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Overview of Changes

Overview of Changes

CLSI'M100-Ed35 replaces CLSI M100-Ed34, published in 2024. Major additions, reformatting, and/or fa
by additional noteworthy changes detailed by section/table. Changes to content since the previo i
formatting changes are not listed here, nor highlighted in boldface type. To learn more about the org
Use”

minor editorial or
Instructions for

« Tables 2: Changed title of “Routine QC Recommendations” box to “Q
recommendations for QC strain testing and frequency are now in A

- Tables 2: Modified comments related to testing tetracyclin
organism groups where tetracycline, doxycycline, and/q

Added method for testing exebacase i c tructions for testing exebacase previously located in Tables 5A-1 and 6A.
gt of a QC plan that includes selection of QC strains and QC testing frequency.
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Overview of Changes (Continued)
Section/Table

General
CLSI Breakpoint Revisions Since 2010

Changes

« Ampicillin-sulbactam disk diffusion breakpoints &

+ Minocycline disk diffusion and MIC breakpoints for A
Deleted:

« Doxycycline disk diffusion and MIC breakpoin

CLSI Archived Resources

Deleted:

- Table with )

Instructions for Use of Tables

Table 1A-1. Enterobacterales (excluding
Salmonella and Shigella spp.)

Tables 1. Antimicrobial Agents That Should Be Cor<idered for .

‘g and Reporting by Microbiology Laboratories

Table 1B-3. Burkholderia cepacia Comp

— Levofloxacin
—Meropenem
— Minocycline
— Trimethoprim-sulfamethoxazole

Overview of Changes
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Overview of Changes (Continued)
Section/Table

Tables 1. (Continued)

Table 1J. Anaerobes

Table 2A-1. Zone Diameter and MIC
Breakpoints for Enterobacterales (excluding
Salmonella and Shigella spp.)

Overview of Changes

Changes

Revised:
« Footnote c regarding penicillin testing and the present

Tables 2. Zone Diameter and/or MIC Breakpoints

Revised:
- Comment regarding carbapenem testing
- Comment regarding tetracycline suscef

Deleted:

- Comment regarding sulfisoxazole to

and minocycline susceptibility

Table 2A-2. Zone Diameter and MIC
Breakpoints for Salmonella and Shigella spp.

Revised:
- Comment regarding te

doxycycline and minocycline susceptibility

Table 2B-2. Zone Diameter and MIC
Breakpoints for Acinetobacter spp.

Added:
- Comment regardia
Revised:

« Ampicillin-

ediate by disk diffusion

SEP3I-00TW ISTD
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Overview of Changes (Continued)
Section/Table
Tables 2. (Continued)

Table 2B-3. MIC Breakpoints for Burkholderia
cepacia complex

Changes

Added:
« Comment regarding removal of MIC breakpoints
« Comment regarding ECVs
« Comment regarding clinical reporting guidance
» Comment regarding reference BMD as the o

Deleted:

« Ceftazidime MIC breakpoints

+ Chloramphenicol MIC breakpoints
+ Levofloxacin MIC breakpoints
+ Meropenem MIC breakpoi
+ Minocycline MIC brea
« Ticarcillin-clavulanat

Table 2B-5. MIC Breakpoints for Other Non-
Enterobacterales

prediction for doxycycline and minocycline

represent other sulfonamides

Table 2C. Zone Diameter and MIC
Breakpoints for Staphylococcus spp.

ecies included in Staphylococcus aureus complex and the species evaluated by CLSI
) methods or targets appropriate for Staphylococcus coagulans; addition of S.

ent regarding linezolid susceptibility prediction for tedizolid
Deleted:
« Comment regarding sulfisoxazole to represent other sulfonamides

Overview of Changes
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Overview of Changes (Continued)

Overview of Changes

Table 2D. Zone Diameter and MIC Revised:

Breakpoints for Enterococcus spp. - Comment regarding tetracycline susceptibility predi r doxy nd mino e
- Comment regarding linezolid susceptibility prediction fo lid

Table 2E. Zone Diameter and MIC Revised:

Breakpoints for Haemophilus influenzae and | . comment regarding tetracycline susceptj s for do ine and minocycline

Haemophilus parainfluenzae

Table 2F. Zone Diameter and MIC
Breakpoints for Neisseria gonorrhoeae

Revised:

« Comment regarding tetracycline s ility prediction f@@bxycycline and minocycline

Table 2G. Zone Diameter and MIC
Breakpoints for Streptococcus pneumoniae

Revised:
» Comment regarding te

Table 2H-1. Zone Diameter and MIC
Breakpoints for Streptococcus spp.
-Hemolytic Group

Revised:
- Comment regarding
- Comment reg

Table 2H-2. Zone Diameter and MIC
Breakpoints for Streptococcus spp. Viridans
Group

Revised:

Table 2I. Zone Diameter and MIC Breakpoints
for Neisseria meningitidis

Table 2J. MIC Breakpoints for Anaerobes

pici|lin-sulbactam for Acinetobacter spp.
inocycline for Acinetobacter spp.
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Overview of Changes (Continued)
Section/Table

Changes

Introduction to Tables 3B and 3C. Tests for
Carbapenemases in Enterobacterales and
Pseudomonas aeruginosa

Added:
« Comment recommending testing for carbapenem

- Comment regarding false-negative eCIM results with
metallo-p-lactamase

Table 3C. Modified Carbapenem Inactivation
Methods for Suspected Carbapenemase
Production in Enterobacterales and
Pseudomonas aeruginosa

Added:

- Comment regarding false-negative eCl
metallo-f-lactamase; comment includg

- Comment regarding poor sensitivi
a serine B-lactamase

Revised:
» QC recommendations bg

ing a serine carbapenemase and a

-lactamases in isolates coproducing

Table 3D. Aztreonam Plus Ceftazidime-
Avibactam Broth Disk Elution Method

Added:
« Alternative QC strains

Table 3F-1. Test for Performing Disk Diffusion
Directly From Positive Blood Culture Broth

Table 3F-2.

e Diameter Di
Breakpoints b

acter spp. ampicillin-sulbactam 16-18 h

Addee:
« Breakpoints for cefepime 8-10 h and 16-18 h

Overview of Changes
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Overview of Changes (Continued)
Section/Table
Tables 3. (Continued)

Table 3F-3. Zone Diameter Disk Diffusion
Breakpoints for Pseudomonas aeruginosa
Direct From Blood Culture

Overview of Changes

Changes

Added:
« Breakpoints for ceftazidime 8-10 h
- Comment regarding intermediate results for ceftazidime

Table 3F-4. Zone Diameter Disk Diffusion
Breakpoints for Acinetobacter spp. Direct
From Blood Culture

Table 4A-1. Disk Diffusion QC Ranges for
Nonfastidious Organisms and Antimicrobial
Agents Excluding -Lactam Combination
Agents

Tables 4. Disk Diffusion QC Ranges and Associated Tables

Added:
+ Breakpoints for ampicillin-sulbactam 8-
« Breakpoints for ceftazidime 810 h
« Breakpoints for piperacillin-tazob 10 h and 1613

Revised:

« Breakpoints for ampicilling

Added:
» Footnote tha

Table 4A-2. Disk Diffusion QC Ranges for
Nonfastidious Organisms and -Lactam
Combination Agents

- Title of table
- Introduction regarding approaches to determine QC testing frequency following test modification
Deleted:

+ Option for 15-replicate plan or 20- or 30-d plan
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Overview of Changes (Continued)
Section/Table
Tables 5. MIC QC Ranges and Associated Tables

Table 5A-1. MIC QC Ranges for Nonfastidious
Organisms and Antimicrobial Agents Excluding
B-Lactam Combination Agents

Changes

« Zosurabalpin QC range for Acinetobacter bd

« Footnote that sulfisoxazole can be used to rep ® sulfonamide

preparations
Revised:
- Footnote o regarding exebacase teg
Deleted:
+ Detailed instructions and fig
« Sulfisoxazole QC instructions

Table 5A-2. MIC QC Ranges for Nonfastidious
Organisms and f}-Lactam Combination Agents

Added:
- Ceftibuten-xerub

Table 5B. MIC QC Ranges for Fastidious Organisms
(Broth Dilution Methods)

Table 5F. MIC Reference Guide to QC Frequency
to Support Modifications to Antimicrobial
Susceptibility Test Systems

ck So’

for Preparing
Xntimicrobial Agents

Tables 6. Preparing An#i~:-robial Ageni

Table 6A. Solve
Stock Solution

ding approaches to determine QC testing frequency following test modification

D il
‘ PPUBINR 15-replfCate plan or 20- or 30-d plan

NS

Added:
«Z0 Dalpin

+ Footnote i regarding exebacase handling instructions
- Footnote j regarding CAMHB-HSD preparation instructions (now in Appendix H2)

Table 6C. Prepa Bftitions and Media
Containing Combinations of Antimicrob

gents

Added:
- Ceftibuten-xeruborbactam

Overview of Changes
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Overview of Changes (Continued)
Section/Table

Appendixes

Appendix A. Suggestions for Confirming

Antimicrobial Susceptibility Test Results and

Organism Identification for Agents Approved

by the US Food and Drug Administration for
Clinical Use

Changes

Added:
« Sulbactam-durlobactam for Acinetobacter baumanii C8
Revised:
- Organization of organisms to align with orgaai

Overview of Changes

Appendix C. Quality Control Strains for Revised:
Antimicrobial Susceptibility Tests - NOTE regarding selection of QC strajis
Appendix F. Epidemiological Cutoff Values Added:

» B. cepacia complex ECVs for:
— Ceftazidime
— Levofloxacin
— Meropenem
— Minocyclin

Appendix H. Modifications of the Minimal
Inhibitory Concentration Method for Testing
Select Antimicrobial Agents (new)

tions in Appendix H, section H2

SEP3I-00TW ISTD



Overview of Changes (Continued)

Section/Table Changes
Glossaries

Glossary | (Part 1). -Lactams: Class and Added:
Subclass Designations and Generic Names . Ceftibuten-xeruborbactam
Glossary | (Part 2). Non—[}-Lactams: Class and | Added:
Subclass Designations and Generic Names - Zosurabalpin
Glossary Il. Antimicrobial Agent Added:
Abbreviations, Routes of Administration, . Ceftibuten-xeruborbactam
and Drug Class .
+ Zosurabalpin

Abbreviations: AST, antimicrobial susceptibility testing; ATCC®, American Type Culture Collection; BMD,
HSD, cation-adjusted Mueller-Hinton broth supplemented with horse serum (25% v/v) and 0.5 mM DL-di
carbapenem inactivation method; ECV, epidemiological cutoff value; EDTA, ethylenediaminetetraacetic acid;
minimal inhibitory concentration; NCTC, National Collection of Type Cultures; QC, quality control;

bn-adjusted Mueller-Hinton broth; CAMHB-
ebrospinal fluid; d, day(s); eCIM, EDTA-modified

d quality control plan; LHB, lysed horse blood; MIC,
lococcus aureus.

Footnote

a. ATCC® is a registered trademark of the American Type Culture

SEP3I-00TW ISTD
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Instructions for Use of Tables

These instructions apply to:

- Tables 1A through 1J: suggested tiers of antimicrobial agents that sh
suggestions include clinical efficacy, current consensus recommenda

approved for clinical use by relevant regulatory organizations.
- Tables 2A through 2J: tables for each organism group that contain:
— Recommended testing conditions

— Routine QC recommendations (also see CLSI M02* and CLSI M07?)

- Tables 1) and 2J: tables containing specific recommen
bullets above

- Tables 3A through 3L: tables describin

(FDA) clinical indications for use. In other countries, placement of antimicrobial agents in Tables 1A

ratories. These
> Administration
vailable drugs

ould be considered for
tions for first-choice and a

designated by “U”)

|d generally not warrant routine testing by a

LOW IS1D pue ZOW IS1D YHM s 104
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Selecting Antimicrobial Agents for Testing and Reporting

Appropriate Agents for Routine Testing

Selecting the most appropriate antimicrobial agents to test and report is a decision best ma i ith the
antimicrobial stewardship team and other relevant institutional stakeholders.

The suggestions for each organism group in Tables 1A through 1J include agents of proy,
Considerations in the assignment of agents to specific tiers include:

ceptable in vitro test performance.

» Clinical efficacy

- Prevalence of resistance

+ Minimizing emergence of resistance
« FDA clinical indications for use

« Current consensus recommendations for first-choice and alte
« Cost

Tests on selected agents may be useful for infection-p
spectrum B-lactamase production; see Table 3A).

terobacterales to indicate potential extended-

Equivalent Agents

Antimicrobial agents listed together in 3
or resistant) and clinical efficacy are g : i st only one agent from a box routinely, typically the agent that is on its formulary.

rom one@gent e can be used to predict results for the other agent (ie, equivalent agents). For example,
tible to cefotaxi @Siciered susceptible to ceftriaxone. The results obtained from testing cefotaxime could be

of the strains. “Or” is also used for comparable agents when tested against organisms for which “susceptible-
axime or ceftriaxone with Haemophilus influenzae). When no “or” connects agents within a box, testing of one
s for another, owing either to discrepancies or insufficient data (see Section VIlI, which describes equivalent agent

”

only” brea s are provided (eg,
agent cannot be used to predict
tests).

SEP3I-00TW ISTD
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Table 1D

Enterococcus spp.
CLSI M02 and CLSI M07

ov

Table 1D. Enterococcus spp.? PP

Tier 3: Antimicrobial agentst’  are
Tier 2: Antimicrobial agents thatare ~ appropriate* -outine, prima  sting =  4:An*" ‘robial agents that
appropriate for routine, primary testing  in instituti. tserve pat  at AEL iting and reporting
but may be reported following cascade high risk for M. “ut shoula 1 oy clinician iest if antimicrobial
Tier 1: Antimicrobial agents that are appropriate reporting rules established at each reported followi. -ade repe agents  cher tiers are not
for routine, primary testing and reporting institution rules established a. nstituti ~atim-"  ,use of various factors

SEP3I-00TW ISTD

Ampicillin®<
Penicillin®d

Vancomycin

Gentamicin®
(high-level resistance testing only)

evel resistance gonly)

Daptomycin®e

Linezolid

Dalbavancinfh

Oritavancin®"

Telavancin®
Urine Only

Nitrofurantoin -

Ciprofloxa
Levofloxacin

Fosfomycin'

Tetracycline

Abbreviations: HLAR, high-level aminoglycoside re; onism; MIC, minimal inhibitory concentration.
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