CLINICAL AND
// LABORATORY
STANDARDS

INSTITUTE® 4th Edition

----------------------------------------------------------------------------------

M57S

Epidemiological Cutoff Values for Antifungal
Susceptibility Testing

This document includes epidemiological cutoff values developed
according to the criteria in the Clinical and Laboratory Standards
Institute (CLSI) guideline M57 and generated according to the
reference broth dilution methods described in the CLSI standards
M27 and M38.

oooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooo

A CLSI supplement for global application.



Clinical and Laboratory Standards Institute

Setting the standard for quality in medical laboratory testing around the world.

The Clinical and Laboratory Standards Institute (CLSI) is a not-for-profit membership organization that brings
together the varied perspectives and expertise of the worldwide laboratory community for the advancement of a
common cause: to foster excellence in laboratory medicine by developing and implementing medical laboratory
standards and guidelines that help laboratories fulfill their responsibilities with efficiency, effectiveness, and global
applicability.

Consensus Process

Consensus—the substantial agreement by materially affected, competent, and interested parties—is core to the
development of all CLSI documents. It does not always connote unanimous agreement but does mean that the
participants in the development of a consensus document have considered and resolved all relevant objections
and accept the resulting agreement.

Commenting on Documents

CLSI documents undergo periodic evaluation and modification to keep pace with advances in technologies,
procedures, methods, and protocols affecting the laboratory or health care.

CLSI’s consensus process depends on experts who volunteer to serve as contributing authors and/or as participants
in the reviewing and commenting process. At the end of each comment period, the committee that developed

the document is obligated to review all comments, respond in writing to all substantive comments, and revise the
draft document as appropriate.

Comments on published CLSI documents are equally essential and may be submitted by anyone, at any time, on
any document. All comments are managed according to the consensus process by a committee of experts.

Appeal Process

When it is believed that an objection has not been adequately considered and responded to, the process for
appeal, documented in the CLSI Standards Development Policies and Processes, is followed.

All comments and responses submitted on draft and published documents are retained on file at CLSI and are
available upon request.

Get Involved—Volunteer!

Do you use CLSI documents in your workplace? Do you see room for improvement? Would you like to get

involved in the revision process? Or maybe you see a need to develop a new document for an emerging
technology? CLSI wants to hear from you. We are always looking for volunteers. By donating your time and talents
to improve the standards that affect your own work, you will play an active role in improving public health across
the globe.

For additional information on committee participation or to submit comments, contact CLSI.

Clinical and Laboratory Standards Institute
P: +1.610.688.0100

F: +1.610.688.0700

www.clsi.org

standard@clsi.org




M57S-Ed4
August 2022
Replaces M59-Ed3

Epidemiological Cutoff Values for Antifungal Susceptibility
Testing

Gary W. Procop, MD, MS

Philippe J. Dufresne, PhD, RMCCM
Elizabeth Berkow, PhD

Sharon K. Cullen, BS, RAC

Jeff Fuller, PhD, FCCM, D(ABMM)
Kimberly E. Hanson, MD, MHS

Nicole M. Holliday, BA

Shawn R. Lockhart, PhD, D(ABMM), F(AAM)
Audrey N. Schuetz, MD, MPH, D(ABMM)
Paul E. Verweij, MD, FECMM

Nathan P. Wiederhold, PharmD

Adrian M. Zelazny, PhD, D(ABMM)

Abstract

Clinical and Laboratory Standards Institute document M57S—Epidemiological Cutoff Values for Antifungal
Susceptibility Testing includes epidemiological cutoff values (ECVs) and quality control tables developed
following the guidance in CLSI document M57." These ECVs are valid only when they are developed in
accordance with CLSI document M57' and when minimal inhibitory concentrations or minimal effective
concentrations are generated according to the reference broth dilution methods described in CLSI documents
M272 and M38.3 Users should replace previously published tables with these new tables. Changes in the tables
since the previous edition was published appear in boldface type.

Clinical and Laboratory Standards Institute (CLSI). Epidemiological Cutoff Values for Antifungal Susceptibility
Testing. 4th ed. CLSI supplement M57S (ISBN 978-1-68440-158-1 [Print]; ISBN 978-1-68440-159-8 [Electronic]).
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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 ascomycete yeasts (Candida spp. and Saccharomyces spp.), basidiomycete
yeasts (Cryptococcus spp., Rhodotorula spp., Trichosporon spp.), and Aspergillus spp. of
clinical importance. The ECVs provided in this document were established using the guidance
in CLSI document M57." The ECV, which is the MIC or MEC that separates fungal populations
into those with and without acquired and/or mutational resistance based on their
phenotypes (wild-type [WT] or non-wild-type [NWT]), is useful for distinguishing between
WT isolates without acquired resistance mechanisms and NWT isolates harboring acquired
resistance mechanisms. Unlike breakpoints, ECVs do not classify isolates as treatable
(susceptible) or untreatable (resistant). In lieu of breakpoints, clinicians can use ECVs alone
when deciding whether to treat a patient with a certain agent (see CLSI document M57").
However, ECVs do not predict therapeutic response. For ECVs to be clinically useful, the MIC
or MEC should be determined using the broth microdilution procedure for yeasts (see CLSI
document M272) or the broth microdilution procedure for filamentous fungi (see CLSI
document M383).

NOTE: Current fungal taxonomy is under revision. Many genera have both a teleomorph
(sexual state) and an anamorph (asexual state) name. In this document, the traditional
Candida anamorph names are used to provide continuity with both past procedures and
associated documents such as CLSI document M272? and others.4*¢

NOTE: When serial twofold dilution MICs are being prepared and tested, the actual
dilution scheme is, eg, 128, 64, 32, 16, 8, 4, 2, 1, 0.5, 0.25, 0.125, 0.0625,

0.03125 pg/mL, etc. For convenience only, and not because these are the actual
concentrations tested, it was decided to use the following values in M57S: 128, 64, 32,
16, 8, 4, 2, 1, 0.5, 0.25, 0.12, 0.06, 0.03 pg/mL, etc. The values that appear in the tables
are equivalent to the actual values tested, eg, 0.12 pug/mL =0.125 pyg/mL, and laboratories
should report an ECV of <0.125 pg/mL as <0.12 pg/mL.

....................................................................................




