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Practice] &R L T 3 2D;EEN 5K 4 [Bacterial ECVs: How and where do we apply them?]
(PDE-1), TA One Health Perspective on ECVs: Utilization of ECVs in veterinary medicine and
beyond] (PDF-2) , TFungal ECVs:Advancesand Challenges] (PDF-3) ®#% 4 FILTEEM
fThntz, BEXSARE) VT BHDT, SEICLTWEERLY,
£ 5 EED Opening Remarks Tl Chairholder @ Dr. Mathers WSMEBZ&M L, SEOHS%
E L7, #L T CLSI @ Dr. Jones &Y, CLSI OFERRESEDEESEEFHIHE SN
7‘:0 $Z, 2026 FLREOZERBEMIIHNEABRDATRHESN S Z ENRASINT-,

TLAIORA 2 bT—F2 T V—T (BPWG)
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Azithromycin MIC FLA4 9 /RA4 > b : SS1, R22ugimL, BEE 29 Z&EICERATH &M
RESh, RBIhli- (BE: /K13, kxt1, FEO0, RFEO0),

Current Azithromycin Breakpoints

CLSI = Tpg/mL Mone MNone Breakpoint presumes that azithromycin
is used in a recommended regimen that

1g IV/PO once; presumes use in an approved regimen that includes an includes an additional antimicrobial

additional agent (eg, ceftriaxone 250 mg IM once) agent.
FDA None = Tpg/mL = 2pg/mL FDA Rationale for Breakpoints
Recognition

Decision: Azithromycin and Neisseria
gonorrhoeae | FDA

EUCAST None Mone MNone Azithromycin is always used in
conjunction with another effective
agent. For testing purposes with the
aim of detecting acquired resistance
mechanisms, the ECOFF is 1 mg/L.

e MIC<1ugimL ZFHEMRDSHOLRERH

. PK/PD f##7Tl&X AUC/MIC 259.5 MNE VAR & BE

e MIC0.25-1 ug/mL TILEERMABELIHFIN D
NoDT—4H, S<1ug/mL O#RFFIIFLT-,

w

ECV from MIC 1 pg/mL See slide 9-24  Established by CLSI SC in 2019 and reported in a

Distribution published rationale document. Multiple mutations
associated with azithromycin have been identified.
Some isolates with a MIC of 1pg/mL can harbor one
or more of these mutations and some isolates at this
MIC do not have any known mutations.

PK/PD Breakpoint 0.12 pg/mL See slide 25-34 Four isolates evaluated in a hollow fiber model. PK-
PD analysis was based upon MIC values expected
after treatment with azithromycin after 120h.

Clinical Outcome 0.25-0.5 See slide 35-38 Treatment outcomes decline when the MIC is
pg/mL 1ug/mL. These data are limited because extended-
release azithromycin (2g) was used and this
formulation may not achieve the levels of immediate
release azithromycin.

Assessments for azithromycin based on inflated interindividual variance,
a clinical PK-PD relationship, and clinical and non-clinical PK-PD targets
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Azithromycin T4 R HBET LA VRA >k : $230 mm, |127-29 mm, R <26 mm HVEER
Snf= (R : R 14, k¥ 0, FHEO0, RFE 0),

_ S S

Revised Disk Diffusion 2 30mm 27-29mm %26 mm
(option 1)
Countof MIC Column Labels
Row Labels 141516 17 18 1920 21 22 23 24 25 zs|27 28 nlso 3132 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47 50 Grand Total
16 232221 1 | 13
8 FaNalaiE Al A | 25
4 321201510 7 4 1|1 1 | 83
2 1.7 81811 1 2 1 47
1 s|s1014 7 45 2 11 57
05 11666497 40
0.25 [N aisRatalsiale 2 a 2 57
0.125 | 42781012 75361121 69
0.06 | Al isi i anEE 43
0.03 | 2'3/4a4 2452121 30
0.016 | 152k Naih 17
Grand Total 2435 61024241711151322211322141116182620242618151017 111413 6 5 4 1 481
i deline for Acceptable Discrepancy Rates (Without Interm
MIC Range Discrepancy Rates
Very Major, % Major, % Minor, %

*R+1 0 N/A 0.8 g ko2 ‘ 3 T

R+S 1 T ‘ e | I X %0

<S-1 N/A 0 3 L 2. | s | $ |

Cefixime T4 RO #EET LA RA4 > ¢ (5ug Disk) : S237 mm, 132-36 mm, R <31
mm MNERBEIhf= (BE: B 13, kX0, FHEO0, RE 1),

Current Azithromycin Breakpoints

Ceftriaxone

(30pg disk) s0.125 0.25 20.5 None None None
Cefixime (5
disk) G806 0.125 20.25 pone e Nono

Cefixime Aggregated Disk to MIC Correlate Data

MIC (ug/mL) 13 15 17 18 19 20 22 23 25 30 31|32 33 34 35 3d 37 38 39 40 41 42 43 44 45 46 47 48 49 50 53 54 55Grand Total .
4 11 311 1 8 5‘ 237 mm
2 11134111 13 .
" 1: 32-36 mm
= h 2 Ris31Tmm
0.25 3 3 1 1 8
0.125 1 2 41 8
0.063 1 1 1 3
0.032 21 1 4
0.016 1221422 1 15
0.008 12 4877 389%3 1 1 2 48
0.004 1 32382326221 33
0.002 1 11111 6
Grand Total 12 42 44121 4 42125115 4581511101213 6 7 4 3 11 2 148
1 dil Intermediate WHE Major Mimor
= |+2 =0.5 0% [P R il
I+1tol-1 0.063to 0.25 0%h O 164
=|-2 ={0.032 MA& Oeh o4
Table 10, Copidcline M Acoeplable Diircpancy BEates (Without intormodiate Bange
k] W s remuinnip Raies



CLSI M23 criteria Z L = ceftriaxone T4 A7 #iEE (5pg) LU QC HEREERMET 5=
EWREBINT (RE: B 14, ¥ 0, FEHEO0, RFE0),

IR D Ceftriaxone 30 ug Disk Tl&, major and minor errors MDFEERMNF LY, THtEZE EREIZER
He 528, REEET 4 RVGEETHEEIEPREMEOHERER LT TOLBERKIZD
WT, MICEIZKABBREZITICLEZRET AHZENH DS,

MIC
(ug/mL) 29 30 31 32 33 34 35 36/ 37 38 39 dJ 41 42 43 44 45 46 47 48 49 50 54 55 56 57 58 59 60Grand Total 1 dil Intermediate VME Major Minor
4 1 1 =2 =1 0% N/A 0%
2 0 A 4 itk 0.125t00.5 0% 0 329
11 2114 9 =12 20063  N/A 50 229
0.5 1.2 1 1 5
0.25 1 1 2
0.125 1 11331 11 12 e ;
0.063 1| 1 3 s 11 T T T
0.032 1111 ad21543386211 2 38 | | I |
0.016 1111344591781 711 5138212 118 | 1 — ] 1
0.008 1 1 3 25856212613101291042311 1 109 | W T |
0.004 2 1133791198911 66894521 117 .
0.002 1 12 22 2534223113 34
GrandTotal 1 1 4 2 3 7 3 5 4 8 917]1519194332464535303922141510 7 3 § 463

5 ug Disk ceftriaxone MAMNEF M ? (Erika Matuschek’s EUCAST lab M5 D T—4)
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Acinetobacter spp. BIED T LA VRS > b+

Table 1 & Table 2 /& ceftriaxone & cefotaxime M T LA VR4S > FZHEIRT 5 2 ENER
Shiz (BE . B 14, R% 0, FEHEO0, RFE0), TOEHELT, PK-PD T—42AXRMLTEH
Y, BRT—2ICHLZ LW ENFERSINT=,
Current CLSI Breakpoints and Correlates

M100 S35 (2025)
Table 2B-2. Acinetobacter spp. (Continued)

D :
crobial Ag : S b 4
mmmm) | Ceftazidime 30 ug 218 | 15-17 | <14 <8 16 232
Cefepime 30 pg 218 15-17 | <14 <8 16 2 32
AR FARFE
Organism EUCAST modal MIC, | Mayo modal MIC,
pg/mL pg/mL pg/mL
Acinetobacter baumannii complex 16 As high as 16 Insufficient data
Acinetobacter ursingii - As high as 16 8 or higher
Acinetobacter radioresistens - 4or8 8
Acinetobacter bereziniae — 4or8 8
Acinetobacter guillouiae -— dor8 8
Acinetobacter junnii - 2 4
Acinetobacter haemolyticus - Insufficient data 2
Acinetobacter lwoffii - 2 2
Acinetobacter variabilis - 2 2
Acinetobacter johnsonnii - As high as 2 2

Unable to calculate ECVs for these species Additional ceftriaxone MIC distribution data for various Acinetobacter spp.
from Mayo (thank you to Nicolynn Cole and Audrey Schuetz)

IR D ceftazidime MIC T4 97RA4 > b ; S<8, 116, R232 ug/imL &% E5E 29IV qsh Iz
DF, HBFTHILNRBIN: (BRE: Bl 12, R* 2, ¥H#EO0, RFE0),

. (CLSIM100Ed35) S i I iR
,“ JMI/Element SENTRY Public
: ) B : A. baumannii complex
= H : Ceftazidime MIC distribution

10,751 isolates

» . 3.4%;

: l :
' H H
. HF

’ - - - - - - e — . .
. 2, 7 * . CECE

W % e, % % %%
we CLSI M100 Ed35 breakpoints shown
Ceftazidime
MIC, pg/ml 0.12 0.25 0.5 1 2 4 8 16 >16
|’°l‘t_°' 0(0) 2(<0.1) 7(0.1) 104 (1.1) 687 (7.4) | 1894(25.1) | 1037(34.7) | 361(38.1) 6659
(cumulative %)




1.7% (Eurdpe) (ECV) of 16 pg/mL based on these data from the
H SENTRY Antimicrobial Surveillance Program

(CLSIM100Ed35)8: | :R
- ; ;
w“ Lepak AAC 2023
E E A. baumannii complex
50 1 1 Ceftazidime MIC distribution
E a0 : : 755 isolates from the U.S., 2018-2020
'; WS mEureEs : : 892 isolates from Europe, 2018-2020
30 = =
58_1% [US]E Authors calculated an epidemiological cutaff value

) I |I
. T | i
5 2 4 a8

T I S CLSI M100 Ed35 breakpoints shown
e [ om [ os | v [ 2 [« [ s | w | = | -

( :.I..f-. L::ili:t::m 0(0) 1{0.1) 17(24) | 82(132) | 229(43.6) | 169(66.0) | 61(74.0) | 23(77.1) 173

I::::f:l;iﬂ:::? () 010) 810.9) 52(6.7) | 112(19.3) | 62(26.2) | 15(27.9) | 12(29.3) 631

ATLAS (Pfizer)
A. baumannii complex
Ceftazidime MIC distribution

18,746 isolates from all regions, 2019-2023

CLSI M100 Ed35 breakpoints shown

Ceftazidime MIC, pg/mL | g 05 0.12 0.25 0.5 1 2 4 8 16 32 64 128 >128 |
|
Isolates (cumulative %) 343 1671 3548 1698 460 450 1620 7213 1
3(<0.1) | s(<0.1) | 11(0.11) | 340.29) 1689
{09 (04 2l 929) (2.12) (11.03) | (20.96) | (39.02) | (41.47) | (43.87) | (52.51) | (90.99)

o (CLSIM100 Ed35) S

R EUCAST
A. baumannii
Ceftazidime MIC distribution

s 3,644 isolates
EUCAST has set an ECOFF of 16 mg/L
20 3 (confidence interval 8-32 mg/L)
310% “Dash in breakpoint tables indicates that the
l agent is unsuitable for treatment of infections
10 - caused by the organism or group of organisms

and that testing and clinical use should be
avoided. If included, report resistant without
prior testing.”

% microorganisms (aggregated numbers)

0.002 0.004 0.0080.016 0.03 0.06 0.125 0.25 05 1 2 4 8

16 232 64 128 256 S12

MIC (mg/L] ;
e CLSI M100 Ed35 breakpoints shown
Ceftazidime | 4 657 | 0.004 | 0.008 | 0.016 | 0.03 | 0.06 | 0.12 | 0.25 | o5 1 2 4 8 16 32 64 128 | 256 | 512
MIC, pg/mL
fsolates 1 0 0 1 9 34 37 | 133 | 490 | 1195 | 752 | 366 | 186 | 183 | 100 | 155
(cumulative 0(0) 0(0) 2
pos <0.1) | (<0.1) | <0.1) | (<0.0) | (0.3) | 1.2) | 23) | 5.9) | (19.3) | (52.1) | (72.8) | (82.8) | (87.9) | (92.9) | (85.7) | (99.9)
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95.0% Subset ECOFF = 8 % *®
97.5% Subset ECOFF =« % % %
99.0% Subset ECOFF« % ® 32
99 5% Subset ECOFF« % % 32

99.9% Subset ECOFF = 32 32 64 64 64 64 64 64 64
%0bs > 950% 80% 0.0% 00x 0.0x 00x 00%Z 00%Z 00x 00x 00x
%0bs > 97.5% 00% 00% 00x 00% 00x 00x 00x 00x 00x 00x
ZObs > 99.0% 00% 00% 00%Z 00%Z 00% 00%Z 00%Z 00x 00x 00%
%ZObs > 995% 00% 00% 00% 00% 00x 00% 00x 00x 00x 00x
00% 00% 00x 00x 00% 00% 00x 00x 00x 00%

%0bs > 99.9%

Assesament of Ceftazidime % T>MIC Targets
Associated with a 14053 CFU Reducton from Baseline

PH-PD Targel Assigrement Moring Infection Model. Expoiure

—_— Uedan = Trugh. Free-Drnug Plasma
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w— Lung, Total-Orug ELF
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Ceftazidime MIC (pg/mL)

Cefiderocol-Xeruborbactam

A. baumannii complex
Ceftazidime ECV (97.5%) = 16 pg/mL

Relative Frequency of the MIC Distribution (%)

USCAST-recommended
Drug STIC (pg/mL) based on
| analysisresults®
S I R
Amikacin =8 - =16
Ceftazidime £32 - =64
Geﬂazidir‘pe- <8 _ 216
pneumonia
Ciprofloxacin <1 - 22
Minocycline 205/ 1 - 2122

AEFIORSEHEE L LT, CAMHB ZHUV= 100% inhibition ZiEAT 3 Z ENEEB ST

(%= : Hrl 13, Rxt 0, FEHE1, RFE0),
® Cefiderocol DHE

1. &R cefepime (C-3 ISR E—) & & U ceftazidime (C-7 BIEEMNRE—) L&
ENELL-E 77 BRRY) VRREETHY, AT TRAIFTHIELERL

TWh%,

2. EFAMER  PBP3 ZEHIE L TRTIF KT VAU OEBEMBEEL, HEIRFDT 145

AoT—3v%E5IEEIY,

3. NEBBDANZX L : —fEIBER—Y ENLT MDB-5V 2 LRELRK) 2

FTHL, HEMEARZRELTHERT D,

4. Z<LDR-FV27—EIH LTEEEARLELTINS,




Cefiderocol & B-lactamase inhibitor (BLI)6FF @ BAFEE#L

1. Cefiderocol 2%t 3 2MtEIFEKAE L TEVVEOD, BHEDNDB-T V27 —EN

cefiderocol THEICEAE5 L TWWA 2 EANREIN TV,

2. B-Z 052 <—EHEEH BL) BEIE B-77987—C€ZNLIB-50 % LEMEE

RRT B-OIZKEEFADT TO—FTH S,

3. Cefiderocol THEIZIEE) VBB LUAFAB-FV2T—EDOEAMNES LTSS

&, cefiderocol EHAT ADICHKRH B4 BLI (X, £ U BEBLIUAZAB-ZTHET—

ETOTaT7IEERITHD,

4. Cefiderocol EDHAFEELELT, EU2/IAE0O-B-593—EDTa1T7ILEEFDE

kAR 0% BLI T#H S xeruborbactam MEE = 1=,

Xeruborbactam (&, 7 SR A~D DL 2ELUVEY U/ AZO-B-59F3T—FITxHLT

LEREERARY bLEET B,

Lomovskaya et al, Antimicrobial Agents and Chemotherapy 2023 15;67(11): e0044023

BZMEE I UVIERZMERRAICK I S cefiderocol B H|F & U xeruborbactam & DHH in

vitro ;&M Z LB L 1=,

Xeruborbactam (&, < X DIFRERFAE &4 5 BEAEE TILIZE LT cefiderocol DF

SEEERESE-,

Cefiderocol MEHFIRZHRAERICHE T EMERAFFETEHKHEOEZENLETH D,

1. Cefiderocol &, 75 LREEDONEEZEIRBT 51=OIZHIRYAARREFIAT LD
[CEREtESnt=,

2. SRR LRBRICHFIBRESE T TIEBEMERORENTESINS,

3. #FHIRIE, < DT T LEMEERKICK LT invitro TO cefiderocol DN H#ERKEHE S

( Tinvitrol MICDEETZH-59) .
4. F2EEREH T cefiderocol ZERERT B & in vitro MIC [ZE DT, —EDEHRDAEARRRE
ZHEAGB/NEE S B AR B B, cefiderocol BEH K UEAFMRBIZEDITIE,
MIC ENE T ETCRELIEALGINGENZ CDEKIIX LTH, cefiderocol (EBZEZ
=Y,

5. AARMNIRELEML, EMMEZERICFAT 51012, cefiderocol DEFRKEZHHERIK

BRZEMERAWNTITHON S,
EHIRZ M REREIZH TS cefiderocol & xeruborbactam DO HFAIZE T 2 &R

1. Xeruborbactam &, in vitro & W in vivo DEATR-S V82X —EZBET SHFEEIC
EDEBL-SUET—ERERITH S,

2. Xeruborbactam ZHMT 5 & B-T V2 T—EEEZET 50 BEERIZE LT cefiderocol
DHANEL RSN D,

3. Xeruborbactam 2k 3 B-5 94X —EDHEEF, BHEDL-TFV8T—FIZLD
cefiderocol MFRIRAZ MK #E Z HIH L, BKER Y :AAH R Z A L 1= cefiderocol MER Y ;A #18
EADIKEFEETESE S,

4. TDOFER, xeruborbactam IZ& B B-T VAT —EDHEEIE, HRZEHICHITS
cefiderocol-xeruborbactam @ in vitro FHERDEEEH #EMT SAIEEELH D,



Cefiderocol-Xeruborbactam QC
SHEIMMEEICH T DHFARBRRE LTHESNLIEFTHY, QC OMHEILIFERKREAIZM T
EFEELRRATYTTHD, BHA—H—0D CAMHB #AV:-BRERBCTRIFL—HERLT.
F 1=, Iron-depleted CAMHB ZfERA LG TH+HRLERENE SN,
BITFDQC LYUHRESIN, REIIT- (IR : B 13, K30, FHE1, RFE0),

e A. baumannii #1134488 (Supplemental QC)

e K. pneumoniae ATCC BAA-2814 (Routine QC)

e P.aeruginosa ATCC 27853 (Supplemental QC)

: 1/4-4/4 pg/mL

: 0.5/4-4/4 pg/mL
: 0.25/4-2/4 pg/mL

Drug: Cefiderocol-xeruborbactam
(fixed 4 pg/mL)

Abbreviation (Glossary 1 & 1): Pending

Previous ID: NA

Solvent (Table 6A):
Cefiderocol = saline
Xeruborbactam = sterile distilled water

Diluent (Table 6A):
Cefiderocol = saline
Xeruborbactam = sterile distilled water

Preparation (Table 6C combination agents): Same as
aztreonam-avibactam and cefepime-taniborbactam

Route of administration (Glossary Il): IV

Class (Glossary | & I1):
B-lactam combination agents

Subclass (Glossary | 8 II): NA

Study Report by: Element (JMI Labs) and
Shionogi/Qoex

Pharma Co: Shionogi/Qpex

Control Drugs: Cefiderocol, meropenem,
meropenem-xeruborbactam, xeruborbactam

Additional « Tier 1 Impact Assessment (stability, mnoculum, reading, incubation time, etc): The in vitro effect studies are planned but

Information have not yet been performed by the sponsor.

(m23 « ISO/TS 16782 assessment of Tier 2 study materials: Confirmed

requirements)

Footnotes: « Recommendations for Troubleshooting Guide (Table 4D Disk or 5G MIC): 7?7

Discussion Novel agent for serious infections caused by Acinetobacter spp, Enterobacterales, and Pseudomonas aeruginosa, including
carbapenem-resistant strains. Active against 1solates producing all classes of f-lactamases.
Media manufacturers: Difco, BBL, Oxotd

Qc Strain Average Inocula CFU/mL
A. baumannii #1134488 (AB1665; ADC-33, OXA-23, OXA-422) 3.8x10°
K. pneumoniae ATCC BAA-2814 2.8x10°
P. aeruginosa ATCC 27853 3.8x10°

Drug Name: Cefiderocol-xeruborbactam (fixed 4 pg/ml) | Votes: 7/0/0/2 For/Against/Absent/Abstain
QC Strain Range | % In | Mode | Dil | Shoulder | Media |Lab Mode| M23 Range Comments
Mode Range Finder
A baumannii | 1/4-4/4 | 975% | 2/4 3 |ssm@ 1/4.2 |1/4,7@ | 1/4-4/8, | 05/4- Some media variability
#1134488% 1/4 @ 2/a 2/4 3dil, 4/4, 4 dil, Supplemental QC to confirm correct
97.5% 99.2% enantiomer of xeruborbactam 1z used 0
manufacturing.
K. pneumonige | 0.5/4 - 99.2% 2/4 4 70.6% @ 1/4,2 3@ 1/4,5 | 0.5/4-4/4, | 0.5/4-4/4, | Some media and lab variability
ATCC BAA-2814 | 4/4 1/4 @2/4 | @2/4 4 dil, 4 dil, 99.2% | Highlight as routine QC
99.2%
P aeruginosa | 0.25/4- |968% | 1/4 4 |s51% 0.5/4,2 | 0.25/4, 0.5/4 - 0.25/4 -
ATCC 27853 2/4 @0.5/4 @14 |05/46@ |2/43dl, |2/4 4di,
1/4 20.8% 96.8%
expand to
adi,
K. preumoniae 8-32or 23.8% 16 3 50% @32 | NA 7@la, 8-32 or 8- One media lot tested.
B . | BB or 1@32 64 Informational only.
100%

*Pending deposit and identifier for QC strain
* Should we pursue QC range for K. pneumonige ATCC BAA-2814 for Cefiderocol alone (or is it sufficient since

ranges are provided for other beta lactam drugs to use as QC integrity check)?




Occurrences

A. baumannii
Occurrences by Laboratory code (occurrences): Total
mc media lot*
(pg/mL)
AJe[c [AaJe]c ] E FlG | W
054 1 3 3 1 4
I [ ) 9191 2| 2 B 9165 9 €3
4 % |23 @ |15 w| o | 2 20 | 19 | 16| 11 125
44 17 4 3 5 1 7 4 2 8 10 )
2 1 1 2
Total @ |e | e [ [3[0| 0| 2 |[2]|0] » 240
Mean 23 | 14| 25 18| 22| 14 | 24 | 21 | 18 | 26| 24 21
Median 2 [ v 221271+ 2 2 2 | 2 2 2
Mode T T O 2 2 2 | 2 2 2
Geometricmean | 22 | 13 | 22 | 15 | 18| 13 | 22 | 18 | 17 | 22 | 20 8
Range a 1 & & sl s 3 3 3 3 | 4 3 s
Method Proposed QC range (pg/mL) # of dilutions % in range
RangeFinder 0.5/4 - 414 4 99.2% (238/240)
CLSI 14-4/4 3 97.5% (234/240)

K. pneumoniae

QCWG 2026 Jan

e Oecurrences by medis lot Latorsory £o0e (scourtences) Toust
L) A B 3 A8 3 ] E F ] W
0254 2 2 2
054 7 1 2 8 | 5 2 | § 2
1 @ |25 | 19 | 6| 19| & [ W |9 |12 8 | @
P % _| ot | % | &4 | 6 | 24 | 25 15 1 19 | 13 2 | 1m
[T 3 1 2
a4
Total 0 || 80 |o]|n]| n | » ¥ |» | n]| » | w
Mean 11 1.7 18 1 11 15 19 15 18 14 19 15
Median 1 2 2 1| 2 2 15 P ) 2 2
Mode 1 2 2 [ 2 2 1 2 |2 2 2
Geometric mean 10 16 17 08 10 17 19 14 14 12 17 14
Range I 3 « | &3 2 3 2 3 |3 3 ]
3 A, Difeo, Lot #275710; B, BBL (BD), Lot #221322; C, Oxoid, Lot #3566128
A 70.6% MIC shoulder at 1/4 pg/ml indicates the need for the 4™ dilution.
Method Proposed QC range | # of dilutions % in range
(pa/mL)
RangeFinder 0.5/4 - 4/4 4 99.2% (238/240)
CLsI 0.5/4 - 4/4 4 99.2% (238/240)

P. aeruginosa

QCWG 2026 Jan

‘Dccurmences by media lot Laboratory code foccumences): Total
- e e
lpgfml | A B [3 A e C [ E F [ o H
0.06/4 1 1 1
01214 3 i Fi 3
02514 4 4 7 15 15
0.54 B | 5 W 16| 6 ] 0 | 12 3 0
] 47 3 55 15 | 18 i) M 17 23 3 18 138
24 3 H 15 1 1 1 2 2 5 18
=
7] 1 1 4 4
Tatal <] 8 8 E I ] 30 ] N 3 El 0 M4
Maan 0§ 08 11 08 | 08 048 1 1.1 05 | 04 15 L]
Wedian 1 L] 1 1 1 1 1 1 1 04 1 1
ode 1 [T 1188 1 1 1 1 Josd] 1 1
Geometric mean 08 |06 | 1 07 | 07 | 08 1 08 | 08 | 04 | 13 [T}
Range 4 [ ] 3 3 3 E] [ F] E] 4 T

a5, Difco, Lot #275710; B, BBL (BD), Lot #221322- C, Oxoid, Lot #3566128.
" Laboratory G is a statistical outiier for the modal cefiderocol-xeruborbactam (foed 4 pgiml) MIG value.

Method Proposed QC range | # of dilutions % in range
(pg/mL}
RangeFinder 0.25/4 - 2/4 4 96.8% (241/249)
CLSI 0.5/4 - 2/4 3 90 8% (226/249)

QCWG 2026 Jan

Occurrences

120

o —]
0.5 1 2 4 8
MIC (pg/mL)

mMedium A @Medium B @MediumC

Calculated QC range
CLsI
1/4 - 4/4 pg/mL
(97.5%; 234/240)

RangeFinder
0.5/4 -4/4

(99.2%; 238/240)

140
120
100 70.6%
80
60
40
20
o — N —
0.25 0.5 1 2 4 8
MIC (pg/mL)
BMedium A OMedium B @MediumC
Calculated QC range
cLsl
0.5/4— 414 pg/mL
(99.2%; 238/240)
RangeFinder
0.5/4 - 4/4
(99.2%; 238/240) v
140
120
£ 100
H]
= B
a &0
8 40
20
R — 2 _
012 025 05 1 2 4
MIC {pgimL)

EMedium A @Medium B @Medium ©

Calculated QC range
CLsI
0.5/4 — 2/4 pg/mL
(90.8%; 226/249)

RangeFinder
0.25/4 - 2/4

(96.8%; 241/249)

14



Methods / Interpretation 7—F%> 55 )—7F
Rifabutin (A. baumannii complex)

Appendix H [Z#8&® A. baumannii complex IZ¥9 5 rifabutin DZEFIBRZHHAREE LT,
CA-MHA + 100 pM PIH (Iron chelator; Pyridoxal Isonicotinoyl Hydrazone)Z UL N =2RET &M &K
BIhf- BE: BR13, KX 0, FE1, XFEO0),

fhuE ZRICL HMHENER, PIH FMIZEY WT/NWT D5 BEAHE L=, EUCAST &
DEEHILB RSN,

[ —»Can PIH be used at lower concentrations?

= 6 WT strains, PIH titration: - 34 strains (16 WT, 10 FhuE, 5 RpoB, 2 Arr and 1 combi),

4 3 media lots and 4 manufacturers:

4 = Essential agresmaent (%) to Difco Lot. 1
0254 100 M PIH 75 uM PIH 50 uM PIH
i 4 baseline basebne baseline
g 0.06
2 oote
s 0.01% ]

0.004
0.001+
L| L] T L} L}
0 a 10 30 50 100
PIH (uM)

A Bt A 2 iy e S EeR el BN Py el P et

0.1 mM PIH provides the best MIC reproducibility

: ->1s rifabutin activity in iron-limited conditions predictive of in vivo efficacy, including against RpoB mutants?

Strain ID Rifabutin MIC (mg/L)
noPH 0.1 mMPIH

dpse\é $°\:¢;£§9°,’5°9 L O \@&

PO

MIC (mg/L)

IV e b e et d b mae i meton
g B0 M o Mater momn beppa e red wh D | mA P

Rifabutin MIC in the presence of 0.1 mM PIH separates WT from non-WT isolates

Intrinsic Resistance (IR) /Expected Resistance (ER)
o #7LL» TExpected Resistance (ER) | EEDEBEANEITHTH D
ER OEHER
Intrinsic Resistance (IR)
Expected Clinical Failure (E&EREIHESD)
e AST-AFST:VAST O34 JaZvyT/AHTOEESHINFETHD
o Appendix A D#i—IEMRESh, XFIhiz



Quality Control 7—%> 4545 N—7F
Debio 1453 QC L v ¥

N. gonorrhoeae ATCC 49226 @ Debio 1453 MIC QC L > ¥ ;

(R : R 13, Rxt 0, FEHEO, RIE 1),

0.016-0.06 ug/mL #&ZE L 1=

Drug Name: Debio 1453 Votes: | 8/0/0/1 For/Against/Absent/Abstain
QC Strain Shoulder | Media |Lab Mode [M23 Range| Range Comments
Mode Finder

N. gonorrhoeae 0.016- | 97.3% | 0.03 3 39% @ 2@003, | 7@0.03 0.016-0.06 | 0.016-0.06
ATCC 49226 0.06 0.06 0.06 0.06

Some media variability

* Lab 3: 6 replicates on Lot B not reported due to no growth

* For lab 6, 4 replicates of data (n=12) were removed due to technical 1ssue (10-fold under inoculation based on smaller

volume delivered with site 6 pins) and 1 replicate of lot A (n=1) was removed due to no growth

¢ Some media variability (lot C had slightly higher MICs); overall the data was still tight distributing across 3 dilutions for

nearly all replicates with a strong mode at 0.03 ug/mL

MIC

i) |LotA 1otB LatC|[Labl Lab2 Lab3 Lab4 LabS Lab6 Lab7 Lab$ | Tatal 140
0004
0008 5 - 1___5 5 120
oo | 17 14 s 5 5 1 0 | 30
003 | 1 4 33| n 2 10 235 2 12 15 0 [13 100
00 | 7 __ a4 __&lw w0 5 ______ 5 __3__10 52 -
012 <
025 80
25 g
05 H
1 g o
Totd | 75 70 76 | ® % 24 30 » 17 30 » [m =
GEOMEAN 028 0023 0044 0047 Q38 0027 0027 Q00 0030 000 024 | 0031 o
MOLE | 003 003 005|005 0035 QG 003 003 0B 003 003 |00
MIN | 0016 0008 003 [ 003 003 0016 0016 Q016 0008 008 QOIS | Q008
MAX | 006 006 005|005 005 006 003 006 Q05 005 003 | 006 20
B P N R A A e S S A

0

QCWG 2026 Jan

M23S B

CLSI M23S disk sources @ Phase 1/2 ETENEKB Eht- (BE :

RE0),

2.3
Phase 1 (bullet 3)

Testing can be performed using one disk lot per content
(potency) on Mueller-Hinton media from one manufacturer.
These disks can be commercially produced or obtained from
small-scale production by the pharmaceutical company or a
contract laboratory. It may be preferred to use manually
prepared disks rather than commercially produced disks in
Phase 1 since the potency, disk QC range, and stability of the
compound in the disk may not yet be known at this stage. A
procedure for manual preparation of disks is provided in
Appendix B.

2.4.1
Phase 2 (bullet 1)

Testmg should be perform ed using commercially produced disks fese
iskdataerdisireantaat eateneul) or disks from small-scale production
b\r the pharmaceutlcal company or a contract laboratory (two disk lots
per disk content [potency]). For both commercially produced and
manually prepared disks, it is recommended that at least 20 replicate
tests are performed for each provisional QC strain to generate reference
data that commercial disk manufacturers can use as a benchmark.
Reproducibility between each lot of disk could be evaluated by
comparing Phase 2 to Phase 1 results when the same |5c:|ates and disk
potencies are used in each study. #&sp= thatalltactingy

ﬁr‘" = £ H I botoly - F | Mbﬁ | TS l.' ot I

pmcedure fc—r manual preparatlon of dl5|(5 is prwded in Appendlx B.

DPMO016544 - N. gonorrhoeae ATCC 49226
peoposed QC range

0004 0008 0016 003

uMediaLlotA
® MediaLlotB
" MedialotC

006 012 025 0S5 1

MIC (pug/mL)

HA 14, =t 0, FHE 0,




Mecillinam DA i&EEE % Table 2A-1 [ZEh0
“Only approved reference MIC method for testing is agar dilution.”
H—DEBEINEELIERFRETHS] BEOIREZEMTHENERBSI: (B
R HM13, R0, EHEO0, RE1D,

Mecillinam 0.03-0.25¥
Table 5A-1 } } ]
v. This test should be performed by agar dilution only.

Table 2A-1 A L Dini o¥ | o8 AL el del e Add new comment?
“The only approved

testing is agar
dilution.”

Example

1O e & penprae
(M e ity e vt M o
g o g Basor arg g rede
e arted W 1) g of aene &
Pt B Sasn WG sy
Vot ot e per e

Investigational Breakpoints AHWG

M100 [2&[+5 Tlinvestigational Agents] MEFZEZE” antimicrobial agents not yet approved
by any regulatory agency” TWLWAESBRHERM OB FLEREBSATOLWEVREE] ICTHRETTH
CEMRERBEIN (BE : H 13, R0, FHEO, RIELD

Approved by any Approved after Commonlyused Housed
regulatoryagency M23process  inUS?

Full breakpoints Yes Yes Yes M100, Table 1&2
Investigational No No CLS| website
* Other Yes Yes No M100, Table 2

Cefepime-zidebactam Investigational Breakpoints
o ARAEEMEBREINATVINARINTULVEL,
o EHFIDIKIR : Wockhardt #4 DCGI (4 > F) H&U FDA [CHEE (2025 4 10 A) 7 fast
track’i8 €& =2 (T1=1=8, AL 2026 FXIENSERDRAATH D,
e AHWG D#2%E :CLSI oz TH 4 FIZTINVagent] R—C %4 L, cefepime-zidebactam
ZREBRAERIE LTEMYT 5,
Evaluate global, non-US gap agents
M23 AR [ZEDNVTEE SN TULVEWLES (Cefetamet, Ceftibuten, Pefloxacin, Fleroxacin,
Teicoplanin) D/WLINSEDRBEEL LTEEINT-,

Agent Organism 'Breakpolnt 'Notappfwed Approved but no 'Approved.usedin
use in longer usedin
Cefetamet 'EntercbactErales'Oral USA, Canada, @ Western Europe |
f,’;‘;;ﬁ,’;’;’ﬁf‘,f;”a’ Australia, NZ Asia, Africa, MENA, Latin
Ceftibuten Enterobacterales.0ral.urine North Am, West ellodey 2Bl

only Europe, Aus/ NZ



Agent - Organism - Breakpoint ' Not _ Approved but no ' Approved, used in
use approvedin longersold, or usedin
Pefloxacin | Salmonella, Surrogate USA, Western Europe, Africa, SE Asia, limited
Shigella marker for Australia, Japan, South Korea use in parts of MENA/
ciprofloxacin | Canada, NZ Latin America/
_ _ _ | Eastern Europe
Fleroxacin @ Enterobacterales, USA, Western Europe Asia, parts of Africa
S. aureus, Canada, (safety issues), Japan,
_ Haemophilus _ Aus/ NZ South Korea
Agent Organism Notapprovedin | Approved but nolonger @ Approved, usedin
sold, orusedin
Teicoplanin | S. aureus, USA Canada, Aus/ NZ Europe, Asia, Latin
Enterococci (mostly America, MENA, Africa
E. faecalis)

MENA=HR - t7 21U A

AHWG DHEEEIE : M100 TIRTE “investigational’ L HEE SN TN EH| REFEAEEFATH
M, M23 BEETOLREZBTLLELLD) ZHIBRT S

Approved through
stringent M23

process?

Approved by any

regulatory agency?

Agent

Tebipenem
(new oral
carbapenem)

Panipenem
(old IV
carbapenem)

Agent

Fosfomycin IV

Arbekacin

Cefoperazone
-sulbactam

Piperacillin-
sulbactam

Designated

“Investigational

breakpoints” &
housed on website

RETEHERASA TGS, HEMICHOMETIIKRAE LTERASATEY, M100 I2&FEN
TWEWEREAEF TEEEORBELICETS DAIRMEDH L EFNDEEIELL) X FEERT S,
2471 FDAREKBTHAHH, HORHFLBIZE > TERB SN T SHEH

Organism

Haemophilus, Moraxella, S.
pneumoniae, Some
Enterobacterales (E. coli, K.
pneumoniae, P. mirabilis)

Enterobacterales,
Haemophilus, Moraxella,
Streptococci, S. aureus, some
anaerobes

Organism

S. aureus, CoNS, E.
faecalis, Enterobacterales,
some anaerobes, etc

S. aureus

Acinetobacter,
Enterobacterales,
Haemophilus, Neisseria,
anaerobes

Enterobacterales,
anaerobes, Acinetobacter,

Tables 1 & 2

Commonly used in
the US?

Designated "Other”

& housed in Tables
2 only

Eliminate from

document

Regulatory/ use status

Approved in Japan only
Pending FDA approval, received
fast track designation (Oct 2025)

Approved & in limited use in SE
Asia (Japan, South Korea mainly)

Regulatory/ use status

Not FDA approved
Approved, in use in EU, Asia, MENA

Not FDA approved
Approved in Asia Pacific, anti-MRSA use in Japan

Not FDA approved
Approved & in use in Asia, MENA, Eastern Europe,
Latin America (highly used across global south)

Not FDA approved
Approved, in use in Asia (esp China/ India), MENA,
Latin America- used due to affordability vs pip-tazo



8472 FDARDBEATHHA, RETERE - FRASIGELL L2200, HADMmOHIE

TIHERA L LTERASN TS EHA

REDAST I —F 125
Z[E]M CLSI(Clinical and Laboratory Standards Institute) AST (Antimicrobial Susceptibility Test)

—T42J1F 2026 E5 A31H~6 A28 (HAd-O0—XEVF) THHEINWBZFETH

R
(XE : KHEX)



