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INVESTIGATIONAL BREAKPOINTS FOR CEFEPIME-ZIDEBACTAM

Enterobacterales, Acinetobacter baumannii, and Pseudomonas aeruginosa 2% 9 %
cefepime/zidebactam @ investigational 7L A4 2 RA > F ; S<64/64 mg/L % CLSID ') —1)
V—RICHIXEE L TERETHCEREIN (BR : BR 14, K30, FEIEO, RFE0)

* SE : M23 6th hit (2023)IZ#E& S TL VS lnvestigational Breakpoints] DA% LI FICER
LT, WAL . SBTRRSWEEH (B) $FHfFLT1.

For antimicrobial agents that are in development (ie, for which registration has not yet
occurred for any indication), information on zone diameter and MIC relationships,
distributions of MICs for organisms relevant to the intended clinical uses, and PK/PD
indices may be submitted to the relevant CLSI subcommittee and to any relevant CLSI
working group (eg, the CLSI Working Group on AST Breakpoints) co-chairholders at any
time. The relevant CLSI subcommittee can then assist in the selection of “investigational”
breakpoints to be used by clinical investigators during clinical trials that assess efficacy.
Investigational breakpoints that are not yet approved by a regulatory agency are not
published in CLSI documents. If an antimicrobial agent has regulatory agency approval for
some organisms but the approval does not include a specific organism, it may be published
in CLSI documents as investigational for that specific organism.

CEN)

FRERPOREE (Thbs, BHEOCEBZENET LTOLEVNRESR) ([COWTR, T14RVEE
MIC OBk, EREREABMICEET 28O MIC 53, & U PKIPD {5IRICET SRR EREET
5 CLSIBHERRBLUVBEET S CLSIT—F 0TI NL—T BIAIE, AST TSRSV kIS
Y5 CLSIT—F 2T N—T) OARBRICVODOTHRHET S ENTES, BEED CLSI &
HaE AOtt2FMT SHMEABRRICARBEETENERT S NDARAL TLA 2 RS > FORR
EXETHCLENTED, RFEABEBEICEISTEESATOEVERATI LA IHRS Y R, CLSI
OXEICEELEBHINATOVEGEL, HAIMEEASV S DA QMBI L THREBBEOREEZTT

WEH, ZORBICEEOHENSTEALTUVEMES, TOREOMEAICH L TIXABRABELT
CLSIXZ([C#EBH B LhHB, *investigational & AEFH] E{RERLT-,

Benefit of CLSI assigned investigational breakpoints for Robust PK/PD data supports proposed FEP/ZID

FEP/ZID breakpoints

* Investigational breakpoints would facilitate FEP/ZID * FEP/ZID is in Phase 3 & therefore does not qualify
susceptibility testing for pathogens isolated from for formal breakpoints
patients being considered for compassionate — On-going Phase 3 study in cUTI unlikely to provide data
use/expanded access supportive of breakpoints for “target” carbapenem-

resistant pathogens for which there is highest unmet
* Availability of investigational breakpoints would need

help in analyzing FEP/ZID Phase 2 /Phase 3 results
as well as susceptibility interpretation of

— Under abridged/streamlined development, high
reliance on HSR studies in animal infection models,
surveillance MIC data PK/PD targets, MCS and PTA for breakpoint

. determination
* Investigational breakpoints would also help

* For FEP/ZID, non-clinical PK/PD data is supportive

expedite development of AST methods
of investigational breakpoint




Organism/ MIC (mg/L)
organism group Susceptible* | Intermediate

A. baumannii < 64/64
P. aeruginosa < 64/64
Enterobacterales < 64/64

FEP/ZID MICs determined in 1:1 ratio of FEP and ZID

*Susceptible-only criteria (isolates with FEP/ZID MICs >64 mg/L are
globally rare)

Rationale for identified
FEP/ZID breakpoints

= >99% PTA of FEP and ZID PK/PD targets

= >1 log,-kill elicited by FEP/ZID HSR in

neutropenic mice thigh or lung infection

models

= Global MIC distribution for “target”

carbapenem-resistant pathogens extending
to far right (MICs 8 to 64 mg/L)

= U.S. FDA agreed to employ PK/PD breakpoint

of <64 mg/L for A. baumannii, P. aeruginosa
& Enterobacterales in Phase 3 studies of
FEP/ZID

CEFEPIME BREAKPOINT DOSAGE COMMENT FOR PSEUDOMONAS AERUGINOSA
P. aeruginosa |[Z%t4 % cefepime ) susceptible D5 E % 291V q8h over 3 hours ICEFE T

S ENEBEINE (BRE : B 14, R¥0, FHEO0, RFE 0)

* 8% : Brief History of Cefepime Breakpoints

1999: original BP
(S/1/R: 8/16/32),
no dosing

2005: no BP
change

2010: no BP

change, dosing

added

2014 2023:
Enterobacterales BP Enterobacterales BP
lowered, S/SDD, remained but S/SDD
dosing revised dosing revised

* £ . CLSI Cefepime Breakpoints and Dosage

Today:
Pseudomonas
aeruginosa BP

dosing proposal

Enterobacterales

Breakpoint Breakpoint
(ug/mL) Dosage (ug/mL)

2010 S=<8 1g q8h or 2g q12h
2014 S=s2 1gq12h

SDD 4 1g q8h or2g q12h 5<8

SDD 8 2g q8h
2024 S=<2 1g q8h or 2g q12h

SDD 4-8 2g gq8h over 3h

* B% . International MIC distribution

Dosage

1g g8h or 2g q12h




Cefepime / Escherichia coli Cefepime / Pseudomonas aeruginosa

International MIC distribution - Reference database 2024-03-02 International MIC distribution - Reference database 2024-03-02
Based on aggregated distributions Based on aggregated distributions
MC distribugions include colisted data from muliple sources, geographic s and tme perlods and can ne d to infer rates of resistance MIC distributions include collated daa from multiple sources, gecgraphical areas and time periods and can never be used o infer rates of resistange
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Epidemiological cut-off (ECOFF) 0.125 mg/L Confidence interval: 0.06 - 0.25 pldemiological cut-off (ECOFF): & mg/L Confidence interval: 8 - 32
ildtyp organisms: 5 0.1 13457 observations (35 data sources rganisms: = 8 mg/L 11355 obsarvations (18 data sources)

CARBAPENEM RESISTANT ENTEROBACTERALES AND CARBAPENEM TESTING

RK2AN DAV FEUTOESICEETHENRESh, RKEBShf- (BE: #Hr 12, kR
2, O, REO) ;

“Isolates resistant to any carbapenem tested (eg, ertapenem, imipenem, meropenem) except
Proteus spp., Providencia spp., or Morganella spp. only resistant to imipenem, should
undergo carbapenemase testing using a phenotypic and/or molecular assay to identify and
ideally differentiate the presence of particular carbapenemases (eg, KPC, NDM, OXA-48, VIM,
IMP). The decision of testing and reporting is best made by each laboratory in consultation
with the antimicrobial stewardship team and other relevant institutional stakeholders. These
results are important for treatment decisions and inform infection control and prevention
interventions and/or epidemiologic investigations, but do not replace antimicrobial
susceptibly testing for new agents. Depending on local epidemiology and resources,
laboratories may consider omitting carbapenemase testing for Enterobacter cloacae complex
and Klebsiella aerogenes isolates that are only resistant to ertapenem, because
carbapenemases are currently uncommon in such isolates. See Appendix G, Table G3
regarding suggestion for reporting when new mechanism of resistance-based testing
(molecular and phenotypic methods) is discordant with phenotypic AST.”

(fR&ER)

Proteus J®&, Providencia B&, FE7-[ imipenem DAIZTH1ED Morganella BE %N T,
BEZToEHILNARKRLRAEZE (FIZ(E, ertapenem, imipenem, meropenem) IZTittED %
BEBRIE, BFEDHILIARRT—E (HIZIE, KPC, NDM, OXA-48, VIM, IMP) DFEEREZEL,
BEMICEADIVNARRT—EOEEZEINT 5012, REBVOBGEFREZAVNEAILARRT
—ETA L EREBITRETHDH. REDERBELWMEDREIL, ASP & X UE Do EEEE D ES
RELHBBOL, FERTITSOMNRETHS. ChoDBRERRIT, BRAHORECERRHE -
FHOEODNMA, BLWFHEEITEENGREICE-TEETHLIN, FRAAEISHT HFA
REZEREICHR-TRHLILDOTEEGL, MIEOEFED) YV —XIZTK>TIE, Enterobacter
cloacae complex & U Klebsiella aerogenes DB THILNRRXI—EELETIREDE AW
THD=®, ertapenem [IZOAMIEZETTHRICOWTIE, HNWNARRI—ETR FEEBTHC
EEERLTHEL, MEADZZXLICEISHLOVRE ERETFRECRRY) BRIAERRZ
HEBOBRL—BLEWMEEOREIZOVTIE, G KXRGIEFBRBOZ L,



* &% : SENTRY Data to determine the % of carbapenemase-producing isolates that test
susceptible, intermediate, or resistant to carbapenems

Oganiams | rapanem | _imiponom | Moropenam
KPC S | R S | R S | R
All Enterobacterales (n=2409; 1272-erta) 1.4% 1.1% 975% | 1.7% 3.3% |95.0% |4.2% 5.8% 90.0%

Klebsiella pneumoniae (n=1915; 1029-erta) 0.9% 05% 98.6% 13% 12% 97.6% 2.0% 34% 94.6%

Enterobacter cloacae (n=183; 91-erta) 1.1% 1.1% 97.8% 44% 82% 874% 93% 13.7% 77.0%
Escherichia coli (n=80; 45-erta) 89% 11.1% 80.0% 7.5% 20.0% 725% 21.2% 212% 57.5%
Serratia marcescens (68; 31-erta) 0.0% 0.0% 100.0% 0.0% 15% 985% 29% 74% 89.7%
Klebsiella oxytoca (n=60; 30-erta) 0.0% 0.0% 100.0% 0.0% 83% 91.7% 11.7% 16.7% 71.7%
OXA-48-like

All Enterobacterales (n=861; 590-erta) 29% 27% 94.4% 82% 203% |714% |26.7% 9.3% | 64.0%

Data courtesy of Mariana Castanheira: Presented at Jan 2024 CLS| Meeting
Organiss Erispenem | Imipenem | Meropenem
NDM S | R S I R S | R

All Enterobacterales (n=714; 439-erta) 05% 07% 989% 1.1% 1.0% 97.9% 1.8% 1.0% 97.2%
Klebsiella pneumoniae (n=485; 297-erta) 0.7% 0.0% 99.3% 16% 04% 97.9% 21% 0.6% 97.3%

Enterobacter cloacae (n=90; 58-erta) 00% 0.0% 100.0% 00% 2.2% 978% 2.2% 44% 93.3%
Escherichia coli (n=85; 50-erta) 0.0% 0.0% 100.0% 0.0% 2.4% 97.6% 0.0% 0.0% 100.0%
VIM

All Enterobacterales (n=214; 128-erta) ~ 27.3% 11.7% }W\ 1.4% 75% 91.1% 26.2% 17.8%{@\
Klebsiella pneumoniae (n=79; 58-erta) 13.8% 12.1% 74.1% 13% 1.3% 975% 15.2% 203% 64.6%
IMP

All Enterobacterales (n=80; 44-erta) 45% 11.4% :84.1%: 11.2% 18.8% 70.0% | 15.0% 8.8% :76.2%:

*BZE . % of ertapenem-mono-resistant isolates that harbor a carbapenemase: Summary of
data from 4 different sources of USA isolates

CRACKLE-2 CDC’s EIP CDC’s AR Lab Network
(biased towards CP)

Overall 11.8% (16/136) 10.6% (143/2244) 6.8% (10/146)  19.3% (1438/7466)
Klebsiella pneumoniae 19.7% (46/234) 23.1% (3/13) 28.0% (381/1359)
Escherichia coli 17.9% (46/257)  13.6% (3/22)  27.0% (296/1096)
Enterobacter cloacae 5.5% (41/747) 5.8% (3/22) 13.2% (467/3532)
Klebsiella aerogenes 2.1% (2/96) 0% (0/12) 4.1% (16/393)

Tables 3B and 3C: Tests for Carbapenemases in Enterobacterales and Pseudomonas
aeruginosa

Table3B & 3C DAY & LT MERDEBRAA F54 2, BEFHFIR, FTEFHRE
DFE=BIZ, ANNRRXT—EZ2ELET SFENHMEEHEF-ERBEORENSDEL L HEALH



Bo NIRRT —EDEREZEANT HRERX, DINARRLREERAEEREB O EEICHT 54
BAHDRED-HIZHESIND, ] ZEBETHENREESHh, RRBIhf- (BR:8BR14, K
xt 0, 0, RJF 0)

AMPICILLIN-SULBACTAM MIC BREAKPOINTS FOR ACINETOBACTER SPP.
Acinetobacter BE =¥t % ampicillin-sulbactam DIR{TD MIC TL A VRS >+ (S<8/4, |
16/8, R232/16 ug/mL) [IZEE &, 3g ampicillin-sulbactam (ampicillin 2g & sulbactam 1g)
% q6h as an extended infusion of 23 hours #5935 LD XA Y MIEREBEIh (B . &
X 14, &xt 0, FEHEO, RFE0),
* 8% : PK/IPD

Sulbactam PK/PD B z00% B <r0%

[] =70-89.3% I wnr
Estimated PTA for SUL Dosing Regimens at 60% T>MIC threshold

SUL dosin . " MIC (mg/L)
regimen 9 TDD (g) Infusion duration (h) 4 P 1 »

1g Q12h 2

1
4
1
1gQ8h 3 p
1
1g Q6h 4 .
2gQ1izh 4 !
4
29 Q8h 6 !
4
1
2g Q6h 8 "
1
3g Q8h 9 .
3g Q6h 12 !
4
4g Q8h 12 !
4

AMPICILLIN-SULBACTAM DISK BREAKPOINTS FOR ACINETOBACTER SPP.
Acinetobacter BHEII=x9 % ampicillin-sulbactam OF 1« X 7 #EEkE (DD) TLAL O HRL U+
(S5222,117-21,Rs16 mm) Z&EB L= (FE : i 14, Rxt 0, FEHE 0, RF 0),

MINOCYCLINE MIC BREAKPOINTS FOR ACINETOBACTER SPP.

Acinetobacter REIZ%19 % minocycline ® MIC FL A /KR4 >k (S$1, 12, R24 pg/mL) %
200 mg q12h IG5 EBICE D CETREL: (BRE : R 13, R 0, FHEO0, RE1),

* 8% : Minocycline dosing

PO: 200mg x 1 (loading dose), then 100mg Q12h
IV: 200mg x 1, then 100mg Q12h over 1h?

Package insert

IDSA AMR Guidance (2023) PO/IV: 200mg Q12h

CLSI M100-534 (2024) PO/IV: 200mg Q12h (S. maltophilia)

3Should not exceed 400mg in 24 hours



* 8% : M23 cutoffs to set breakpoint Minocycline and Acinetobacter spp.

Type of cutoff MIC (ug/mL)

Epidemiological cutoff value 0.25-0.5 pg/mL

Non-clinical PK/PD cutoff value 0.5 pg/mL (100 mg g12h)
0.5-1 pg/mL (200 mg q12h)

Clinical exposure response Not available

relationship cutoff value

Clinical cutoff Not available

MINOCYCLINE DISK BREAKPOINTS FOR ACINETOBACTER SPP.

Acinetobacter B&E %19 % minocycline ® DD L4 /KR4 >+ (S222, | 18-21, RS17 mm)
% [1; intermediate MFFR TIE MIC HEREZERKET 51 EDIA Y MIETERREL: (8K : B
10, Rxt 3, EHEO, RIE 1),

Methods Application and Interpretation 7—3%>4 5 )IL—7F
APPENDIX A REVISIONS
Acinetobacter baumannii complex IZx ¥ % sulbactam-durlobactam | £ L <[ R %

Appendix A @) Category | IZIBINT 5 EMRBSh-(BE B 12, RX 1, FTHEO0, RE1),

Occurrence and Significance of Resistance and Actions to Take
Following Confirmation of Results®

Category | Category Il Category lll

May be common but
Not reported or only generally considered
rarely reported to  Uncommon inmost  of epidemiological
date institutions concern

Antimicrobial Agents and
Resistance Phenotypes Detected?-

Organism or Organism Group Antimicrobial Class/Subclass

Escherichia coli, Klebsiella Cephems Cephalosporin lII/IV - 1/SDD or R

pneumoniae, Klebsiella oxytoca, and

P. mirabilis

Salmonelia and Shigelfa spp.® Cephems Cephalosporin lll -1 or R X
Macrolides Azithromycin - R X
Fluerequinclones Any fluoroquinolone — | or R X

Acinetobacfer [p-Lactam combination agenis Sulbactam-durlobactam-1 or R X

baumannii Cephems Cefiderocol — 1 or R X

|

compiex Carbapenems Any carbapenems — | or R X

Lipopeptides Colisti/polymyxin B - R

Appendix A DEA (JIL—7F) & Table2 [TE&HE S EMARBEINF (RE: 13, K30,
g0, RE1,

Any Enterobacterales
Acinetobacter baumannii complex
Pseudomonas aeruginosa
Stenotrophomonas maltophilia
Haemophilus influenzae

Neisseria gonorrhoeae
Enterococcus spp.

Staphylococcus aureus
Staphylococcus spp. other than S. aureus
Streptococcus pneumoniae
Streptococcus, B-hemolytic group
Streptococcus, viridans group
Neisseria meningitidis

Bacteroides spp. and Parabacteroides spp.

Any Enterobacterales

Pseudomonas aeruginosa

Acinetobacter baumannii complex
Stenotrophomonas maltophilia
Staphylococcus aureus

Staphylococcus spp. other than S. aureus
Enterococcus spp.

Haemophilus influenzae

Neisseria gonorrhoeae

Streptococcus pneumoniae
Streptococcus, B-hemolytic group
Streptococcus, viridans group

Neisseria meningitidis

Bacteroides spp. and Parabacteroides spp.



BURKHOLDERIA CEPACIA COMPLEX UPDATE

Burkholderia cepacia complex D #E ¥ M A v k74 7 {E ECVs; ceftazidime (16 pg/mL),
levofloxacin (8 pg/mL), meropenem (16 pg/mL), minocycline (8 pg/mL), trimethoprim-
sulfamethoxazole (2 pug/mL) & LT, reference ZZ JOAMEBATEATHIZFL, AXFEEZE
RIS EMNEREINS (R BRE10, /3t 3, FHEO, RFE1),

BURKHOLDERIA CEPACIA COMPLEX TABLE 2B-3 REVISIONS
Table 2B-3 Burkholderia cepacia complex ZHET 5 EMNERBEINf- (BR: Bl 12, &

xt1, O, RFE1),

*BE :Table2B-3DIAAV FELTUTOXENMEHEINEIFETH S,

(1) MIC and disk diffusion breakpoints for B. cepacia complex organisms were removed

based on data showing that two CLSI reference AST methods, BMD and AD, do not correlate.

These findings are supported by additional studies conducted by EUCAST and a Brazilian

study demonstrating problems with B. cepacia complex AST.

(2) Epidemiological cutoff values (ECVs) are available in Appendix F, which are for

epidemiological use only. In several cases, ECVs are above MICs typically achievable by

routine antimicrobial dosing for similar organisms.

(3) Laboratories may consider adding the following comment to the laboratory report:

"Antimicrobial susceptibility testing is not routinely performed for Burkholderia cepacia

complex due to the lack of accurate test methods. MICs for ceftazidime, levofloxacin,

meropenem, minocycline, or trimethoprim-sulfamethoxazole with wild-type isolates are high
and may be above the MIC typically achievable by routine antimicrobial dosing."

(4) If testing is performed, reference BMD is the only reproducible method and include the

comment, "Correlation of MIC values with clinical outcome is not known."

CEN)

(1) B. cepacia complex @ MIC & T DD T L4 VKA > k&, 2 DD CLSI reference AST ;5T
$H%BMD & U AD AEBIL WV EIZR IV THIBRShTz, ChoDHRIL, EUCAST A3
M LT=BINFEE LU B. cepacia complex AST DRIEREZRLEISCILOHEIZL>TE
Flroh TS,

(2) &E#Ahy A D{E (ECVs) [ Appendix F TAFRIRETHAH, ChiZTEEHLEROH %
BMELZEDTHD, LN OIDEHTIX, ECVs [TELOMEICH L THENGREERRS
TEEZERATEE MIC EZFBZ TS,

(3) REBRIE, REBESEICUTOOIAV M 2HFE5ETHIEZHREILTH KU [Burkholderia
cepacia complex [Zx9 2 EFBRIERRIT, ERLRBENLGV-O, BEBRETEEES
hTULVELY, ceftazidime, levofloxacin, meropenem, minocycline, % L < [& trimethoprim-
sulfamethoxazole DHFAE S EE/D MIC EIZE <, BEOREX RS TEEZMTEEL MIC
[EZBASATEENRDH D,

(4) EFIBRZEREBREERET B AKX, reference BMD RE—DERMEDHDAHETHY, TMIC
ELBRRMDREDOHEBEEIFTHATHS | DALY FE2HET D,



BURKHOLDERIA CEPACIA COMPLEX APPENDIX F REVISIONS
Appendix F ZBET 5 EMNRBEINF: (BE: B 1M, kxt 2, FHEO, RE 1), AEFE
DRZELUTIZRT S, Table DAHIE G2 TIX%A <, F1I24 5,

Table G2. ECVs for Burkholderia ceiacin comilex'

Ceftazidime =16 =32
Meropenem <8 z 16
Minocycline <16 232
Levofloxacin <8 216
Trimethoprim- =2 =4
sulfamethoxazole

Abbreviations: ECV, epidemiological cutoff value; MIC, minimal inhibitory concentration; NWT, non-wild-type; WT, wild-type.

Hnsufficient data were available to establish ECVs for individual species within the complex. Although more than 50% of the data were contributed by a single
laboratory for minocycline and trimethoprim-sulfamethoxazole, the data were not weighed before pooling and analysis. The ECVs are under review and will be
updated if appropriate.

References for Table G2
***Placeholder to add a reference to Holly Huse’s forthcoming publication describing the work done to set the ECVs***

TEXT AND TABLES 7—% 255 —7F

STAPHYLOCOCCUS CONTENT

CLSI M100 35" [2# L T SOSA,; staphylococci other than S. aureus OFRENERA SN D, F
f=, S.aureus complex MEEAE LT IS. aureus complex (a7 5 S5 —EBE®D S. aureus, S.
argenteus, S. schweitzeri, B XUVRBHINTWVEIVWEFDOMOEEMN BRSNS [BERTIE,
CLSI (X S. aureus UNDOBEFEIZCDWNWTIE, S ZICREELA-AETHEML TLEWNAERENS,

{6) Historically, for S. aurews and staphylococei other than 5. aureus (SOSA) resistance to the penicillinase-stable penicillins
(see Glossary |) has been referred to as “methicillin resistance" or “oxacillin resistance.” MRS are strains that express mecA (or
its homologue, mecC) or another mechanism of resistance, such as changes in affinity of penicillin-binding proteins for oxacillin
(eg, modified S. aureus strains).

Most methicillin {oxacillin) resistance is mediated by mecA, encoding PBP2a (also called PBP2'). Tests for mecA and PBP2a are
the most definitive tests for detection of methicillin (oxacillin) resistance for Staphylococcus spp. Mechanisms of methicillin

(oxacillin} resistance other than mecA, such as mecC, are rare.® MICs for strains with mecC are typically cefoxitin resistant and
oxacillin susceptible; mecC resistance cannot be detected by tests directed at mecA or PBP2a.

Isolates that test positive for mecA, mecC, or PBP2a or resistant by any of the recommended phenotypic methods should be
reported as methicillin (oxacillin) resistant (see the table below and Appendix G).

MRS are resistant to currently available B-lactam agents, with the exception of ceftaroline (see comment 12). This is because
most documented cases of MRS infections have responded poorly to B-lactam therapy or because convincing clinical data that
document clinical efficacy for those agents have not been presented.

Detection of methicillin (oxacillin) resistance in staphylococci is achieved by using specific methods as listed in this table and
further described in Table 3H.

Methods or Targets for Detection of Methicillin (Oxacillin}-Resistant Staphylococcus spp.

Disk Diffusion MIC
Organism Cefoxitin Oxacillin Cefoxitin Oxacillin mecA

S. aureus Yes (16-18 h) No Yes (16-20 h) | Yes (24 h)| Yes | Yes Yes (24 h)

S. lugdunensis Yes (16-18 h) No Yes (16-20 h) | Yes (24 h)| Yes | Yes No

S. epidermidis Yes (24 h) Yes (16-18 h) No Yes (24 h)| Yes | Yes No

S. No Yes (16-18 h) No Yes (24 h)| Yes | Yes No
~i|pseudintermedius
3 S. schlieiferi No Yes (16-18 h) No Yes (24 h)| Yes | Yes No
7] coccus Yes, with No No Yes (24 h)| Yes | Yes No

spp. (not listed exceptions® (24 h)

above or not

identified to the

species level)

Abbreviations: h, hour(s); MIC, minimal inhibitory concentration; PBP2a, penicillin-binding protein 2a; SOSA, staphylococci
other than S. aureus.




(3) S. aureus complex consists of the coagulase-positive species S. aureus, Staphylococcus argenteus,-ard-Staphylococcus schweitzeri, and other species not

listed'-2:3, At this time, CLSI has not evaluated the methods described herein on species other than S. aureus. If S. argenteus is identified by MALDI-TOF MS
or sequencing, it is recommended that it be reported as “S. aureus complex (S. argenteus),” and S. aureus phenotypic testing method recommendations,
breakpoints, and interpretive categories should be used. Human infections with S. schweitzeri have yet to be reported.?

TETRACYCLINE PREDICTION COMMENTS
Table 2 ) tetracycline M * > k& LT, Enterobacterales, Salmonella and Shigella spp.,

Staphylococcus spp., Acinetobacter spp., other Non-Enterobacterales, and Enterococcus

spp. IZELVTIE, “Isolates that test susceptible to tetracycline may be considered as

susceptible to doxycycline or minocycline. Isolates that test intermediate or resistant to
tetracycline should be tested against doxycycline or minocycline if those results are needed
forreporting.” [Tetracycline ICREtE D 73 BEE#KIL, doxycycline Ff=[E minocycline [(CEMETH
BEEZDBNS, tetracycline (T3 L THEFEIEMEE HE S N-0MEMKkE, TOHRRILHE
[CHELIBE, doxycycline £7=I% minocycline ICH L TRESNZRETHD] LBRTSHC
EERBLRE (BE: 811, Rxt1, FHEO, RE 2),

Table 2 @ tetracycline M3 * > k& LT, Streptococcus pneumoniae [2H LTI, “Isolates
that test susceptible to tetracycline may be considered as susceptible to doxycycline.

Isolates that test intermediate or resistant to tetracycline should be tested against
doxycycline if those results are needed for reporting.” Tetracycline (2D S BE#IE,
doxycycline IR TH DI EEZ DN B, tetracycline (2 L THEEREHE L HESh -8
BRIE, TOERNMECHELIZES,. doxycycline TR L TRETEIRETHS] LBRRTH
EEARBLI (IRE . 13, B30, EHEO0, XE1),

Table 2 @ tetracycline 3 A > k& L T, Haemophilus influenzae _and Haemophilus

parainfluenzae, Neisseria gonorrhoeae, Streptococcus spp. B-hemolytic _group, and

Streptococcus spp. viridans group [SEWTIE, “Isolates that test susceptible to tetracycline

may be considered as susceptible to doxycycline and minocycline.” [Tetracycline [ZEE®D
SBEEMIE, doxycycline Ff=[& minocycline [CERETHE EEZOND] LEBRITDHEER
ALz (BE : B/ 12, B3 1, FHEO0, RE 1),

Table 2 M oxazolidinone M3 * > b & L T, Staphylococcus spp., Enterococcus spp.,
Streptococcus spp. B-hemolytic group, and Streptococcus spp. viridans group [ZHULVTIZ,
“Isolates that test susceptible to linezolid may be considered as susceptible to tedizolid.
Isolates that test intermediate/resistant/nonsusceptible to linezolid should be tested against
tedizolid if that result is needed for reporting.” 'Linezolid IZE& DS EEE# L, tedizolid [ZER
MEEROND, linezolid [CHRE/ME/FERE EHIE SN -SHEEKRE, TOBERVBEICLELR
TR, tedizolid TR LTRET HRETHD] LBREITHCEZRRELE (BRE : Bl 12, R4
0, EHE1, RIE1),

TESTS FOR CARBAPENEM DETECTION TABLE
Carbapenemase Detection DREZLUTD LS ICHET I EEZRBEL- BRE: Em 13, =xt
0, EHEO0, RIFE1), *I%E - BEEHFZEFF TR



CarbaMNP mCIM mCIM With eCIM
(Table 3B) (Table 3C) (Table 3C) Other (eg. molecular assays)

Organisms Enterobacterales and P. Enterobacterales and . Enterobacterales that |Enterobacterales and P. geruginoso that
laeruginosa that are not ceruginosa that are not are positive by mCIM  |are not susceptible to one or more
susceptible to one or mare susceptible to one or more carbapenems to determine the
carbapenams carbapenems presence of a carbapenemase, or to
determine carbapenemase type in
isolates positive by CarbaNP or mCIM

Mo special reagents or Mo special reagents or |Determines type of carbapenemase in
media necessary media necessary addition to absence or presence of the
enzyme
Limitations Special reagents are needed, Requires overnight Requires overnight Special reagents and equipment are
some of which necessitate in- incubation. incubation. needed.

house preparation (and have a

Does not determine type |Does not determine Specific to targeted genes; false-negative
short shelf life).

of carbapenemase. type of serine result if specific carbapenemase gene
Invalid results occur with some carbapenamase or present is not targeted.
isolates. metallo- B-lactamase.

Certain carbapenemase types (eg||
OXA-type, chromosomally
encoded) are not consistently
detected.

Does not determine type of
carbapenemase.

Abbreviations: eCIM, EDTA-modified carbapenem inactivation method; mCIM, modified carbapenem inactivation method.

Direct Blood Disk Diffusion Ad Hoc WG Report

Acinetobacter baumannii O ILEIEEZE R 5 ERED DD [Z & 2 EFIBRZERBRD I LA VK
4 > k & L T ampicillin-sulbactam ($222, | 17-21, R<16 mm) for 8-10h and 16-18h &2 L 1=
(&R : #p 13, 30, EHEO0, RIE1),

Quality Control 7—% 2545 )L—7F

TIER 2 QC
1) RIFASUTENIZOLQC L >
Helicobacter pylori ATCC 43504 (0.001-0.008 ug/mL) @ rifasutenizol QC L > % &3
Lf= (2% : B 14, k¥t 0, EHEO0, R 0)

Drug: Rifasutenizol Abbreviation (Glossary n & n1): Previous ID: TNP-2198
pending
Solvent (Table 6A): DMSO Diluent (Table 6A): DMSO Preparation (Table 6C combination agents): N/A
Route of administration (Glossary I1): PO Class (Glossary | & 1I): Subclass (Glossary | & II): N/A
Rifamycin-nitroimidazole (drug
conjugate)
Study Report by: Element lowa City (JMI Pharma Co: TenNor Control Drugs: Clarithromycin and Tetracycline
Laboratories) Therapeutics
Additional * Tier 1 Impact Assessment (stability, inoculum, reading, incubation time, etc): Not yet completed
Information + ISO/TS 16782 assessment of Tier 2 study materials: Agar dilution only
(M23
requirements)
Footnotes: * Recommendations for Troubleshooting Guide (Table 4D Disk or SG MIC): No.
Discussion Placement of QC range in Table 23D of CLSI M45
Testing against Helicobacter pylori ATCC 43504 by agar dilution using Mueller-Hinton Agar (MHA) media
supplemented with 5% (v/v) aged (214 days) sheep blood
Colony Counts:
Average of all participating laboratories = 6.2 x 107 CFU/mL
Range of all participating laboratories = 3.5 x 106 to 1.6 x 108 CFU/mL




Drug Name: | Rifasutenizol Votes: | 13/0/2/1 (For, Against, Absent, Abstain)
Table 23D of CLSI M45
QC Strain Range % In Mode | Dil |Shoulder|| Media | Lab Mode M23 Range Comments
Mode Range Finder

Helicobacter | 0.001- 100% | 0.004 4 |44%@ | 3@ 1@0.001 | 0.002- |0.001- No media variability.

pylori ATCC | 0.008 0.002 |0.004 |1@0.002 |0.008, |0.008, |Lab variability.

43504 1@0.002 | 3, 4,100% | None @ 0.008, 14% @ 0.001
-0.004 85.7%
4@0.004

2) ZOSURABALPINQC L > ¥
Acinetobacter baumannii NCTC 13304 (0.016-0.12 pg/mL) @ zosurabalpinQC L > ¥
ZUTD3DOERMTETHEELE: (R : AL 14, kx 0, FTHE0, RFE 0)
1) TMIC 54E&(&, CAMHB+20%#FELH v mBETEMEL=1, 2) IQC L > Tl broth
microdilution A THRELT=1, 3) BEXFERFFEL ORFEEEIShTLEN,

Drug: Zosurabalpin Abbreviation (Glossary 11 & n): Previous ID: RO7223280; RG6006

Solvent (Table 6A): sterile distilled water Diluent (Table 6A): sterile Preparation (Table 6C combination agents): N/A
distilled water

Route of administration (Glossary Il): IV Class (Glossary | & Il): Subclass (Glossary | & II): N/A
Peptide (tethered
macrocyclic)

Study Report by: Element lowa City (JMI Pharma Co: F. F. Hoffmann-La | Control Drugs: Meropenem

Laboratories) Roche, Ltd

Additional + Tier 1 Impact Assessment (stability, inoculum, reading, incubation time, etc): Completed (22-ROC-01 study)
Information * Equivalency of agar dilution to broth dilution: In process.

(mM23 « ISO/TS 16782 assessment of Tier 2 study materials: Confirmed

requirements)
Footnotes: * Recommendations for Troubleshooting Guide (Table 4D Disk or SG MIC): No.

Discussion Add footnotes

Zosurabalpin MIC testing was conducted in cation-adjusted Mueller-Hinton broth supplemented with 20%
heat-inactivated horse serum

Add standard footnote that QC range was established with broth microdilution. Agar dilution equivalency has
not been established

Average colony counts: A. baumannii NCTC 13304 3.6 x 10°

Drug Name: | Zosurabalpin Votes: 13/0/2/1 (For, Against, Absent, Abstain)
QC Strain Range % In Mode | Dil |Shoulder| Media |Lab Mode| M23 Range Comments
Mode Range Finder
Acinetobacter 0.016— 100% 0.03 4 | 72.5% 2@0.03 4@0.03 0.016 — 0.016 — Some media and lab variability
baumannii NCTC | 0.12 @0.06 1@0.06 1@0.03- 0.12, 4, 0.06, 3
13304 0.06, 100% 100%
3@0.06

TIER 3 MIC QC
3) MINOCYCLINE E. COLI ATCC 25922
E. coli ATCC 25922 DT 1 A% (30ug) #:ELED minocycline QC L > % 20-26 mm [ZEE
THIEERBEL: (RE : B 14, R* 0, 40, RFE0)
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Minocycline E. coli ATCC 25922

18 15 20 21 22 23 24 25 26 27
Orig Tier 2 B UNC M stanford Stanford B Wake Forest USA M stanford By M3 labs W3 labs M3 labs
Remel and Hardy MH BBL MH Hardy MH BBL MH UsA Remel MH BBL MH Hardy MH Remel MH
BBL MH
TABLES 2 “QC BOX” CONTENTS

K20 QC RYIRZUTDESICBETHEEZRBL: (BE : B 13, RA0, F

1, X% 0)

1) HEDEHRADERZHIFR, 2) EEICOLTIX QC OXR%ESHE, 3) QC OEKkEHEIC
B SHRBRIZOVTEHHLLERE2SE, 4) TRTPFETHIAAV N EHITHD,

MRREICET SEREBIET 5,

Testing Conditions

Medium: Disk diffusion: MHA
Broth dilution: CAMHB; iron-depleted CAMHB for
cefiderocol (see Appendix H)
Agar dilution: MHA

Inoculum: Broth culture method or colony suspe:
to a 0.5 McFarland standard; posit

on, equivalent
culture broth

for select antimicrobial agents w
general comment [4])

th disk diffusion (see

Incubation:  35°C + 2°C; ambient air
Disk diffusion: 16-18 hours
Dilution methods: 16-20 hours

DAST E—F4 45

QC Recommendations
Refer to QC Tables for acceptable QC ranges applicable for each
method (Tables 4A-1, 4A-2, 5A-1, 5A-2)

Refer to Table 4Dx (Disk Diffusion) and 5Fx (MIC) to develop a QC
testing plan (e.g., QC strains, frequency) to ensure quality of
materials for a new lot, upon receipt of a new shipment and routine
testing throughout the shelf life.

When a commercial test system is used for antimicrobial
susceptibility testing, refer to the manufacturer’s instructions for QC
testrecommendations-strains and QC ranges.

Zk[8]0) CLSI(Clinical and Laboratory Standards Institute) AST (Antimicrobial Susceptibility Test)
TA4UT1& 2025% 1 A 26 H~28 HIZ, RXEZOUFMA—F > FTHRESN D Z EAH
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