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TLLAIRLA VO —F 2T TL—T (BPWG)
AZTREONAM-AVIBACTAM (ATM-AVI) MIC BREAKPOINTS FOR ENTEROBACTERALES
Enterobacterales [Z%{9 % aztreonam-avibactam @ MIC LA Z R4 > ~% S <4/4, | 8/4,
R216/4 pg/mL [2F 5 C EMNEBEINT - (BE : B 11, R*t 2, FEO0, RFE1),


https://www.jscm.org/uploads/files/PDF-1%20CLSI%20From%20Reads%20to%20Resistance.pdf

Organization
Susceptible Intermediate
Sponsor
pr%posed <4/4 8/4
FDA <4/4 8/4
EUCAST <4/4 --
NDM 1421 98% 0.5
VIM 242 100%
IMP 49 100%
All MBL | 1707 98% 1
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MIC (mg/L)
< ) ) . Confidence
00020004 0.008 0016003 006 0125025 05 1 2 4 § 16 32 64 128 256 512 Distributions Observations (T)ECOFF interval
Escherichiacoli 0 0 0 6153 12260 80511719348 150 167 201 195 8 36 10 8§ 6 0 0 5 30,287 0.125 0.06-025
et 0 0 20517615 793845142651038 285 127 54 4 6 3 7 6 0 0 5 %100 05 025-1
preumonas
Klebuellaoxytoea 0 0 0 717 1668 1161348 100 26 © & 12 1 0 O 0 O O O 35 4,050 0.125 0.125-025
Klebsiellazerogenes 0 0 0 122 610 1215479 371 211 64 26 5 1 1 2 1 0 0 5 3,108 025 006-1
Enterobactercloacze 0 0 0 254 1565 24905070 620 627 354 120 38 2 3 0 2 1 0 0O 5 7,069 025 0125-025
Citrobacterfremndii 0 0 0 244 783 712 505 264 102 22 23 8§ 0 O 1 1 O 0 O 3 2,665 0235 025-1
Citrobacterkoserr 0 0 0 166 692 281 58 17 & 0 3 3 0 0 O 1 O 0 O 3 1229 0.125 0.03-0.125
Seratamarcescens 0 0 0 46 284 20281331365 116 38 22 13 1 0 1 1 0 O O 4 4,246 025 0.125-05

Epidemiologic cutoff values were calculated using the eptdemiologic cutoff values finder statistical tool. Available at htipswirw eucast org mie distributions and ecoffs

Turnidge J, et al. Statistical characterisation of bacterial wild-type MIC value distributions and the determination of epidemiological cut-off values. Clin Microbiol Infect. 2006;12(5):418-23



ATM-AVI & Escherichia coli ATM-AVI & Enterobacter cloacae

30,287 isolates 20 7,069 isolates

% microorganisms (aggregated numbers)
L
% microorganisms (aggregated numbers)

» ECV = 0.125 pg/mlL ECV = 0.25 pg/mL
0
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. . . | .-_77 -
00020.00400080.016 003 006 0125 025 03 1 2 4 8 16 2 61 12w 256 312 0.0020.0040.0080.016 0.03 006 0.125 025 05 1 s 16 32 e 128 236 =2
MIC (mg/L) MIC (mg/L)

ATM-AVI & Klebsiella pneumoniae

26,199 isolates
ECV = 0.5 pg/mL
10 I

0.0020.004 0.00B0.016 0.03 0.06 0.125 025 05 1 2 B 16 32 64 128 256 512

% microorganisms (aggregated numbers)
B

MIC (mg/L)
Drug (Target) Hollow Fiber Target (to Murine Target (to achieve | Target Used for Monte
achieve 1-log reduction) 80% max killing®) Carlo Simulations
Aztreonam
(FT>MIC) 50-55% Not tested 60%
Avibactam 41-58% 14-43% 50%

(fT>C;of 2.5 mg/L)
380% max killing correspond to different log reductions depending on the species and model

-E. coli: ~1.5-log (thigh) or ~2-log (pneumonia)
-K. pneumoniae: ~0.5-log (thigh) or ~2-log (pneumonia) reductions

Favorable Microbiological Response at Test of Cure Visit

Enterobacterales 130 (75%) 71 (72%)
E. coli 91 (72%) 44 (76%)
K. pneumoniae 14 (52%) 15 (65%)

Clinical cure at Test of Cure Visit

E. coli 89 (78%) 43 (74%)
K. pneumoniae 15 (56%) 16 (70%)

*Data missing for other Enterobacterales species

MIC (pg/mL)

0.008 |[0.016|0.03|0.06|0.12|0.25| 0.5 1 2 4 8

Enterobacterales| Number of isolates 7 4 39 | 69 | 30 | 12 9 0 2 0 2
S

Clinical cure 86% | 100% | 72% | 81%(| 77% [)58% | 33% | NA | 50% | NA 0%

Microbiological cure | 86% [ 100% | 74% | 83% % | 58%|33%| NA |50%| NA 0%

E. coli Number of isolates 3 1 31 [ 59| 15 3 0 0 0 0 2

Clinical cure 100% | 100% | 71% | 83% | 73% &00% NA | NA | NA NA 0%

Microbiological cure | 100% | 100% | 74% | 85% | 73% |100%| NA | NA [ NA | NA 0%

K. pneumonige | Number of isolates 0 0 4 4 S5 6 7 0 1 - -

Clinical cure NA NA | 75% | 50%(|100%()33% | 43% | NA | 0% -~ -

Microbiological cure NA NA | 75% | 50% |100%| 33% | 29% | NA | 0% -~ -




E. coli (3)

0.5-1 pg/mL

0%

K. pneumoniae (8)

0.12-0.5 pg/mL

63%

AZTREONAM-AVIBACTAM (ATM-AVI) DISK DIFFUSION BREAKPOINTS FOR ENTEROBACTERALES
Enterobacterales [Zx9 % aztreonam-avibactam DT 4 AV HEEET LA IRA U +bE S 2
25mm, 122-24 mm, R<21 mm [2F 5 &, [F4 RAVHREIX S & | LBXFFE T 5 ATREMEAS
DB TAARVIEET I LHEShEDEHRICOVTIEI MIC EICKZEEABRMATHREINS ]

DESTFER=MFITEH L
Hah, REBShiz (&R

. ML E % ceftazidime-tazobactam & RHEIZTHRET ZEIEEH IR
- B 13, Rxt 0, ZEHEO, RFE1),

Organization
Susceptible Intermediate
Sponsor proposed 225 22-24
FDA 221 18-20
EUCAST >25 --*
. -n—“ Very major error and Minor
FDA breakpoints A a2t <7 :
error rate too high
EUCAST >25 <25 22-24
1121 1 2|12 412 1
1+2 12 5
1+1 2)14|5(4]2]2]|1
| 1/2|1|2]|3|6|8[8|7
-1 1|7 ]|15|6
1-2 1/1]3/12/10{2
MIC 2|3|6|9|5|8 1|11
1 1 611/10| 11 |8 | 5|3
1/1/6|8/18[11(14/8|7 2,21
27|18 (22|39(22|29|13|5 |4 (3
1 1| 5 [17/46|50/75/57|38(30|/8 (4 |2 1
1 4 |20|37/35|50(30|22|11|5 /1|1 1|1
1/3|1 5|5|14(22/13| 2 1
1)1 1 1/75|10/11(15 919/ & |5 | 3
1 14 20 21 22[28]24]25]26[27] 28 [20[a0[01[s2[33]2a[es]s6[a738[ 30]ao]a1]az43] 2 |
Disk Diffusion zone size in mm
i j Minor E
MIG range Number Very Major Errors Major Errors inor Errors
n % n % n %
21+2 29 3 10.3% NJA N/A 11 38%
I+1tol-1 97 &) 9.3% 0 0% 44 45%
<1-2 1083 N/A N/A 1 0.1% 1 0.19%
Total 1209 12 1.0% 1 0.1% 56 5%

AZTREONAM-AVIBACTAM TABLE 1 PLACEMENT
Table 1 [Z# [+ % aztreonam-avibactam DEEIZCDWNTER SN, tOEFRB-5H9 27 —+F/B
S AT—EEBHIERLIZ Tier 3ICERBT A EMREKBSIA BE : B/ 12, k* 0, FiEo0,

kﬁ 2)0



QTabIe1A-1.Enter bacterales (excluding Sali lla and Shigella spp.)®
4 I8 PP

Tier 3: Antimicrobial agents that are

appropriate for routine, primary testing in Tier 4: Antimicrobial agents that may
Tier 2: Antimicrobial agents that are institutions that serve patients at high risk warrant testing and reporting by
Tier 1: Antimicrobial agents that appropriate for routine, primary testing but for MDROs but should only be reported clinician request if antimicrobial agents
are appropriate for routine, may be reported following cascade reporting following cascade reporting rules established in other tiers are not optimal because of
primary testing and reporting rules established at each institution at each institution various factors
Ampicillin
Cefazolin Cefuroxime
Cefotaxime or ceftriaxone® Cefepime®
Ertapenem Cefiderocol
Imi
ipenem Aztreonam-avibactam
Meropenem
Ceftazidime-avibactam
Imipenem-relebactam
Meropenem-vaborbactam
Amoxicillin-clavulanate
Ampicillin-sulbactam
Piperacillin-tazobactam
Gentamicin Tobramycin Plazomicin
Amikacin
Ciprofloxacin
Levofloxacin
Trimethoprim-sulfamethoxazole

Cefotetan
Cefoxitin

Tetracycline

Aztreonamd

Ceftaroline®

Ceftazidime®

Ceftolozane-tazobactam

Cefazolin (surrogate for
uncomplicated UTI)®

Nitrofurantoin

Fosfomycin' (Escherichia coli)

TRIMETHOPRIM-SULFAMETHOXAZOLE (SXT) MIC BREAKPOINTS FOR B-HEMOLYTIC
STREPTOCOCCI
B -AMmEFEBRE 2% 3 5 trimethoprim-sulfamethoxazole ® MIC TLA 2 RA > +%& S <

05 11, R22ugimL & LT, UTFDOAAY FEME5THIENRESI, KBS (BRE:
B 12, R% 0, MO0, RFE2), EXEA—RADSNEYTmMBREFSL MHA 2RV -AE

(Bl : T« RV UEEGE, DERLERE BXHFRL X FIPUSFEOLRICKYGELE
CH-ORBIRETHEL, REBFUVEBEERREDREL LB SN -EHRUN TILEE
BESNG] . £, Table1 D Tier4 ~AOEENMRESHh, REIh- (BE: #510, K
*f 3, MO, RFE1) ,

Organisms

Lancefield Antigen Group

Group A S. pyogenes
Group B S. agalactiae

Group C S. dysgalactiae subsp. equisimilis
S. dysgalactiae subsp. dysgalactiae (alpha-hemolytic)
S. equi subsp. equi
S. equisubsp. zooepidemicus

Group G S. dysgalactiae subsp. equisimilis
S. canis



Resistance to TMP/SMX

Para-

aminobenzoic Folic acid Folinic acid

acid

SMX TMP

DNA from Free

Thymidine

dead cells thymidine

Bypass pathway
Thymidine phosphorylase
(horse blood)

Goldstein EJC and Proctor RA. Clin Infect Dis 2008; 46(4): 584-593. hitps //doi.org/10.1086/525536

UCsr
_ Disk Diffusion Broth Microdilution Agar Dilution SXT Breakpoints?

MHA with 5% sheep CAMHB with lysed MHA with sheep blood No
blood horse blood (2.5% to (5% v/v)
5% v/v)
35°C+2°C 35°C+ 2°C
5% CO,; 20-24 hours 35°Ct 2°C ambient air; 20-24
ambient air; 20-24 hours (CO, if necessary,
hours for growth with agar
dilution)
EUCAST Mueller-Hinton agar +  Cation-adjusted Guidance not available Yes

5% defibrinated horse = Mueller-Hinton broth

blood and 20 mg/LB-  + 5% lysed horse blood

NAD (MH-F) and 20 mg/L B-NAD
(MH-F broth)

5% CO2, 35+1°C,
Sealed panels, air, 18+2h
35+12C, 18+2h (for
glycopeptides 24h)
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CEFTRIAXONE AND CEFIXIME MIC BREAKPOINTS FOR NEISSERIA GONORRHOEAE

Neisseria gonorrhoeae IZ%9 % ceftriaxone @ MIC TLA 2RS4 >+ $S<£0.12, 10.25 R2
0.5 yg/mL Z#H 58 500 mg ZEIZHAL, TARIVBBEOT LS IRV F2EIBRTH L
RRESh, KBIhf, Ffz, TARIBHEDT LA IVKRA Y FERELSEITHTHSE
DI*YERFAbNT (BE: B 13, k30, FEHEO, RE1) ,

Neisseria gonorrhoeae 239 % cefixime ® MIC TLA4 2RS4 > F $<0.06, 10.12, R2
0.25 pg/mL %58 800 mg ZEITHAL, TARVBBEDTLA IV KRA U FEHIBRT S &
RRESh, KBIhf, Fz, TARIBHEDT LA IRA Y FERELSEITHTHSE
DIV ERFALNT (BE: B 13, k30, FHEO, RE1) ,

The ceftriaxone breakpoints
are based upon the clinical
response of uncomplicated
genital infections. Data
describing drug exposure and
outcome for infections at
other body sites is limited.

No breakpoints are proposed today
Ceftriaxone because testing of ceph-Risolates is
(500 mg IM) <0.125 0.25 0.5 needed. The AHWG recommends
publishing revised MIC breakpoints
without disk diffusion breakpoints
now. In the following year,
recommendations for disk diffusion

<0.06 | 0.125 | =0.25 | breakpointsare expected. No Comment

Cefixime
(800 mg oral)

NML + WHO 0.125 0.063

US-CDC 0.032 0.063

NML+WHO+CDC 0.032 0.063

*CEFTRIAXONE
Ceftriaxone MIC cutoff point (me/1)

ECOFF 0.03 (97.5%) The ECOFF value is the minimum possible cutoff
value. CLSI uses a 97.5% ECOFF and EUCAST uses
99.9%

Genomic Data 0.12 This value represents the lowest MIC at which
penA A311V, associated with CRO-R has been
detected

PK-PD 0.06 (500 mg dose) - In vitro hollow fiber PK-PD model (500 mg

dose)

- PTA 89% at MIC 0.06
- PTA81% at MICO0.12

Therapeutic Susceptible breakpoint at least as -100% clinical cure with 1 g ceftriaxone IV at
(Clinical) high as 0.25 MICs of 0.25
-2 clinical failures at MICs of 0.25

—--_

<0.25 None 20.50 Intermediate not included because

2 <0.25 0.5 =1.0 This proposal includes an intermediate dilution, however clinical
data and PK/PD data suggest an increased rate of therapeutic
failure and the need for a higher dose.

3 <0.125 0.25 =0.5 Breakpoints include an intermediate range and is suitable for the
500mg ceftriaxone dose.

4 <0.125 None >0.25 This breakpoint agrees with both the genomic and the
therapeutic data and is one dilution higher than the breakpoint
suggested by the PK-PD data

The breakpoints recommended by the AHWG
The susceptible breakpoint is supported by mutational analysis and clinical outcome data.
An intermediate breakpoint is included to account for technical variability. The MIC of 0.25 ug/mL is acceptable because of low

rate of clinical failure and the option of a higher dose.
The AHWG recommends a comment like this: The ceftriaxone breakpoints are based upon the clinical response of
uncomplicated genital infections. Data describing drug exposure and outcome for infections at other body sites is limited.




*CEFIXIME

ECOFF 0.06 (97.5%) The ECOFF value is the minimum possible cutoff value.
CLSI uses a 97.5% ECOFF and EUCAST uses 99.9%

Genomic Data No clear breakpoint

PK-PD Breakpoint 0.06 (dose of 400 mg) Limited data, but cefixime 400 mg effectively treated
N. gonorrhoeae with cefixime MIC of 0.06 mg/L.
Cefixime 800 mg was not modeled.

Therapeutic (Clinical) 0.125 Limited data, but treatment was successful at this MIC

for uncomplicated urethral infections. For 3 infections
at other sites (2 rectal and 1 pharynx specimens) the
TOC culture was positive after treatment. Slide 53

m-—n

<0.125 0.25 There is less data for cefixime than ceftriaxone because the drug
is used less frequently. TOC recommendations in treatment
guidelines can help to convey actions needed to minimize therapy
risks if the drug is used as monotherapy. This would require a
comment that the breakpoint applies to uncomplicated urethritis
only.

[ 2 <0.06 0.12 >0.25 This breakpoint applies to all infections. ]

The breakpoints recommended by the AHWG
= The susceptible breakpoint is supported by mutational analysis and clinical outcome data.

= An intermediate breakpoint is included to account for technical variability and variability in clinical outcome data by body site.
= No comment is needed because this is a breakpoint that is meant to support all infection types

TETRACYCLINE URINE BREAKPOINT FOR ACINETOBACTER SPP.

Acinetobacter spp.IZ®9 % tetracycline DERD T LA VRS > F#BIRT 52 EMRRES
h, RBShiz (BE : 5/ 13, k30, FEO0, RE1),

C DREM Acinetobacter AHWG TEIRRICHM - F-ERICIEK, 1) REBBRZIEARRICET S
BREET—42MNGE <, ROEBEX—BNICEN., 2) BERTRERAIATLEN, 3) RITORD
TLAIRS Y FERRBIZERSN=T—2B’FTHETH S, 4) ECV (8mg/L) BHERTDT LA
PRAVEZLEESTEHY, BEFEXIRTEIT 0G0, BRTRRSAE-8EFEHZLUTIC
G

Previous/old breakpoints (2024 M100- Updated breakpoints

ED34)

s I R s ‘ I ‘ R
Minocycline | =4 8 =16 <1 2 =4
(Revised
June 2024)
Doxycycline =<4 8 216 Removed (Jan 2025 meeting)
Tetracycline =4 8 =16 Archived; under review
*Urine
only




Agent Max dose Peak Time to Half-life AUC fAUC
per Pl concentrati | peak (ty5) (mg/L-h) (mg/L-h)
on (C,.u concentrati
mg/") on {tmax:'
Minocycline | 200mgql2 | ~3 2-3h ~20 69.8 (0-8h) | 16.8
h
Doxycycline 100 mg 1.7-5.7 2-35h ~18-22 h 61 7.3
ql2h mg/L
Tetracycline

Tetracycline MIC distribution: A. baumannii

Complex (CLSI M100 Ed34)
SI!1:R
B JMI SENTRY Public
. . A. baumannii complex
. . Tetracycline MIC distribution
. . 9,434 A. baumannii complex isolates
— . % % %’ ¢ taerw w % -
e (uarmiy
Tetracycline MIC, pg/mL 0.5 1 2 4 216

Isolates (cumulative %)

89 (0.9)

1032 (11.9)

1444 (27.2)

815 (35.8)

702 (43.3)

5352

Protein
binding (%)

76

82-93
(mean, 88)

55-64

Data from sentry-mvp.jmilabs.com (accessed 3/7/2025)

A. baumannii complex/tetracycline ECOFF Finder
summary (using a single JMI distribution at a time)

Data source(s) included n ECV95.0% | ECV97.5% | ECV99.0% | ECV99.5% | ECV99.9%

IMI MVP SENTRY Public 9,434 8 8 16 16 32

IMi {3007—2011} worldwide 5,477 4 3 g g g
surveillance

JMI (~2018) 34 countries 457 16 16 16 32 32
IMI data courtesy of M.

Castanheira (for evaluation 5,980 8 8 16 16 16

of tetra vs. mino MICs)

ECV (97.5%) = 8 pg/mL (?)

MINOCYCLINE BREAKPOINT COMMENT FOR ACINETOBACTER SPP.
Acinetobacter spp.IZ¥®9 % minocycline DT LAV RA > FIZELTFDaA Y FEEMTSH
EMRESHh, RKEBShF (BE: B 13, k3t 0, FEHE 0, RE 1), Minocycline AFIFATE
HIBE, EESRRT S EMNEREIN S, Minocycline DERBMNIERTEH UGS,
doxycycline MIC fEAY <1 pg/mL E7=[X tetracycline @ MIC {EAY < 4 pg/mL D EEE#RIX,
minocycline [CBEN&H B AT SN B, Doxycycline M MIC fEAY 22 ug/mL /=%
tetracycline @ MIC {EAY 2 8 pg/mL DD EEERIL, ARICDELIFE, minocycline DR %R
BIRETHS]



Activity of antimicrobial agents tested against 1,110 Acinetobacter isolates in the SENTRY program (excluding Acinetobacter baumannii-
calcoaceticus species complexes) with a MIC less than or equal to 1.0 pg/mL tested against doxycycline

Organisms include Acinetobacter beijerinckii (8), A. bereziniae (96), A. courvalinii (22), A. dispersus (4), A. gerneri (2), A. gulllouiae (15), A. gyllenbergii (2), A. haemolyticus (25), A. indicus (1),
A. johnsonii (60), A. junii (96), A. Iwoffii (176), A. modestus (3), A. parvus (1), A. proteolyticus (15), A. radioresistens (152), A. schindleri (10), A. soli (30), A. towneri (1), A. ursingii (263), A. variabilis (27),
A. venetianus (1), A. vivianii (11), and unspeciated Acinetobacter (89).

Dilution (ug/mL)

Antimicrobial Agent

0,008 0015 003 0.06 012 0.25 05 1

483 778 944 991 997 998 | 100.0

Minocycline
¥ 535 326 184 52 7 1 2

Activity of antimicrobial agents tested against 1,087 Acinetobacter isolates in the SENTRY program (excluding Acinetobacter baumannii-
calcoaceticus species complexes) with a MIC less than or equal to 4.0 pg/mL tested against tetracycline

Organisms include Acinetobacter beijerinckii (8), A. bereziniae (87), A. courvalinii (21), A. dispersus (4), A. gerneri (2), A. guillouige (15), A. gyllenbergii (2), A. haemolyticus (27), A. indicus (1),
A. johnsonii (56), A. junii (96), A. Iwoffii (174), A. modestus (3), A. parvus (1), A. proteolyticus (13), A. radioresistens (151), A. schindleri (10), A. soli (31), A. towneri (1), A. ursingii (258), A. variabilis (27),
A. venetianus (1), A. vivianii (10), and unspeciated Acinetobacter (30).

Dilution (ug/mL)

Antimicrobial Agent

0,008 0015 003 0.06 012 0.25 05 1

494 787 951 993 9938 99.8  100.0

Minocycline 536 317 178 45 6 [ 2

AMIKACIN MIC BREAKPOINTS FOR ACINETOBACTER SPP.

Acinetobacter spp.[Z%9 % amikacin ® MIC TL A 97K/ >+ S<8,116,R232 ug/mL %
B’ 58 20 mg/kg/day ZE&ICERAT S EMRESH, RKBSh- &R : B 13, R¥ 0, FiE
0, RFE1) .

FDA Package insert: 15 mg/kg EUCAST v15.0: 25-30 mg/kg

Intravenous Administration: The recommended daily dose for VPI-AMIKACIN is 15 mg/kg Aminoglycosides Standard dosage High dosage
to be administered at 7.5 mg/kg every 12 hours (500 mg twice a day). The solution for Amikacin A Hone

. : . . 5 R Gentamicin &Tmghgx 1w None
intravenous use is prepared by adding the contents of a 500 mg/2 mL vial to 250 mL of sterile [etimicin Tmakg T Nore
diluent and administered over a 30-60 minute period. Solutions for intravenous administration [Tobramyein TTmghgr i None
should be used within 24 hours after preparation.

+ amikacin dosage is most often 15 - 20 mg/kg/day, not the 25 - 30 mg/kg/day suggested by
the pharmacokinetic/pharmacokinetic modelling and by the fact that amikacin is 4 times
less active that gentamicin and tobramycin

EUCAST is concemned that doses lower than those listed with the EUCAST breakpoints

N . Dosages tab fail to deliver adequate exposure for the wild-type populations of target species,
IDSA HAP/VAP gu idelines: 15-20 mg/kg especially in serious systemic infections. This is y pre ) where dosing

traditions are lower than in any European or FDA guideline [4 - 8] and acceptance of higher doses

T s . oo for Clndeaty Svape it Vot Avciond Ut Wher Empirts et o is lower than for other aminoglycosides [9). EUCAST encourages the use of therapeutic drug
03, Suppevied Gmphic Tresiment Optiens oo Sepe Hma! oumonts [ Unks Vikerm Cmpiic i Bocistont monitoring for this drug class, which has a namow window between efficacy and toxicity [9,10]
Staphylococeus aureus Coverage and Double AntipseudamonalGram-Negatve Coverage Are Appropriate 9 g ciass, Y t [9.10]
A. GramPos twe Antbotcs With B. Gam-Negatve Artbolcs With C. Gram-Negatwe Antratcs With Antipseudomonal
MRASA Actvity Antpseudomonal Activity: pLactam-Based Agents Actvity. Non-pLactam-Based Agents
Gycopepnoes’ Antipssudomonal pencns® Fluorogqunolones.
Vancomycn 15mahg V gé-12 Ppeaclintazotacam 4.6 IV o@h® Corofloxacn 400 mg IV ash
fconsider a kaeing dose of 5-30 Levofloxaon 750 mg IV q24h
mg/g x 1 for severs ilnass)
OR OR OR
Orarohdnonas Cephalosporins” Amnoglycosdes'”
Linezold 600 mg Va12h Cafepme 2 IV g8h Amikacin 16-20 mghg IV q2ah
Cefuadme 2 IV g8h Gentarion 5-7 mg/g IV q24h
Tobramyan 5-7 mghg IV g24h

Percent Probabilities of PK- Assessment of Amikacin AUC/MIC Ratio Targets
PD Target Attainment for Associated with a 1-logyo CFU Reduction from Baseline
AmikaCin by Mlc overlaid PK-PD Target Assignment Murine Infection Model, Exposure
Over MIC Distributions for — Median — Thigh. Free-Drug Plasma
- — = Randomly Assigned — Lung, Free-Drug Plasma
A. baumannii lsolates from  _ — Lung, Total-Drug ELF =
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S 1 R 8 H] 2
- - ]
o o 0 °
Amikacin <8 - =16 » Q02505 1 2 4 8 16 32 64 128 256 [
oY oY o (>32)

Amikacin MIC (ug/mL)
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Data Entry & Results | A baumannii complex Amikacin "":::;:"’DE 3/25/2025 '°":"::
REVIEW AREA
WAC_ | Log,WIC Jaw Count or . Count ot MIied VI THiea ] [ selected Subset] 8 [OdRange]
0.001; of|  0.0000¢ Modalmic| 2 s ] 12000
e a Mprosrass - [ SR Cowt N edmArCoRaN  @ImedComta
0.004 0 Maxtoga] S
0,008 0 Selected Log; Mean| 08550 «1.809 pg/mL 10000
0.016 0] Selected Log, SO|  0.8359
0,031 0] o 6%
0)
0]

1024

0.025,
0.25)
05!
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4
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16
n
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s
256
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Clear Data  Clear Bug Clear Drug J

Selected Values

6 16
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M Count

) o)

24503

ECV (97.5%)
=8 pg/mL

Agrees with EUCAST

Copy Numerical Results |

Copy Results Image

AMIKACIN DISK DIFFUSION BREAKPOINTS FOR ACINETOBACTER SPP.
Acinetobacter spp.IZ3t9 % amikacin DT 4 RV HHERGED T LA VR4 >k $220,117-19,
RS16mmICT 5 EMRESH, REBShF (BE: B 13, R0, g0, XE1) .

MIC (Dilution Test in ug/mL)

>64
64 L] ] 3 2 2 1 2 1 s I R
- L1l MIC <8 16 232
" ! A Disk 219 17-18 <16
8 1 2 4 1 2 1
4 2 3 8 8
2 2 4 o7 o8 o2 n VME ME mE
! vz o2 2[+2 25 0(0%) NA 0 (0%)
03 1 +1tol-1 | 30 0 (0%) 0 (0%) 7 (23.3%)
05 <1-2 62 NA 0(0%) 0 (0%)
&% 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 »26
DIA (Diffusion Test in mm)
n VME ME mE
2 mm intermediate range =42 25 0 (0%) NA 0 (0%) Approved by
breakpoint WG
Minimizes error rates +1tol-1 | 30 | 0(0%) 0(0%) | 7(23.3%)
<12 62 NA 0 (0%) 0 (0%)
n VME ME mE
3 mm intermediate range > 142 25 0 (0%) NA 0 (0%) Option to expand to a.3. mm
range to allow for additional
Acceptable error rates *1tol1 | 30 0(0%) 0 (0%) 10(33.3%) interlaboratory variation; still
<|-2 62 NA 0 (0%) 0 (0%) meets M23 criteria
n VME ME mE
4 mm intermediate range > 142 25 0 (0%) NA 0 (0%) Borderline, since
Acceptable error rates I+1tol-1 | 30 0 (0%) 0 (0%) 12 (40%) |+—— guideline criterion
i 0,
<1-2 62 NA 0(0%) | 2(3.2%) Is <40%




GENTAMICIN AND TOBRAMYCIN MIC BREAKPOINTS FOR ACINETOBACTER SPP.

Acinetobacter spp.IZ3®9 % gentamicin & tobramycin ® MIC LA O HRAL 2 FS<2,14,
R 28 pg/mL 58 7 mg/kg/day ZEICTHRAT S EMNRRESh, EKBIh- (8K 8Bl
13, Rt 0, EHEO, RFE1) »

Analysis

Log, value

i
L.0g; Mean

Value 0.500 1000 2000 4.000 8.000 16.000 slected S tLog;
pe Mo 11886.A1] 121065] 12577] 13069.1] 13587.8] 27000] 27000 27000] 27000] 27000 -1 Ploase review results also on the
SIog | 1op, mean—| -1.13921| -1.0714] -1.0133] .0.9463| -0.8676) 1 1 1 1  pelected Subset Log; * Ij Data Entry sheet alter solving
e Logs SD—| 0.707277| 0.78255| 0.85296] 0.93735| 1.04206 1 1 1 1 1

Plot for Best Fit

oy AF
!wnqmmnuu-e'—&&ht‘na&h"e!tﬂ

Sum-of-squares 2017 99169 4295203 98088 S00088” ONJA " ONIA T ONIA T ONIA T WNIA
N 10870 12180 12953 13799 14666° ONIA " ONIA " SNIA " ONIA " eNIA

ABsiN-N..0[ 66 AJEEE] 376.0] 729.5] 1078.2

NN~
a2nann

95.0% Subset ECOFF= 2| 2
97.5% Subset ECOFF= 2 2
99.0% Subset ECOFF= 2 2
99.5% Subset ECOFF= 2 2
99.9% Subset ECOFF= 4 4 4

2
2
4
4
8
%O0bs >95.0%  170% 17.0%  17.0%  17.0% 170% 170% 17.0%
WObs > 975%  17.0%  17.0%  17.0%  17.0% 17.0%

ECV (97.5%) = 2 pg/mL

1L.7%
%0bs >99.0%  17.0%  17.0% 17.0% 117% 117% 117%  1L7%
%Obs >99.5%  12.0% 170% 1L7%  1L7%  1L7%
%O0bs>99.9%  1L7% 117% 11L7%  117%  59%

Weighted dataset because 1 lab (JMI) >50% of total

f Distribution: Total Number
Data Entry & Results I A. baumannii complex I Tobramycin I""I:‘z ;:ﬂ"’:"‘o':‘jl 2 | 4/28/2025 °“°:;W:§|:n| 200 |
REVIEW AREA
MIC m&mu!m:wmuﬁ;iumv.lun Fitted % | sde«eds&mﬂ $1 Dilhu_el
0.001 -0 ) 0.00000 Modal MIC| __ 05 s 60
0.002] 2 p LogMIC Mode . [ 3 Raw Count or % bar w—w=Row Count of % —@—Fited Countor % ]
0.004] -8 0 Max Log;MIC 2
0.008 7 0 Selected Log; Mean| -1.8493 «0.278 yg/mL 50
0.016 -6 0.027 0,027 Selected Log, SD| _0.8422
0.031 -5 0 0.027 ov[_e37%
0.063 -4 0.081] 0.108 05 g 40
0425 3 8.641 8749 8.1% Selected Values 8
0.25) -2 45833 54.582 34.3%
05 -1 48.029) 102,611 41.4% g 30
1 0 19.862 122473 17.59901 14.3% &
2 1 10.117 132.59 169022  1.4% €
4 2] 8.354) 140.944 0.04391 3 20
8 3 140.944] o
16 4 140.944] PARKED DATA (see Instructions)
32| s 140.944 mic |_tog;mic_| Count 10
64 6 140.944 16| 4 58177
128 7 140.944
256/ 8 140.944 o 1 !
512| 9| 140944 -1 Qg3 " “Y*"xa3 88833
1024 10 140.944) g g g g 3 3 g 3 Mic) 2
Clear Data Clear Bug Clear Drug Copy Numerical Results I Copy Results Image
%) =2
ECV (97.5%) =

Mg/mL

EUCAST: tobramycin ECV 4 ug/mL

GENTAMICIN DISK DIFFUSION BREAKPOINTS FOR ACINETOBACTER SPP.
Acinetobacter spp.I=®9 % gentamicin DT 1 AV ILBEED T LAV RL U +# S2 19,1 14-
18, RS13mm [CF BT &ARESHh, RBIhi= (BE: HF 13, k%0, FHE0, RE1) .



5, Gudetin for Accptable iscrepancy Rates (Wit mesmedite Rangesh
MG Bange  iscrepancy Rates <13 R; 14-181; 219 S
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o e | vmE |ME |
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0125 2
P -2 0 0 0
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DIA (Dittusion Test in mm)

® Correct ® Minor

TOBRAMYCIN DISK DIFFUSION BREAKPOINTS FOR ACINETOBACTER SPP.
Acinetobacter spp.I[Z®9 % tobramycin DT 4 AV EED T LA UKLV F%E S217,113-
16, RS12mm [CT B EMNREIH, EBEIhf (BR: B 13, X3 0, FHEO0, RFE1) ,

: s | R
’ IRAREE MIC <2 4 =8
z " RN Disk 217 1316 s12
® , SR
o L1 n VME ME mE
i | RENRA 21+2 | 62 | 0(0%) NA 3 (4.8%)
+1to 11| 44 | 2(45%) | 0(0%) |12(27.3%)
<12 [ 13| NA 0(0%) | 2(1.8%)

<6 6 7 B8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 I 32 33 WU M
DIA (Diffusion Test in mm)

® Comect @ Minor ® Very Major

Methods Application and Interpretation 7—% >4 4 )L—F
INTRINSIC RESISTANCE DEFINITION AD HOC WORKING GROUP REPORT

REETYE (RERME) ; intrinsic resistance (IR/DEHEEZRET C EARESh, “FHIS
h5iE” “expected resistance” (ER)Z AT A ENRBEINT- (RE : B 10, k¥ 3, FE
o0, XE1,

RESN-ERBORXEMERZLTICREET 5.

(FR30)

The concept of “expected resistance” (ER) includes both intrinsic resistance (IR), which
is a property inherent to an organism, and expected clinical failure (ie, treatment failure or
insufficient antimicrobial exposure in a host species). Antimicrobial agent-organism
combinations qualify for ER if they display either IR or expected clinical failure.

IR is defined as inherent or innate (not acquired) antimicrobial resistance, evidenced by
high MICs or reduced zone diameter values for specific antimicrobial agent-organism
combinations for all or nearly all isolates (2 90%) of a microbial species or organism group



(e.g. species complex). The MIC distribution for an antimicrobial agent-organism
combination exhibiting IR generally displays a high modal MIC.

Expected clinical failure includes antimicrobial agent-organism combinations for which
available PK/PD data show insufficient antimicrobial exposure at clinically achievable
concentrations, or when available microbiologic or clinical data demonstrate lack of
efficacy against a species in vivo.

Antimicrobial susceptibility testing (AST) is unnecessary for organisms considered to
have ER to an antimicrobial agent. However, if testing is performed, the AST result should
be suppressed or reported as resistant. MIC and zone diameter values should not be
reported, as some isolates may exhibit low MICs or large zone diameters despite lack of in
vivo utility of the antimicrobial agent.

(fRER)

[PEINSMmME] (ER) OBMEZICE, MEMICEFEOEETHSRNELRmME (IR) LFHS
hBBEERMER (THOEABRKBMFELEIBEICETIREERERE) ORANREENS. It
EREBMEPOMAEDLER, REFLZFRASHIEERNERDOVTIANETTIREIZERIZE
195

IRIE, WECHER-MEMESEHICEVT, BEFLEIER (B BEEHW) O27HEKE
FIERFLSBMER (290%) THUVDMCHEFEET A RAIZEEOETARBDLND, BEHET
FEVERD (F=EFEEXRD) REXMEE LTEESIS, REFTTHRER-—MEDHEEAED
MIC #fld, —MIZHELMIC [EE—F (R3FE) %#FT.

FRAShIEERMBERIZIE, FIFATEEL PK/PD T—4 HERERMIZE R ATREL B E TOREXRRE
BTRZTYIEA, FREMNATEGHBEDEDN - REKNT —2NLUZEEIIHT S invivo T
DEMUERMERRET SEEORER—MEVHEESENEEFNL S,

MEZEICH LTER (it®) AEBHONSZMEMICOVTIE, TOHEREORIZEHR

(AST) BFETH S, =1L, BERAEBINI-EE, AST OHBRFIFLRETHH, Mits
LTHRETRETHSH, —HOIEEKRIE, £EFRATOFAELIRMLTVSICEMDDET,
ELMICENT s R ZREDTHERETY IEENH S0, MICIEESIUVT 1 RV REFTRET
RETIEEL,

M100 Intrinsic Resistance Definition Proposed Revision of Expected Resistance

(Currently Published)

Only intrinsic resistance addressed Includes intrinsic resistance and expected clinical failure

Does not address PK/PD or clinical failure; Addresses PK/PD and clinical failure for more

restricted definition comprehensive assessment of clinically applicable
failure of an antimicrobial agent

Includes wording “susceptible” and Descriptive use of values or MICs without using terms

“resistant” despite lack of breakpoints associated with breakpoints (e.g., “displays a high modal
MIC”)

Cutoff of 97% Cutoff of 90%

States that IR is seenin “almost all Further clarifies by stating “all or nearly allisolates of a

representatives of a species” species or organism group (eg, species complex”

Addresses only MICs Includes MICs and zone diameter values

Report as “resistant” Report as “resistant”



INTRINSIC RESISTANCE AD HOC WORKING GROUP REPORT

Salmonella and Shigella spp.IZ%9 % cephalosporins, cephamycin, aminoglycosides [Z
HITHME (R) ZREMMEDRE S UR 1A ICHEFELEFETEMT S LARRESHh, KB
Shi- (BE: BRU13, R0, FEHEO, RFE1)

Appendix B. (Continued)
B1. Enterobacterales (Continued)

Abbreviations: AST, antimicrobial susceptibility testing; MIC, minimal inhibitory concentration; R, resistant.

WARNING: For Salmonella and Shigella spp., aminoglycosides, first- and second-generation cephalosporins, and cephamycins may appear active in vitro but are
not effective clinically and should not be reported as susceptible.

g & g
g ¢ E -2 § = HE
£ - . t w8 5% 3 " = P
g s £4% 2 s £% £33 £t 2 g 2. IQE
g Antimicrobial Agent > T TE E S 8% 2% 5= T § B % 4 =
g 2 =S = E 89 E: §¢® & ¢ 5 Ezx =il
- E g2 = 8 B E £z =< E & ® = i ]
: < ® 0§ F g3 3% &9 EF 2 iR
i £ S& "§ S H 2
§ 3 Organism J. J =
§ 1 |Proteus wigaris R R R s [ R|R|R| R S
g s
= | Providencia rettgeri R R R 5 R |R|R R
‘;i: + | Providencia stuartii R 3 R ¢ R R R R °
g v e spp.’ R 4
% E Salmonella and Shigella spp. There is no intrinsic resistance to fi-lactams in these organisms; refer
’ H to WARNING below for reporting,

+ | Serratia marcescens R R R R R R R| R

+ | Yersinia enterocolitica R R R R

There is no intrinsic resistance to B-lactams in this organism.

DIRECT DISK DIFFUSION SUSCEPTIBILITY TESTING AD HOC WORKING GROUP REPORT

Piperacillin-tazobactam E#EM&IE®R T «+ XV EfkiE (16-18 BfE) O TLAL I KAk (R
<17 mm) % Proteus spp.Z &% Enterobacterales ICEWTHRAT A Z EARESHh, KES
iz (E . Hr 13, %0, €0, RE1)

BURKHOLDERIA CEPACIA COMPLEX AD HOC WORKING GROUP REPORT
Burkholderia cepacia complex ® ECVs ZHIfRg 5 EMNRESh, KBS (BE #
FE 13, Rt 0, MO, RE 1)

Table F1. ECVs for Burkholderia cepacia Complex®

d 5
Ceftazidime <16 232
Levofloxacin <8 216
Meropenem <16 232
Minocycline <8 216
Trimethoprim-sulfamethoxazole <2 24
Abbreviations: ECV, epidemiological cutoff value; MIC, minimal inhibitory concentration; NWT, non-wild
Footnotes
a. Insufficient data were ilable to ECVs for individ specles wnhin the B. cepacia complex. Although more than 50% of the data were
contributed by a single laboratory for minocycline and trimethop le, the data were not weighted before pooling and analysis. The

ECVs are under review and will be updated if appropriate.
b. The ECV is the highest MIC that defines the WT population of isolates (eg, the ECV for ceftazidime is 16 ug/mL and the WT population is < 16 pg/mL).
¢. The ECVs for levofi P and minocycline are above MICs typically achievable by routi dosing for similar
organisms and are higher than the archived p p (8,2,4,and 4 ug/mL, vespecﬁvely)

ECVs listed in Table F2 are applicable only to the species indicated. Currently, there are insufficient data to support their use with other species.
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Quality Control 7—% >4 45 )L—7F

TIER 2 QC
1) GDC-0829QC L v

E. coli ATCC 25922 (0.12-0.5 ug/mL) @ GDC-0829 MICQC LV % &EBE L (BRE: 8
R 13, Rt 0, FEHEO0, RFE 1)
P. aeruginosa ATCC 27853 (0.25-2 ug/mL) @ GDC-0829 MICQC L > ¥ %, LITMa A
v b EFZETEZE L= [P aeruginosa ATCC 28753 D& (L 0.25-2 pg/mL T, HIFE{ET
0.5-1 uyg/mL T#H %, 0.25 pyg/mL & U 2 uyg/mL TOFERIL, Tier2 TIHEEINEL, B
BENLERECHEICBAREINIBESRIX NS T a—TF 107 2BHd 51 BE: R 13,
k*to0, ZEHEO0, XFE1)

Drug Name: GDC-0829 Votes: | 12/0/0/2 for E. coli ATCC 25922 for 0.12-0.5 pg/mL)
10/2/0/2 for P. @aeruginosa ATCC 27853 for 0.25-2 pg /mL
QC Strain Range % In | Mode | Dil Shoulder | Media |Lab Mode M23 Range Comments
Mode Range Finder
Escherichia coli | 0.125-0.5 | 100% 0.25 3 45% @ 0.13 (1), | 0.13 (2), 0.125-0.5, | 0.125-0.5, Some media variability.
ATCC 25922 0.125 0.25(2) | 0.25(7) 3, 100% 3, 100%
P aeruginosa 6251 100% 0.5 3 54% @ 1 0.5(2), 0.5(8),1 0.25-1, 3, 0.25-1, 3, Media variability (Lot 1 commonly
ATCC 27853 052 £99.6% 1(1) (1) 100% 100% used, mode at top of proposed range).
0.25-2 100% No significant impact with parameters
evaluated in Tier 1 study.
Option 5 approved. Include 0.5-2 with
footnote to address early Tier 3 data

P. aeruginosa ATCC 27853: Mode in additional studies (early Tier 3) was 1 pg/mL with some results at 2 pg/mL. See next slide.

EDL proposes to include 2 pg/mL within the QC range. EDL does not support a four-dilution range 0.25-2 pg/mL (potentially allowing too

much deviations) but would accept a three-dilution range 0.5-2 pg/mL based on

1) infrequent occurrences at 0.25 pg/mL.

2) high likelihood of Lot 1 medium use in future laboratories and the non-negligible frequency of the occurrence at 2 pg/mL with this
medium

3) bimodal distribution; significant shoulder at 1 pg/mL in the Tier 2 study and in the global distribution.

Options

1) P aeruginosa ATCC 27853 range 0.25-2 (4 dil): not acceptable to EUCAST, not ideal to have different EUCAST & CLSI ranges.

2) P aeruginosa ATCC 27853 range 0.5-2 (3 dil) 99.6% in range: 0.25 rare — only 1 occurrence, acceptable to EUCAST

3) Only use E. coli ATCC 25922 range 0.125-0.5: acceptable to EUCAST, requires additional dilution for on-scale QC

4) E. coli ATCC 0.125-0.5 and P. geruginosa ATCC 27853 0.25-1 (monitor QC): risk 10% of QC could be invalid

5) P.aeruginosa ATCC 28753 range is 0.25-2 pg/ml with mode 0.5-1 pg/m . Results at 0.25 and 2 were seen less frequently in Tier 2 studles

and if observed frequently in routine testing, consider troubleé‘hoo‘t‘i%dg -



2) AZTREONAM-NACUBACTAMQC L V¥
P. aeruginosa ATCC 27853 (17-23 mm), K. pneumoniae ATCC 700603 (20-26 mm),

K. pneumoniae BAA-2814 (18-26 mm) @) aztreonam-nacubactam T 4 X% (10/20 ug) L&A

QC LUPERBEL (BE : 813, kX0, FEHEO0, RE1)

Drug Name: | Aztreonam/nacubatam (1:1, Votes: 12/0/0/2
10/20 pg) ANC
QC Strain | Range | % In | Median | Mm | Media | Disk Labs Gavan | Range Comments
Finder

28) 86.0% | 9939 —Range not needed.
P. aeruginosa 20 19(1), |19(1), | 18(1),19(3), | 17-23, | 16-23, 8 | Aztreonam CLSI range 23-29
ATCC 27853 17-23 | 95.6% 7 |20(2) |20(1) |20(4),21(1) |7 mm, | mm, Variability: media 1mm, disk 1mm,
(page 33) 95.6% | 97.8% | labs 4mm
K. pneumoniae 23 23(3) | 22(1), | 22(1),23(5), | 20-26, | 20-26, ﬁzt.re:rll..am. CL(S‘;‘I range 1(?-L62
ATCC 700603 20-26 | 99.6% 7 24 (1) |24(2),25(1) | 7mm, 7mn(1), lair;z;g. media none, disk 2mm,
(page 38) 99.6% | 99.6%
K. pneumoniae 22 22(2), | 21(1), | 21(2),22(2), | 18-26, | 18-27, | No CLSIrange, study results <6

i . 23(1) |23(1) |23(2),24(1), | 9mm, | 10mm,
Atcc Bff 2814 | 18-26 | 95.8% 9 25 (1) 95.8% | 98.1% Variability: media lmm, disk 2mm,
(page 41) labs 5mm. Excluded lab 9 (expired)

* Breakthrough colonies seen with QC strains except K. pneumoniae ATCC 700603. No footnote needed since ranges based on reading
inner zone per normal instructions. Used Gavan range since it was same for inner and outer zones and included 295% of results.
Range finder range only differed by 1mm for some bug/drugs.

* Refer to Tables 3, 6, 10 in report for proposed ranges and performance when including and excluding breakthrough colonies

+  Afifth lot of MH agar tested with P. aeruginosa ATCC 27853 for repeat test due to expiry of medium 4 plates.

+ Breakthrough colonies were also observed with P. aeruginosa ATCC 27853 with MEV disk. 96.4% were in range using inner zones but
100% if using outer zones. Excluding out of range MEV data had no impact of proposed ranges. Added to Tier 3 monitoring.

3) CEFEPIME-NACUBACTAMQC L v

P. aeruginosa ATCC 27853 (21-29 mm), K. pneumoniae ATCC 700603 (24-29 mm),
K. pneumoniae BAA-2814 (20-27 mm) @) cefepime-nacubactam T 1 X% (10/20 pg)
dEk QC Lo D#ERBLR: (BR - B 13, Rt 0, EiEO0, RE1)

Drug Name: | cefepime/nacubactam (10/20 pg) | Votes: 12/0/0/2
FNC
QC Strain |Range | % In |Median|Mm| Media | Disk Labs Gavan | Range Comments
Finder

E.coli ATCC 34 33-(h | 332y | 29h 3y | 337 | 3037 | Cefepime CLSheange 3137

: 3937 (996 g |34 3201y 3301 | 7mm | Smm | Vediability media tmm._disk
25922 (page 45) ’ 50 o !
P, aernginosa 25 25(2), |25(2) |22(2),24(1), | 22-28, |21-29, |cCefepime CLSIrange 25-31
ATCC 27853 21-29 |97.6% 9 26 (1) 25(3),26(2), | Tmm, 9Imm, Variability: media 1mm, disk
(page 50) 27 (1), 94.3% | 97.6% none, labs 6mm
K. pneumoniae 27 27(3) |27(2) |26(4),27 (4), | 25-29, | 24-29, Cefepime CLSI range 23-29
ATCC 700603 24-29 | 100% 6 28 (1) Smm, 6mm, Variability: media none, disk
(page 55) 98.1% | 100% none, labs 3mm
K. pneumoniae 23 23(2). | 23(1). | 22(1).23 (3). | 20-26. | 20-27, Ef C;zl f;mlg; results from

. : 9 s study 6-
ATCCBAA-  |2027 |97.9% g |24 [24(D [24(2.25Q) ;g’gi/ g;“;‘?)/
2814 (page 57) 070 279 | Variability: media 1mm, disk

1lmm, labs 4mm

Breakthrough colonies seen with QC strains except K. pneumoniae ATCC 700603.

No footnote needed since ranges based on reading inner zone per normal instructions. Only slight difference

between range using inner or outer zone. Range finder used to include >95% in range.

A fifth lot of MH agar tested with P. aeruginosa ATCC 27853 for repeat test due to expiry of medium 4 plates
Refer to Tables 13, 16, 20 in report for proposed ranges and performance when including and excluding

breakthrough colonies. See page 62 in report.

Blue line: inner colony diameter
Red line: outer zone diameter




TIER 3 DISK DIFFUSION QC
1) SPECTINOMYCIN
Neisseria gonorrhoeae ATCC 49226 0) spectinomycin T« X% (100 pg) #i&E QC L >

& 2430 mm [CEET B EEERBLI- (BE: 12, kXt 0, FEHEO0, XFE 2)

QC Strain Antimicrobic |Current/Action Recmd Concern Update Date
(ATCCO) Range Reported
N. gonorrhoeae  |Spectinomycin [23-29  |Continue to monitor until |QC study out high June 2025: No additional data. [Tune-22
ATCC 49226 100 ug Tune 2025. June 2022: Observations in

Request additional data. gentamicin QC study,

Approved range change especially with one lab and

to 24-30 11/0/2/1) media
E. coli NCTC Ceftibuten 30 pg Continue to monitor until Zone diameters in the |[June 2025: No additional data. |Jan-24
13353 January 2027. lower part of range

Request additional data. and out of range

Spectinomycin N. gonorrhoeae ATCC 49226
Additional Analysis

Compare Media Lots (Excluding Lab

8)
Medialot |lot1l |lot2 |lot3
ZOI (mm)
22
-
L 24 1 4
P25 12 10 1
.26 24 20 12
P27 14 33 4
.28 13 11 17
boo29 | 13 420
30 3 5 18
31 3 2 8
32 1 2
33 2 7
34 5 1
35
36
Mean 2762 | 2694 | 2909
sD 238 | 159 | 201
2 5D 324 301 331
125D 229 238 251
TIER 3 MIC QC

1) CEFIDEROCOL
= 5A-1 O cefiderocol QC fl;i¥% [lP. aeruginosa ATCC 27853 [J/IL—F > QC ICH#EZH B
(0.06-0.5 ug/mL, IRHEME 0.12-0.5 ug/mL), HXLIAEDE LY MIC fiE[X 0.5 yg/mL THY, —EB
DEMA —D—TIECOBREVPBER SN ISAEENRH 51286, BRI BEHEIZE LT MIC ED
5 (GimE) NECLHAEERSH D] ITEETLLERALE: (BE : #HA 13, kX0,
EHEO0 RE1

RangeFinder

All Labs
Calculated QC
Range Gavan QC Range |Mean
23 to 33 24 to 31 27.9
Range Range 5tDev
11 7 2.2
% Obs. Captured % Captured +2 SD
97.8% 93.3% 32.3
Prob'ty OQutside
Range -2 5D
0.023 23.5
Exclude Lab 8
Calculated QC
Range Gavan QC Range |Mean
24 to 31 25to 29 27.4
Range Range StDev
8 4 1.7
% Obs. Captured % Captured +2 SD
99.2% 85.4% 30.8
Prob'ty Outside
Range -2 5D
0.041 24.0




Cefiderocol P. aeruginosa ATCC 27853 by Media (Tier 2&3 exc Sentry)

180

1 MIC pg/mL | % by MiC Mode ug/mL (* limited data)
0.03 2% IA: Difco 0.12
0 0.06 18% B BD 0.06-0.12
0.12 39% C Oxoid 0.25
120 0.25 31% D Merck* 0.25-0.5
0.5 6% E HiMedia* 1
100 1 4% FETT—— P
F Haray U.Ub
G Teknova* 0.03

20 -
. — -

003 0.06 012 025 05 1

EMediaA ®EMediaB ®MediaC mMediaD ®MedisE mMediaF  ®MediaG

Significant difference in media manufacturers with P. geruginosa ATCC 27853
Overall mode 0.12 with 80% shoulder at 0.25 pg/mL

300

Cefiderocol Tier 2 & 3: P. aeruginosa ATCC 27853

Tier 2 Mode 0.25, Shoulder 53% @ 0.12
Tier 2&3 mode 0.12, shoulder 72% @ 0.25
Media F result out of range low.
Media E out of range high.
20 Media D: some out of range high with Tier 2,
but not Tier 3
150 Some results at 0.06 and 0.5 include media likely to be
excluded by SR27001 screening.

100

003 0.06

B Tier 2 Media C
B MDWG Jun 2025 - Media A
B MDWG Jun 2025 - Media F

W Tier 2: Media A (2 lots)
B MDWG Jun 2025 - Media D
B MDWG Jun 2025 - Media E

RED AST S—F 4 45

P. aeruginosa ATCC 27853 QC range alone

doesn’t confirm media quality. However, higher
MICs (upper end of QC range or out high) may
indicate potential for falsely elevated clinical results
P. aeruginosa SR27001 is better indicator of

media and chelation quality for Cefiderocol testing
and correlates with clinical results.

Refer to MDWG Slide 12

05 1

0.12

B MDWG Jun 2025 - Media C
B MDWG Jun 2025 - Media D

B MDWG Jun 2025 - Media A
B MDWG Jun 2025 - Media C
Lab 1: Sentry

M Tier 2 MediaD
BMDWG Jun 2025 - Media B
B MDWG Jun 2025 - Media G

[al(M CLSI(Clinical and Laboratory Standards Institute) AST (Antimicrobial Susceptibility Test)
S—FaUJ1% 20265 1 A 25 H~1 A 27 BIZ, kE7VVYFMNTUETHRESINS I LA

%éhf:o

(XE : KHgAE0



