014-2022.
. . ' . Ireland . Fks2 HS1 S663P
Only 1 isolate per patient episode was included. reland | Fks2 HS1 S663P

All isolates were identified by MALDI-TOF MS and/or DNA Ireland Fks2 HS15663P
sequencing. Turkey 1 Fks2 HS1 S663P

Isolates were tested by CLSI reference broth microdilution >pain 1 Fks2 HS1 S663P

method <M27>. Greece 1 Fks2 HS1S663P

CLSI breakpoints (M27M44S) and epidemiological cut-off
values (M57S) were applied, including recently approved
rezafungin breakpoints (<0.5 mg/L for susceptible).

Echinocandin-NWT isolates were submitted to FKS analysis e
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by PCR or whole genome sequencing as previously described. Figure 2. Activity of 57959
echinocandins and . . =
fluconazole against £l 69
C. glabrata isolates = 57,7
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Among 1,257 C. glabrata isolates, 26 (2.1%) were NWT to from 2014 to 2022

the echinocandins (Figure 1). 250 250

12 NWT isolates displayed Fks alterations (46.2% of

echinocandin-NWT isolates; 0.9% overall) -

- 11 isolates exhibited Fks2 HS1 alterations (7 S663F and Rezafungin Anidulafungin Caspofungin Micafungin Fluconazole
4 F659Y/deletion) and 1 isolate displayed a Fks1 HST MIC
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50/90 50/90 %S Mi c50/90 %S Mi c50/90 %S DD

L630Q amino acid change
Bl C glabrata (1,257) 0.03/0.12 09.4 0.06/0.12 08.0 0.03/0.06 08.8 0.015/0.03 090.0 4/8 05.7

Rezafungin displayed similar activity to other echinocandins

against the overall C. glabrata isolates, inhibiting 99.4% at
<0.5 mg/L (Figure 2) Bl Echinocandin-nonwildtype (26) 0.25/1 731  0.25/2 46.2 0.12/2 65.4 0.06/1 57.7 16/128 69.2

Echinocandin-wildtype (1,2317) 0.03/0.06 100.0 0.06/0.12 4 0.03/0.06 09.7 0.015/0.03 100.0 4/8 95.9

: : : : : - B Echinocandin-nonwildtype FKS (12) 1/2 417 1)2 83 0.5/4 25.0  0.25/1 25.0 4/16 91.7
Anidulafungin, caspofungin, and micafungin susceptibility

rates were 98.0%, 98.8%. and 99.0%, respectively. Echinocandin-nonwildtype non-FKS (14) 0.25/0.5 100.0 0.25/0.5 78.6 0.06/0.25 100.0 0.06/0.12 85.7 64/128

Rezafungin was active against 73.1% of the 26 echinocandin-
NWT C. glabrata.

The susceptibility rates to anidulafungin, caspofungin, and

micafungin were 46.2%, 65.4%, and 57.7%, respective 3 AC k N OWl C d gm e tS F U N d | ﬂg

Rezafungin was active against 41.7% of the echinocandin-

NWT isolates that carried Fks alterations while anidulafungin,
caspofungin, and micafungin were active against 8.3%, The authors thank all the SENTRY Program participants for This study was supported by Mundipharma. M Castanheira,

25.0%, and 25.0% of these isolates. providing the isolates used in this study. PR Rhomberg, LM Deshpande, CG Carvalhaes were of Element
Materials Technology (JMI Laboratories) at the time of this study,
which was paid consultant to Mundipharma in connection with
the development of this poster.

Against echinocandin-NWT isolates that did not carry
FKS mutations (non-FKS), the activity of rezafungin,
anidulafungin, caspofungin, and micafungin was 100.0%,
78.6%, 100.0%, and 85.7%, respectively.

Fluconazole susceptibility rates ranged from 50.0% to 95.9% Refe re n C e S

and was lowest among non-FKS echinocandin-NWT isolates.
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Rezafungin remained active against 73.1% of the most
isolates of the C. glabrata displaying an echinocandin-NWT
phenotype with or without Fks alterations.
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