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Foreword

With the development of standard methodologies for testing the susceptibility of fungal species to several
antifungal agents, minimal inhibitory concentration (MIC) and minimal effective concentration (MEC)
distributions are available to determine epidemiological cutoff values (ECVs) for Candida spp.,
Cryptococcus spp., and Aspergtllus spp. The ECVs provided in this document were established using the
guidance in CLSI document M57." The ECV, which is the MIC or MEC value that defines the upper 11m1t
of the wild-type (WT) distribution, is useful for distinguishing between WT isolates withg
resistance mechanisms and non-WT isolates harboring acquired resistance mechag

document M27%) or the broth microdilution procedure for filamentous fungi (s¢
Overview of Changes

This document replaces the previous edition of the approved dg in 2018.
Several changes were made in this edition, including:

e Table 1. Epidemiological Cutoff Values for In Vitro Sus jli i andida spp. With

No Breakpoints:
NOTE: New Candida ECVs were adopted i tftimgal Susceptibility Tests
during the annual meetings in January 2019 ¢ tentative and are open

for comment for one year from the p

— Added ECVs for:
o Amphotericin B

= Candida

C. orthopsilosis

vil
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o Fluconazole
= C. duobushaemulonii
= C. kefyr
= C. metapsilosis
= (. orthopsilosis

o Itraconazole

C. dubliniensis

C. duobushaemulonii
C. guilliermondii

C. kefyr

C. metapsilosis

C. orthopsilosis
Candida parapsilosis

o Isavuconazole
= C. duobushaemulonii

o Micafungin
= C. duobushaemulonii
»  C kefyr
v C. metapsilosis
= (. orthopsilosis

o Posaconazole
=  C. dubliniensis
C. duobushaemulonii
C. kefyr
C. metapsilosis
C. orthopsilosis

o Voriconazole
= C. duobushaem

o Nomenclature for “C. gattii (VGII)” to “C. deuterogattii (formerly C. gattii) (VGII)”

o Footnote regarding molecular genotypes of Cryptococcus spp.

viii
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Table 3. Epidemiological Cutoff Values for In Vitro Susceptibility Testing of Aspergillus spp. With
No Breakpoints:
— Moved ECV for Aspergillus fumigatus to Table 5 (new table) for:

o Voriconazole

Table 4. Epidemiological Cutoff Values for In Vitro Susceptibility Testing of Candida spp. With
Breakpoints:

NOTE: New Candida ECVs (and revised ECVs for C. parapsilosis sensu stricto) were

January 2020. These ECVs are tentative and are open for comment
of M59.

— Added caspofungin ECVs for:
o C. guilliermondii
o C. parapsilosis

— Revised ECVs for C. parapsilosis sensu stricto for:
o Anidulafungin
o Fluconazole

o Micafungin

— Deleted ECV for C. parapsilosis for:
o Voriconazole

— Added NOTE regarding Candida
— Revised footnote regarding

—  Deleted footnotes regarding
species complex

ifungal Agent Abbreviation(s), Route(s) of Administration, and Drug Class:
— Added flucytosine

X
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Table 1. Epidemiological Cutoff Values for In Vitro Susceptibility Testing of
Candida spp. With No Breakpoints'

Antifungal Agent Species ECV, pg/mL*"*
Amphotericin B C. albicans 2
C. dubliniensis 0.5
C. glabrata 2
C. guilliermondii 2
C. kefyr
C. krusei
C. lusitaniae®
C. metapsilosis
C. orthopsilosis
C. parapsilosis
C. tropicalis
Anidulafungin C. dubliniensis
C. duobushaemulonii
C. kefyr
C. lusitaniae
Caspofungin 0.25
1
0.25
1
Fluconazole 0.5
32
8
1
1
4
orthopsilosis 2]
Isavuconazole yobushaemulonii 0.25
Itraconazole dwbliniensis 0.25
C. duobushaemulonii 1
C. glabrata 4
C. guilliermondii 2
C. kefyr 0.5
C. krusei 1
C. lusitaniae 1
C. metapsilosis 1
C. orthopsilosis 0.5
C. parapsilosis 0.5
C. tropicalis 0.5
Mi i C. dubliniensis 0.12
C. duobushaemulonii 0.5
C. kefyr 0.125
C. lusitaniae 0.5
C. metapsilosis 1
C. orthopsilosis 1

©Clinical and Laboratory Standards Institute. All rights reserved.
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Table 1. (Continued)

Antifungal Agent Species ECV, pg/mL*"*
Posaconazole C. albicans 0.06
C. dubliniensis 0.125
C. duobushaemulonii 1
C. glabrata 1
C. guilliermondii 0.5
C. kefyr
C. krusei

C. lusitaniae

C. metapsilosis
C. orthopsilosis
C. parapsilosis
C. tropicalis
Voriconazole C. duobushaemulonii
C. glabrata

C. metapsilosis
C. orthopsilosis

Abbreviation: ECV, epidemiological cutoff value.

Footnotes

LSIT document
pth microdilution
broth microdilution

a. The epidemiological cutoff values (ECVs) in M59 were established
M27." If another methodology is used for susceptibility testing,
before the ECVs are used, just as other methods must be validat
are used.

b. ECVs capture >97.5% of the statistically modeled po,
type).

es (non-wild-
c.  If'the 24-hour growth control shows insufficie

amphotericin B in vivo during therag resistance was noted in studies, the phenotype was only
observed using agar gradient styi oth microdilution methods.”

except when stated otherwise.

tition Antifungal Susceptibility Testing of Yeasts. 4th ed. CLSI
linical and Laboratory Standards Institute; 2017.

ton JW. A long journey from minimum inhibitory concentration testing
points: deterministic and probabilistic approaches in deriving breakpoints.
05.

3 Pfaller MA -Ingroff A, Bustamante B, et al. Multicenter study of anidulafungin and micafungin
MIC distributions and epidemiological cutoff values for eight Candida species and the CLSI M27-A3
broth microdilution method. Antimicrob Agents Chemother. 2014;58(2):916-922.

2 ©Clinical and Laboratory Standards Institute. All rights reserved.
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Glossary. Antifungal Agent Abbreviation(s), Route(s) of Administration, and Drug

Class
Route(s) of
Administration®

Antifungal Agent Abbreviation(s)* PO v Drug Class
Amphotericin B AMB X Polyene
Anidulafungin AND X Echinocandin
Caspofungin CAS, CFG X Echinocandin
Fluconazole FLC, FLU, FLS, FCA, FLZ, FZ X X Azole
Flucytosine 5-FC X
Isavuconazole ISA X X
Itraconazole ITR X X©
Micafungin MCF X
Posaconazole POS, PCO, POC X X
Voriconazole VRC, VCO, VOC, VO X X

Abbreviations: IV, intravenous; PO, oral.

Footnotes

a.  These abbreviations are assigned to one or more diagnostic products in the Unite is available,

the abbreviation is that of the manufacturer.
b. As available in the United States.

c. Itraconazole is not available for IV administration in the United

NOTE: Information in boldface type is new or modi

14
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