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Abstract
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there are no breakpoint
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Foreword

Breakpoints are the most reliable tool for predicting whether a given antimicrobial agent will be active
against an infecting isolate. Breakpoints are developed using pharmacokinetic/pharmacodynamic analysis,
clinical trial outcome data, standard distributions of minimal inhibitory concentration (MIC) values as
obtained by a reference method, and postmarketing susceptibility data. Quite often, for many fungal species
and antifungal agent combinations, the only available data are the distribution of MIC/minimal effective
concentration (MEC) values. MIC/MEC distributions are used to determine the epidemiologi
value (ECV) that defines the upper limit of the wild-type (WT) distribution. Althoug
distributions are not sufficient for breakpoint development, these cutoff values cag
distinguishing between WT isolates (ie, those having no acquired resist
type (NWT) isolates (ie, those having presumptive acquired resistance m
distinguish between organisms with and without phenotypically expresse
fungal species and an antifungal agent in a defined test system. Moreover, with
MIC/MEC of an organism lacking phenotypically expressed resistance. ECVs
absence of formal breakpoints.

As a result, the Subcommittee on Antifungal Susceptibility Tests g
o Defines how to develop an ECV

e Distinguishes between ECVs and breakpoints
e Lists, in a supplement, ECVs for available fu Bt combinations

e Provides guidance on the use of ECV i : or fungal species and

e Provides epidemiologists wit for performing surveillance testing locally,
regionally, or globally to evalua i rns over time

and do not necessarily reflect the views of the organizations the authors represent.
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Request for antifungal susceptibility testing data from fungal pathogens needed for the
development of ECVs to be included in future editions of M59%:

The Working Group on Antifungal Epidemiological Cutoff Values is requesting submission of raw
antifungal susceptibility testing data for yeasts and filamentous fungi using the protocols provided in the
most current editions of CLSI documents M27,2 Reference Method for Broth Dilution Antifungal
Susceptibility Testing of Yeasts and M38,® Reference Method for Broth Dilution Antifungal Susceptibility
Testing of Filamentous Fungi. This request is only for reference broth microdilution and

identified species. All species should be identified using a molecul
desorption/ionization time-of-flight mass spectrometry.

A standardized worksheet for data submission is available on

Key Words

Acquired resistance, epidemiological cutoff value, minimal e e concentratio inimal inhibitory
concentration, non-wild-type, wild-type
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Principles and Procedures for the Development of Epidemiological Cutoff
Values for Antifungal Susceptibility Testing

Chapter 1: Introduction

This chapter includes:
e Guideline scope and applicable exclusions
e Background information pertinent to the guideline content

e “Note on Terminology” that highlights particular use and/or variat
definitions

e Terms and definitions used in the guideline

e Abbreviations and acronyms used in the guideline

1.1  Scope

This guideline specifies requirements and recom
cutoff values (ECVs) in antifungal susceptibility

ng epidemiological

The guideline’s intended users are devel
provide assistance to clinicians on inter
effective concentration (MEC) values,
proper antifungal therapy and surv,

ratory directors who
ry con ion (MIC)/minimal
interpret MI€/MEC values for the application of
istance.

This guideline:
e |snotintended to

r in standardization, is firmly committed to achieving global harmonization
onization is a process of recognizing, understanding, and explaining differences
ve worldwide uniformity. CLSI recognizes that medical conventions in the global
have evolved differently in different countries and regions, and that legally
regional usage, and different consensus timelines are all important considerations in
rocess. CLSI recognizes its important role in these efforts, and its consensus process
onization of terms to facilitate the global application of standards and guidelines.

In many countries, epidemiological cutoff values (ECVs) are often referred to as epidemiological cutoffs

or “ECOFFs.” The terms are equivalent. In order to be consistent with other CLSI documents, including
CLSI document M100S,* the abbreviation “ECV” is used throughout this guideline.

©Clinical and Laboratory Standards Institute. All rights reserved. 1
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NOTE: Mandates are generally reserved for CLSI standards, but are occasionally allowed in CLSI
guidelines. In CLSI guidelines, use of the term “must” is either 1) based on a requirement or 2) indicative
of a necessary step to ensure patient safety or proper fulfillment of a procedure. The working group
evaluated use of the term “must” and deemed it appropriate.

1.2.2 Definitions

dataset — a set of minimal inhibitory or minimal effective concentration data generated j
laboratory.

epidemiological cutoff value (ECV) — the minimal inhibitory concen
concentration value that separates fungal populations into those wi
mutational resistance based on their phenotypes (MICs); NOTE: Often refe
cutoff” or “ECOFF.”

in the grwth
ous fungi

control well; NOTE: This terminology is currently only used wit
against echinocandin antifungal agents.

non-wild-type (NWT) — describes isolates with §0f acquired resistance
and reduced susceptibility for the antifungal age

pooled dataset — minimal inhibitory c
collected according to reference metho

ibitory concentration
on-wild-type

uality control

ild-type

wild-type-minimal inhibitory concentration/minimal effective concentration

WT-MIC/MEC

2 ©Clinical and Laboratory Standards Institute. All rights reserved.
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The Quality Management System Approach

Clinical and Laboratory Standards Institute (CLSI) subscribes to a quality management system (QMS) approach in
the development of standards and guidelines, which facilitates project management; defines a document structure
using a template; and provides a process to identify needed documents. The QMS approach applies a core set of
“quality system essentials” (QSEs), basic to any organization, to all operations in any health care service’s path of
workflow (ie, operational aspects that define how a particular product or service is provided). The QSEs provide the
framework for delivery of any type of product or service, serving as a manager’s guide. The QSEs are as follows:

Organization Personnel Process Management Nonconforming Event M3
Customer Focus Purchasing and Inventory ~ Documents and Records Assessments
Facilities and Safety Equipment Information Management nua

M57 covers the QSE indicated by an “X.” For a description of the other documents
the Related CLSI Reference Materials section on the following page.
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Related CLSI Reference Materials*

M27

M27S

M38

M59

M100S

Reference Method for Broth Dilution Antifungal Susceptibility Testing of Yeasts. 3rd ed., 2008. This
document addresses the selection and preparation of antifungal agents; implementation and interpretation of test
procedures; and quality control requirements for susceptibility testing of yeasts that cause invasive fungal
infections.

Reference Method for Broth Dilution Antifungal Susceptibility Testing of Yeasts. 4th ed., 2012. This
document provides updated tables for the CLSI antimicrobial susceptibility testing standard M27-

Epidemiological Cutoff Values for Antifungal Susceptibility Testing. 1s
the epidemiological cutoff value and quality control tables developed acco
Clinical and Laboratory Standards Institute guideline M57.

Performance Standards for Antimicrobial Susceptibility Testi
updated tables for the Clinical and Laboratory Standards Insti
M02-A12, M07-A10, and M11-A8.

* CLSI documents are continually reviewed and revised through the CLSI consensus process; therefore, readers should refer to the
most current editions.
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