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TLLORA 2 FI—% 255 L0—TF (BPWG)

Staphylococcus aureus ) tetracycline 7 L1 7 R4
FDAB LUV EUCASTREITI LAV KRA Y FRNELGZ L,

CLSI,

> BT

WAEDDHTENBA SN SHHE]

ICERESIN-2DTHDZ &, S aureus IZFH 115 tetracycline MHEDIEM (tetk H LU tetM),

-nx

doxycycline fEREDEM, FXH10 1) VIEE

E#% F[hH (doxycycline postexposure prophylaxis)

EDEEGENERSN, RERNGEEEASVREL LTHHEABLETH D,

1) MICTLAYRA >+

CLSI M100 Breakpoints (ED36: 2026) EUCAST Breakpoint Tables v. 16.0

Tetracyclines S I R
Tetracycline!” <4 2 =16
Daxycycline® =4 8 =16
Minocycline! <4 2 =16
Tigecycling? =05
Eravacycline? =0.06

1. US FDA recognizes the CLSI M100 Breakpoint

2. U5 FDA does not recognize the CLSI M100 Breakpoint.

3. No CLSI M100 Breakpoints exist, this is a U.5. FDA Breakpoint
*|zolates that test susceptible to tetracycline are considered
susceptible to doxycycline and minocycline. |solates that test
intermediate or resistant to tetracycline should be tested against
doxycycline or minocycline if those results are needed for
treatment

2) T4RVBEBEET LA IRA U b

CLSI M100 Breakpoints (ED36: 2026)

Tetracyclines S | R

Tetracyclinel”

(Disk Content 30 pg) z19 15-18 =14
Dosxycycline?” _

(Disk Content 30 ug) 216 1315 <12
Minocycline”

(Disk Content 30 pg) —de L= ==
Tigecycline? 19

(Disk Content 15 pg) =
Eravacycline*

LS. FDA recognizes the CLSI M100 Breakpoint

LS. FDA does not recognize the CLSI M100 Breakpoint.

Mo CLSI M100 Breakpoints exist. this is a U5 FDA Breakpoint
Mo CLSI or US. FDA Breakpoints exist

*Isolate‘ that test susceptible to tetracycline are considered
susceptible to doxycycline and minocycline. |solates that test
intermediate or resistant to tetracycline should be tested against
doxycycline or minocycline if those results are needed for
treatment

g Ld

S. aureus @) tetracycline LA Y RA >

group) #F®REBEIT S ENRKBEIh (BRE

Tetracyclines S R
Tetracycling” <1 =1
Doxycycling” =1 =1
Minocycline” <05 =05
Tigecyclinel 2 =05 =05
Eravacycline =025 =028

1. Resistant isolates are rare; any such results must be
confirmed and sent to a reference laboratory.

2. For tigecycline EMD MIC determination, the medium must be
prepared fresh on the day of use.

*Tetracycline can be used to screen for resistance in tetracycline

agents. |solates categorised as susceptible can be reported

susceptible to doxycycline and minocycline. Isolates categorised

as resistant should be tested for susceptibility to individual agents

or reported resistant.

EUCAST Breakpoint Tables v. 16.0

Tetracyclines S R
1Dis-l[%;a$|:jcn§; pd) =22 =22
Daoxycycling®
:Disrg;nc;ecrllitn;; pa) 223 =23
IDISJEEHCI;:TTIE )| =19 <19
:Disirgvnﬂcnin;; pal) =20 <20

1. Resistant isolates are rare; any such results must be
confirmed and sent to a reference laboratory.

2. For MRSA that test susceptible with disk diffusion, the results
should be confirmed with an MIC test.

*Tetracycline can be used to screen for resistance in tetracycline

agents. |solates categorised as susceptible can be reported

susceptible to doxycycline and minocycline. |solates categorised

as resistant should be tested for suscephbility to individual agents

or reported resistant.

b EBEMT SEBREMERESE (ad hoc working
B 16, Rxf 0, 40, RFE 0).



Burkholderia cepacia complex 7+ 0—F v/

B. cepacia complex TI& M100 > T LA VR4 > b & ECV AR S, BRERBREEN LD
BULEahHEMNZ LY, cefiderocol [ELLEIAIE LY MIC Z25RL, PK/IPD T—42 L FIRAAIRETH D=8,
HiER MIC 51, Y—RA SR, BRKRERS LU PKPD 2B5HET 5. BRMEDIE S HHRE
L1 YBB=8, BEFED cefiderocol methods AHWG & &9 5,

Burkholderia cepacia complex IZ%9 % cefiderocol LA 2 KRA > F%#Ed S ad hoc

working group #8EBT 5 EMNEBEEIN (IRE: B 16, kKxt 0, FHE0, RFE0),

Stenotrophomonas maltophilia IZ%}3 % aztreonam-avibactam D T LA UV RA > +

BE, BICEEBEFORESRLBEIZE VT, S maltophilia BEENELLEMLTNS, EE
BEREICL DT T LIEEEREEDBRIC—MEMICAVLONBIIFLEALEDREE (RERRSL
=B-Z V2 <—EHERESZE [BLBLI] 28L) IR LT, REICITXEEOMENERH SN HT=
&, AEBERERIEKA L LTER 5N TLV%, aztreonam-avibactam (ATM-AVI) (&, S. maltophilia HY
EEXTD5 L1 (A20-B-59427—F [MBL]) LU L2 () UAILNARRIT—E) [TXDMK
PRICH L TRETH Do

Organization

Susceptible Intermediate

Sponsor
prpoposed <4/4 8/4

FDA - —
EUCAST - -

No 2 of 7 | Lack of validation in pneumonia Antibiotic options are limited for S.

breakpoints model/lungs and in patients; adheres | maltophifia, ATM-AVI won't be an option for
to M23 guidance regions without access to cefiderocol

2/418 pg/mL 0of 7 | “Safer” for patients Cuts into wild type distribution, no clinical

data that MICs of 2 pg/mL are associated
with favorable outcomes

4/8/16 yg/mL | 6 of 7 | Harmonizes with Enterobacterales; No clinical data that MICs of 4 pg/mL are
doesn't hold ATM-AVI to a bar higher | associated with favorable outcomes
than TMP-SMX, minocycline,
levofloxacin

8/16/32 pg/mL | 2 of 7 | Won't cut into wild type distribution, No clinical data that MICs of 8 pg/mL are
“some” kill or stasis still observed at 8 | associated with favorable outcomes, PTAs
Hg/mL in thigh infection model (HSR) | do not clearly support treatment of 8 mg/L,
could send a message that ATM-AVI data
are more robust for S. maltophilia than
Enterobacterales

S. maltophilia %9 % aztreonam-avibactam MIC LAY KR4 > % S <8, 116, R 232
pg/mL &L, TPKIPD, MIC &L URLNTIEREKT—FICE <) THEREL LTHERALY
L BEDaAY ke, 2g (aztreonam 1.5 g+avibactam 0.5 g) # 6 Bl & 12 3 B+ TH
FY S FHRETHENRRBEIN: (BE : B 14, Rt 1, 1, RE0),



Wild-type

best fi

t

Low MIC
|
| g,
] HagimL
@ 0 W 355
2 m o
£ 3o Problematic m
E “middle zone” | .
2 ma
& 204 Non-wild-type 0o 4
a High MIC [
- [
a
£ M H o5
T T L -LI“ T
5 T3 R Eaa 3R EHEBERNE SRS S NS
Zone diameter, mm
All data Disk A only
(exclusion of Disk B)
Susceptible | Intermediate | Resistant Susceptible | Intermediate
dBETS p =T dBETS
x =29 mm 22-28 mm =21 mm =27 mm 23-26 mm =22 mm
best fit = = = =
MIC N VME | ME Ml MIC N VME | ME M
zl+2 20 1(05%) | 0 | 56(28%) =1+2 10 0 0 0
1£1 198 0 0| 4(2.4%) 1£1 99 0 27 (27.3%)
<l-2 164 | 1(29%) | 0 | 60(15.7%) <1-2 a2 0 0 0
Susceptible | Intermediate | Resistant
Manual 29 — - .
. Fo5 mim -0 Mm =22 Mm M23 Acceptable E Rates %
best fit MIC range I e Bror
MIC N VME | ME M VME ME MIE
>l1+2 20 1({05%) | 0 | 57(28.8%) =2 <2 | NA <5
1+1 198 0 0| 4(24%) 1 <10 | <10 | =40
<l-2 164 | 1(29%) | 0 | 61(16%) 2 NA | <2 <5
10 minor errors
All MI within one doubling dilution of intermediate MIC
=256 F
56
128
B4 i i
|
'E a2 2 2 11 2 1 3 z 2
z L !
E 16 i 42 1 1 2 2 1
E B 13 1 1+ 4 4 2 8 7 8 21 4 1 11 1
2
E 4 F 34 3 B I2M MM E TS ]
=
2 1 3 4 214 1EHMITHHGT T I
1 5 % 4 4 8 F T IOF R '
s ] ]
<05
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DA {Difusion Test in mm)

& Correct & Minor



222mm  17-21mm <16mm

S. maltophilia IZ%9" % aztreonam-avibactam 74 RV HEGET LA VRS >+ S 222, 117-
21, Rs16 mm AARFEIN= (&R : BRL 16, &xt 0, FEHE 0, RFE 0),

Gepotidacin D T LA RS > b

TR OEREEREH T 5 first-in-class 0 triazaacenaphthylene ZinE % T & % gepotidacin [ZD
LT, FRE&EXEE 3K Enterobacterales & & U Staphylococcus saprophyticus, 755 U2 bR & 5E
Z3H3KE N. gonorrhoeae M T LA U R4 > FREMNRET SN,

* Gepotidacin [CEH 9 5 EBMNIER ; HEMNLGHEEMEEN L THEO DNABERZEEL, R
DIERERF L 2 DDOEEFR (DNA v A L—R [gyrA] LUV R RA VY AS—E IV [parC]l) IZ[H
EERZETRT, GyrA L parC #N\NT VR KK BET S, BEMUET/ILA X/ O RELT
Bl b, thOREEI SR EFEBEHULRIILOREMEEZRSG L, 202543 A 250, ®xHEOLE
ERPREEREIE (UUTI) DROAERELLTFDAICKYERR SNz, 51T, 2025458 A 27 H
CEEEEESERZLLEFT (MHRA), RE 12 AICIEFDAIZKY, BflitEREERKFEDSE
BELLTERBIN, BEETIZFDAD T LA IRL Y FEUTORIZEY,

Gepotidacin — Oral Products

Minimum Inhibitory Concentrations Disk Diffusion
(mcg/mL) (zone diameter in mm)
Pathogen S | R S | R
Enterobacterales? ° <16 32 > 64 212 8-11 <7
Staphylococcus saprophyticus® <0.25 - - 223
Enterococcus faecalis 4 - - 214
Neisseria gonorrhoeae® <1 2 24 228 23-27 <22

S = susceptible; | = intermediate; R = resistant

a Clinical efficacy was shown for Escherichia coli, Klebsiella pneumoniae, and Citrobacter
freundii complex.

b Susceptibility interpretive criteria are based on a dose of 1500 mg twice daily.

¢ Susceptibility interpretive criteria are based on a dose of 3000 mg followed by a second
dose of 3000 mg approximately 12 hours later.



Enterobacterales (239 % gepotidacin MIC T LA VRS > +

M23 Criteria Breakpoint (ug/mL)

ECV E. coli: 8; K. pneumoniae: 32;
C. freundii: 16; K. aerogenes: 8; P. mirabilis: 32
Non-Clinical PK/PD cutoff <32
Clinical exposure response cutoff Not available
Clinical Cutoff <16

Enterobacterales [Z%} 3% gepotidacin MIC L4 2 /KA > F S <16, | 32, R 264 pg/mL %
BREL, [REMSSEESHI-EHRICRYMET S & footnote IZIBRE L T, [FDA REERAE 1,500
mg # 12 FHCEICBOB’ET S #MHET S EMNRRBEIN (BE: 15 kK1, £ 0,
RFE0),

H—_RA S5 U AREHLI S DB 12,537 ¥ : E. coli (n=8,495) & & U K. pneumoniae (n=4,042)

MIC(pg/mL)
2128 g8 111

64 726 |7/7 18 8 2 4
| 32 3 2 |18/ 29 69 64 |73 47 39 25 8 1 11
16 1 10 29 69 | 123 147 202133 92 52 27 16 9
25 |25 62173337441 403 343 165 77 40 10 4 1,0 0 2

8

4 4 119 180 651 1094 1226 1053 622 372 174 80 37|14 5 1

2 2 B 53 321 919 1533 1619 1318 794 453 225113 45 22 8 13/6 2
1

14 73 309 702 1104 1246 1078 750 483268 156 68 25 14 4 1 1 1 1
05 2 10 41 9 195 321 330 308|224 138 65 42 24|14 5 7 4
0.25 2 7 7 16 3 5964 4 251716153 3 1
0.12 1 2 3 6|4 61195844212
0.06 235241221
<0.03 421211 2
6 7|8 9 10 11 (12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 2829 30 31 32 33 34 35 236 37 38 39 40 41 42 243

Disk Zone Diameter (mm)

MIC Range Number Very Major (%) Major (%) Minor (%)
=l +2 10 0(0.0) N/A 1(10.0)

I+1tol-1 1,442 6(04) 0(0.0) 377 (26.1)
=|-2 23,621 N/A 0(0.0) 7(0.03)
Total 25,073 6 (0.02) 0(0.0) 385(1.9)

Enterobacterales -39 % gepotidacin T4 AV HBE T LA UV RAL >k $212, 18-11, R<7
mm RNERFEI = (&K : B 16, kxt 0, FE+E 0, RFE 0),

Gepotidacin % Enterobacterales Table 1 0 Tier 3 [CEBEEJT A MR EEIh- (BRE .
16, Rxf 0, EHE 0, RJE 0),

B

Staphylococcus saprophyticus IZ¥9 % gepotidacin MIC T LA V7 KRA > k

M23 Criteria Breakpoint (ug/mL)

ECV 0.25
Non-Clinical PK/PD cutoff <16

Clinical exposure response cutoff Not available
Clinical Cutoff <0.25



Staphylococcus saprophyticus [Zx9 % gepotidacin MIC LA 2/KRA > b S <0.25 pg/mL
ZREL, [REMSDEESH-ERICBBYRET 51 & footnote [(ZFHEET 5 LMNEBE S
(3% : #ERi16, %0, EHE0, RE 0),

Gepotidacin MICs and disk diffusion zone diameters (2 disk manufacturers disks

combined) for S. saprophyticus (n=580)? tested in in pooled EAGLE-2 and EAGLE-
3 and in the gepotidacin uropathogen global surveillance study during 2019 to 2021

Scattergram

MIC (pg/ml) |
28 NN N N N N N N (O
E—— | | | 5 (N S [N N N [ ) O O O S S O O N 1
Losg B [ 4 \ E L
L=
.05 ! | sil|7al] [ \
| _o2s | | =5 i S 520 2 [ I i |
| o2 | | | [2]a]afof21][36]/4a2]38[35/27(26]22(12]15]|6]2 | [ ]
[ o006 | | | | | | |31[2]|5[121[37/59/115/158(156/132|69 33(29|9 |3 |6 |21 |2]|2[3| [1]|
. <003 ‘ AEIFIEIENE! A E! !
|
520 21 22 23 28 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47 248
Disk Zone Diameter (mm)

a. Disk diffusion testing was performed using disks from 2 different manufacturers. The n-values in the figure and table are doubled for
a combined analysis.

Bold red values represent the very major errors as defined by CLSI M23

Gray shading indicates the boundaries of the 1+1 to I-1 subset.

Discrepancy rates

MIC Range Number Very Major (%) Major (%)

2NSUS +1 l 0 | 0(0.0) | N/A

NSUS + S 18 6 (33.3) 0(0.0)
ss-1 142 | N/A | 0(0.0)
Total 1160 6 (0.5) 0(0.0)

Staphylococcus saprophyticus |IZ%19 % gepotidacin T« A7 ILEET LA U RS > b $223
mm RNERFEI = (&K : B 16, kxt 0, FE+E 0, RFE 0),

Gepotidacin % Staphylococcus Table 1 @ Tier 4 [CEEEBT 5 EHEBEIh- (BRE : Bl
16, Rxt 0, M 0, RXJF 0),

N. gonorrhoeae 233 % gepotidacin MIC T LA Z/RA > b

collected from global surveillance studies (2018 to 2023)

100
S0
20
w ?{:'
[:5)
E B0
2 50
T 40
* a0
" | I
b B Ill i T i
<006 0.12 0.25 o5 1 2 4

Gepotidacin MIC pg/mL

W2018(n=152) M2Z0189(n=230) M2020 (n=221)

m2021 {n=213) WZ022 (n=188) w2023 (n=&0)



Gepotidacin Ceftriaxone 500mg
2x3000mg plus azithromycin 1g
(N=202) (N=204)
Microbiological Success

n (%) 187 (92.6%) 186 (91.2%) Nonvinferiority is met as
95% CI (88.0%, 95.8%) (86.4%, 94.7%) the lower limit of the 2-

- sided 95% Cl is above
Treatment Difference (95% CI) * -0.1% (-5.6%, 5.5%) the non-nferiority
1-sided p-value for superiority 0.5072 \ margin of -10%

* Diflerence: Gepolidacin - Cefiraxone plus azithromycin. Mesttinen-Nurminen (MM Score) malhod adjsting for reatment and aclual strata of sax and sexual

origntation (man who have sex with men, men who have sax with womaen, or famale),

None of the microbiological failures were due to bacterial persistence.
All microbiological failures were due to unable to determine

Superiority was not mat
as the lower limit of the
2-sided 95% Cl is not
above 0%.
p-value 2 0.025.

GEP 2 x 3000 mg CRO 500 mg+AZM1§g Difference in % for success rate
Subcategory N=202 N=204 (95% CI)®
Overall 187/202 (92.6%) 186/204 (91.2%) -0.1% (-5.6%, 5.5%)
Azithromycin-nonsusceptible 17/17 (100%) 19/20 (95.0%) 5.0% (-14.3%, 24.0%)
Ciprofloxacin-resistant 103/110 (93.6%) 101/109 (92.7%) 1.0% (-6.2%, 8.3%)

Penicillin-resistant 35/36 (97.2%) 30/33 (90.9%)

6.3% (-6.4%, 21.4%)

Tetracycline-resistant 42/49 (85.7%) 47/53 (88.7%)

-3.0% (-17.1%, 10.6%)

Ciprofloxacin-resistant and penicillin-
resistant and tetracycline-resistant

23/24 (95.8%) 21723 (91.3%)

4.5% (-13.1%, 23.6%)

QRDR mutations 111/119 (93.3%) 112/121 (92.6%) 0.7% (-6.2%, 7.7%)
GyrA mutations 109/117 (93.2%) 111/119 (93.3%) ~0.1% (-7.1%, 6.8%)
S91F, D95A 101/107 (94.4%) 99/106 (93.4%) 1.0% (-6.0%, 8.2%)
S91F, D95G 5/6 (83.3%) 10/11 (90.9%) 7.6% (-50.6%, 26.9%)
ParC mutations 95/101 (94.1%) 99/107 (92.5%) 1.5% (-5.9%, 9.0%)
D86N 22124 (91.7%) 20/23 (87.0%) 4.7% (-15.3%, 25.6%)
S87R 68/72 (94.4%) 69/74 (93.2%) 1.2% (-7.6%, 10.1%)

Combination QRDR mutations

GyrA S91F, D95A and ParC D86N 20/22 (90.9%) 16/189 (84.2%)

6.7% (-15.3%, 30.5%)

GyrA S91F, D95A and ParC S87R 64/67 (95.5%) 65/69 (94.2%)

1.3% (-7.4%, 10.2%)

Summary of gepotidacin microbioclogical success at TOC by baseline urogenital gepotidacin MIC for N. gonorrhoeae

in EAGLE-1 (micro-ITT population)

Baseline gepotidacin MIC (pug/mL) Microbiological success
<0.06 13/13 (100%)
0.12 55/58 (95%)
0.25 71/80 (89%)
0.5 37139 (95%)
1 10/11 (91%)
2 2/2 (100%)
4
Total 188/203 (93%)
MIC range (pg/mL) <0.06to 2
MIC50 (pg/mL) 0.25
MIC90 (pg/mL) 0.5
Note: The denominators for each cell are based on the micro-ITT Population and include participants with
Baseline N. gonorrhoeae isolated from the urogenital body site and with the Baseline MIC result. The numerators include
all participants with eradication (success) at the urogenital body site and with the Baseline MIC result. A participant with
more than 1 N. gonorrhoeae isolate is counted more than once for microbiological response. MICs are based on the agar
dilution MICs.

BPRETERRHFED N. gonorrhoeae IZ%9 % gepotidacin MIC LA KR4 > kS <1, 12, R

24 uygimL B3RP iz (RE : HrE 16, R%f 0, FHE 0, RE 0),




Gepotidacin MICs and disk diffusion zone diameters (disk from 2 manufacturers combined)
for 1,6932 N. gonorrhoeae (all body sites) from EAGLE-1 (n=493), gepotidacin gonococcal

global surveillance studies (n=1,089) during 2018-2023, 2 ceftriaxone-nonsusceptible
isolates from CDC and 9 gepotidacin-resistant isclates from nonclinical studies

232 2 2211 11

16 11

8 1 2 1

4 1 1 1 1

2 1 211 3 8 6 712 5 5§ 3 98 2 1 2

1 2 11 12 24045455141 39 25 16 21 19 13 7 3 4 0 1 1 1 1

05 1 1 5 1118 32 63 63 103 98 99 B 76 BO 53 38 30 1219 € 1 § 1 1 1 1

0.25 1 7|7 9 2227 40 74 102 130 136 135 111 80 61 33 23 23 9 4 5 2 5 2

0.12 2 2 8 17 19 27 31 54 55 63 54 76 5541 2314 8 10 4 5 3 4 1
20.08 2 1/1 2|2 7 8 2 10 121813291114 7 10 4 8 § 41 1

$6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47 48 49 50 51 52 53 54 552856
DiskZone Diameter (mm)

a. Disk diffusion testing was performed using disks from 2 different manufacturers. The n-values in the figure and table are doubled for a combined
analysis.

Bold red values represent very major errors and blue values represent the minor errors as defined by CLSI M23
Gray shading indicates the boundaries of the 1+1 to I-1 subset.

Discrepancy rates
MIC Range Total # VME # (%) Major # (%) Minor # (%)

zl+2 16 0(0.0%) NA(NA) 0 (0.0%)
1+1tol-1 456 2(04%)  0(0.0%) 91 (20.0%)

15 <1-2 2,714 NA(NA)  0(0.0%) 26 (1.0%)
Total 3,186 2(0.1%)  0(0.0%) 117 (3.7%)

N. gonorrhoeae IZxt3 % gepotidacin 74 R 2EBGET LA UV R4A4 > b S 228, 123-27, R
s22 mm AEBIhi= (R : B 16, K3 0, F4E 0, RFE0),

Gepotidacin % N. gonorrhoeae @ Table 1 Tier1 [ICEET 5 - EMNEBIN- (RE : B 16,
a0, FEEO, RFEO0),

Acinetobacter spp.MD 7 LA & RA > ~ B
1ADEENGHMELT, IBILAIRA2 N, MIC &ET 4 RVELBCEDFER, PK/PD 8L U
ERER BN BFM S,
1) Acinetobacter spp.IZ%3 5 ceftazidim

e TARVBHEDTLLIRL 2 b

CEPHEMS (PARENTERAL) (Including cephalosporins |, II, lll, and IV. Please refer to Glossary I.)
Ceftazidime 0pg | 218 15-17 <14 <8 16 >32
I T — T
Current correlates
=18 ==14R, 15-171,>=185
128 ] 1 1 1 1
e = =l+1 14.3% n/a 0.0%
-E. = | S - I+/-1 7.5% 1.5% 35.8%
= <l-1 nfa 0.0% 5.9%*
ki
16 3 4 ™ 2 H 1
g
§ B 5 L] 8 L] H -
2 dBETS suggestion
==10R, 11-191,==205
4 1 3 4 3 2
: 1 1 i >1+1 4.8%* nfa  9.5%
= I+/-1 4.5% 1.5% 38.8%
6 6 7 B 9 10 11 12 13 14 15 6 17 18 19 20 21 22 23 24 25 26 »26 <|-1 nfa 0.0% 23.5%

DA, (Difusson Test in mm)

® Comect & Minor & Major # Very Major



Acinetobacter spp.Q) ceftazidime 74 R S H#E T LA ¥ HA ¥ FEHIBRL, TEMOREA
Abh3ET—BMICMBREh -] EOA Y FEBRT S EMKBENS (BE  HH 16, K

xt 0, EHE 0, RJF 0),

2) Acinetobacter spp.I=xt3 % cefepime MIC TL AU KA 2k

Ceftazidime 30 ug 218 15-17 <14 <8 16 232
Cefepime 30 ug 218 1517 <14 8 16 232
Cefotaxime 30 pug 223 15-22 <14 <8 16-32 264
Ceftriaxone 30 pg 221 14-20 <13 < 16-32 264

55 LEWREIZH T BIMED CLSI cefepime TL A U RA >k

Enterobacterales
MIC breakpoints (mg/L) <2 4-8 -- 216
Dose 1g q 8hor 2g q12h 29 q 8h over 3h

P. aeruginosa
MIC breakpoints (mg/L) <8 - 167 =32
Dose 29 q 8h over 3h

Acinetobacter spp.
MIC breakpoints (mg/L) <8 - 16 =32
Dose -

FETILIZE TS cefepime DEWEIRE (PD) BEEXS S LEMEERB THELULTWS

Enterobacterales (neutropenic ~25% fT > MIC ~35% fT>MIC Muller AE et al. JAC 2022.

mouse lung) PMID: 36253951.

P. aeruginosa (neutropenic thigh) ~30-40% T > MIC ~45-50% T > MIC Ong CT et al. DMID 2007.
PMID: 16930925

Acinetobacter spp. ~31% fT > MIC ~39% T > MIC Bhagwat SS et al. AAC

(neutropenic mouse lung) 2019. PMID: 30670419

Dosing regimen | f%T> MIC Infusion Maximum
target duration (h) achievable MIC
(mg/L)
50 4
1g q8h 60 0.5 2
70 2
50 2
2gq12h 60 0.5 0.5
70 0.25
50 4
2gq8h 60 0.5 4
70 2

o MIC A 4~8 mg/mL D EEERICx LT 90%LLED PTA #:EM T BI2(F, 29 # 8 BF
M EICRETARENH D,



o MIC 8 mg/mL T+4 7% PTA 2R T 5121, 3~4 BRIChHz2HFERSOERI D
EThHb.

o cefepime 80 fT>MIC DORRE(E, HIERRRER L ERRABRE TRY S,

o cefepime @ PTA (X, EIZ%T>MIC OFE, BH#EE REEICK>THEEZITS,

_ Data available? Proposed breakpoint

ECV
8 pg/mL

Nonclinical PK/PD cutoff : e
+/_ (Mouse thigh infection Targets differ from clinical

outcomes data
models)

Clinical exposure response 2 90% PTA using % fT > MIC
(CER) cutoff Monte Carlo simulations ranging from 60-100% at MICs up
to 8 (with 2g Q8h over 3h infusion)

Clinical cutoff
Increased mortality at MIC 24/8

Acinetobacter spp.® cefepime MIC IR{TD T LA Y 7RA4 > k S<8, 116, R232 ug/mL %
L. T2gZ8BECEICIMHMNTTEHET S LOEREZEMTHILARBEIN: (BE:
BRE 16, &xt 0, FEHE 0, RFE 0),

3) Acinetobacter spp.I=%t3" % piperacillin-tazobactam D J LA 2 HRA >k

(4) Organisms that test susceptible to the f-lactam agent alone are also considered susceptible to the f-lactam combination agent. However, organisms
that test susceptible to the f-lactam combination agent cannot be assumed to be susceptible to the B-lactam agent alone. Similarly, organisms that test
intermediate or resistant to the f-lactam agent alone may be susceptible to the f-lactam combination agent.

Ampicillin-sulbactam 10/10pg | 222 | 1721 | <16 | <8/ 16/8 232/16

Piperacillin-tazobactam | 100/10pg [ 221 | 18-20 | <17 | <16/4 | 32/4-64/4 | 2128/4

Sulbactam-durlobactam | 10/10pg | 217 | 1416 | <13 <4/4 8/4 216/4

Ticarcillin-clavulanate® 75/10pg | 220 | 1519 | <14 | <16/2 | 32/2-64/2 | 2128)2

o XKET—%t v MZHITS piperacillin-tazobactam D5 : FET-RDIEM
o Appaneal et al, AAC 2022:66(3): e0197521, PMID: 35007134
» BHOMBERIZET S A baumannii BEEAE D AREE 4,599 xR (2010 £
~2019 )
= 2010 M5 2019 FITHITT, A baumannii DIEBEES K WAKREZITZA
REEZXNRELI-EAMEIR— AR
= J)AOFx/ oCRBERSRLVERICERSINAE (BED 26.8%)
» FIBEZEDOER2K TIL piperacillin-tazobactam M2 G TH o= (BED 24%)
» AINARRLRPBEEOEREL 15.6% TH > 1=,
» piperacillin-tazobactam # TIXRRTENFEICEMN o= (24.8%)
fth D ZEH| & DERELLEIZ & % piperacillin-tazobactam B4 A DR ERITTESh
TULVELY,
o Alrahmany et al, Antibiotics 2021, 10:630. https://doi.org/10.3390/antibiotics 10060630
» A baumannii 7 EEE#D 5 B, piperacillin-tazobactam (2%t L TREMEERL =D
FhHhTM17%THo 1=,



COEBEVEERIZCEMMD LY, BED 28%AH piperacillin-tazobactam % F{K
L LIRE (BAREAERISGARERE 22TV,

Piperacillin-tazobactam O fEAIEX, HFEFRODELEV R INEN EEEELT
W= o BICEHFIME A baumannii (MDRAB) 12Kk BREEEICHINT, FETEER
DEFNEOH LT,

Acinetobacter spp.® piperacillin-tazobactam MIC & T« X 2 HiEE T LA 2 R4 > ~#HI&
L. M100 @ Overview of Changes [Z LEMOREMTHON S ET—HHEIIRI EDFREFAD
CEMRBSIh: (BE: H 13, kX 3, 0, RFE0),

3) Acinetobacter spp.IZ¥t3 % piperacilin DT LA VKL > +

Antimicrobial Agent

Table 2B-2. Acinetobacter spp. (Continued)

Interpretive Categories and
Zone Diameter Breakpoints,  Interpretive Categories and

Disk Nearest Whole mm MIC Breakpoints, pg/mL
Content : : i i

Comments

Piperacillin®

| 10pg | 221 {1820 | <17 [ <16 | 3264 | 2128 |

(4) Organisms that test susceptible to the B-lactam agent alone are also considered susceptible to the p-lactam combination agent. However, organisms
that test susceptible to the f-lactam combination agent cannot be assumed to be susceptible to the f-lactam agent alone. Similarly, organisms that test
intermediate or resistant to the f-lactam agent alone may be susceptible to the f-lactam combination agent.

Ampicillin-sulbactam 10/10pg | 222 1721 <16 <8/4 16/8 >32/16

Piperacillin-tazobactam | 100/10pg | 221 18-20 <17 | €16/4 ; 32/4-64/4 : >128/4

Sulbactam-durlobactam | 10/10pg | 217 1416 ; <13 <4/ 8/4 >16/4

Ticarcillin-clavulanate® 75/10pg | 220 15-19 <14 | €16/2 | 32/2-64/2 :2128)2

Piperacillin / Acinetobacter baumannii
International MIC distribution - Reference database 2026-04-28
Based on aggregated distributions

MIC destributions include collated data from multiple sources, geographical areas and time periods and can never be used to infer rates of resistance

30

% microorganisms (aggregated numbers)

=0.002 0.0040.008 0.016 0.03 0.06 0125 025 0.5 1 2 4 8 16 32 64 128 256 512

MIC (mg/L)
MIC
Epidemioclogical cut-off (ECOFF): (64) mg/L Confidence interval: 32 - 256
Wildtype (WT) organisms: = 64 mg/L 3786 observations (3 data sources)

Acinetobacter spp.® piperacillin MIC &T 4 RO EEET LA I RL >
Overview of Changes = NEMDEE DTN S FT—FHIER] LDEEEFZ S L EIC Table

2B-2 ) comment 4 ZHIKRT B ERRBINf (RE : R 15, =Rxt 0, FEO, RFE1),

hZAIBRL, M100 D



#H TS . £0 cephalosporin, nacubactam

Cephalexin # & U cefpodoxime IZDULVT, FRE PK/IPD EERERT— 2 WRET S iz, £ B RBREIE
RILAIVRA VL EZHTET—R2IET 9 TIEHEWLAD, FEEMMEREBREIETIE cefazolin
surrogate NDAEEXEFT 5T 2D H D L Stz thD#EO cephalosporin #EHT—EL TR
B L, cefuroxime, cefixime, cefdinir £%#@BEMIZKRETT 5,

Nacubactam [ cefepime F =& aztreonam & 9 % B-lactam enhancer & L THERETHEDH 5
NnTEY, MIC 8 ug/mL fHED# % ST Human-Simulated Regimen (HSR) Study #8193 % Z &
Eliotz, ARREHE 2026 £ 11 AICR T I HRAATHY, TOHERIF 2027 £1 ARETIRRS
f, cefepime-nacubactam & & U' aztreonam-nacubactam @ MIC & T « RV LBUE T LA U RA
v EEE - BRICHEShDEIFETH S,

[1.B-Lactamaselnhibition J “ . 1 :
p— Cefepime

Aztreonam

* Class Aand C B-lactamases
(Some class D)

[2. B-lactam “enhancer” ] / \ /®/ l

= Directly inhibits PBP2 of
Enterobacterales
<Enhances PBP3-active
B-lactams through PBP2

inhibjt
Lol Antibacterial activity against CRE
Class A,Cand D
CTX-M, TEM, SHVY
KPC g G
- Serine-type - FEP + NAC
AmpC Non-CP-CRE ¥ NAC inhibits Class A
and C p-lactamases.
> FEP:sialefoClass D
OXA For class B f-lactamase
Metal 3 ATM: stable to Class B
— Metallo-type ; p-lactamases
Nom,wevm | ATM s NAC
oo Epidemiological Nonclinical .
Antimicrobial Agent PK/PD cutoff Clinical cutoff
Cefepime-nacubactam 0.12 pg/mL 8 pg/mL 4 pg/mL

Aztreonam-nacubactam 0.12 pg/mL 8 pg/mL 2 pg/mL



Proposed tentative MIC breakpoints for Enterobacterales

TR allhE e Interpretive Categories and MIC Breakpoints, pg/mL

s /s | 1 | R ___|

Cefepime-nacubactam <8/8 - 16/16 232

Aztreonam-nacubactam < 8/8 - 16/16 232

Text and Tables 7—% >4 5 )IL—7F

M100 OFRFPI A2+, EBHASEZOREE, BHRUREBEZDEREGER, LUV cefiderocol-
xeruborbactam @ QC ;FERIC DWW TEEAITHNT=,

Cefazolin @) Table 2A-2 comment 17

comment 17 TE. coli, K. pneumoniae & & U P. mirabilis 1Z & % B filith FR R 2% S fE LAY O BE & fE

BRI cefazolin MER SN BHZED T LA IVRA 2 k] [TDULTIE, cefazolin O£ & B %E
TLA RS2 B, REBEED E. coli, K. pneumoniae & & U P. mirabilis LA9+ @ Enterobacterales
ZHLERATMEETHDILE, MA2THMYIZTKKLTWSEDERHELHY, BIRNBEINT,
—AT, HIRT 2 LEREENREBRBREERILAVRA D FEDFEVRITFIZRHRS LORMEBEREHT
Ihit=,

Cefazolin 30 ug 223 - 20-22 <19 <2 - 4 28 | (17) Breakpoints when cefazolin is used
i i i for therapy of infections other than

uncomplicated UTIs due to E. coli, K.

pneumoniae, and P. mirabilis.

See comment (15).

Cefazolin (U)? 30 g 215 - - | 14| <16 - — | 232 |(18)Breakpoints when cefazolin is used
i i i | for therapy of uncomplicated UTIs due
to E. coli, K. pneumoniae, and P. mirabilis.
See additional information in CEPHEMS
(ORAL).

Table 2A-2 /" 5 cefazolin comment 17 ZHI T 5 EMNEREBIh- (FE : 8/ 14, k¥ 2,
ZHE0, REO0),

M100 & KU CLSIMO7 IZH 1+ B AR FIRICEAT 52— AV b

FEMERSI D EEMIL CLSI MO7 [ZEEE S THY, MI00 IZCEH L TIBE T ZLEIFA O HIEE
nt-,

Table 2E. Haemophilus influenzae and Haemophilus parainfluenzae (Continued)

(7) To make HTM: Prepare a fresh hematin stock solution by dissolving 50 mg of hematin powder in 100 mL of 0.01 mol/L NaOH with heat and stirring until
the powder is thoroughly dissolved. Add 30 mL of the hematin stock solution and 5 g of yeast extract to 1 L of MHA, and autoclave, After autoclaving and
cooling, add 3 mLof an NAD stock solution (50 mg NAD dissolved in 10 mL distilled water, filter sterilized) aseptically.

Table 2F. Neisseria gonorrhoeae (Continued)

(5) The recommended medium for testing N. gonorrhoeae consists of GC agar to which a 1% defined growth supplement (1.1 g L-cystine, 0.03 g guanine
HCl,0.003 g thiamine HCI, 0.013 g para-aminobenzoic acid, 0.01 g vitamin B12,0.1 g cocarboxylase, 0.25 g NAD, 1 g adenine, 10 g L-glutamine, 100
glucose, 0.02 g ferric nitrate, 25.9 g L-cysteine HCl [in 1 Lwater]) is added after autoclaving.



M100 2 o 3EMERARICEET 52— MM A FZ2HIBRT S EARBEShT- (BE: H 16, kA
0, 0, RFE0),

Cefepime DEEEH - SEREREHR O A > F

KETO FDA BGICE D BEHNBEBRNLEXETHS M100 ITEHDILELHEINE SHDE
WENf, A M2 EREIZENT, WRIBMEKRIZOVTIE, BRRXLUNDEROAZHEL
TLESW, XETIE, BEEXIZXI S cefepime DEAIZDUINT, FDA KR L@ IE 40
QA M3 TREICEWNT, FHRIEXOBROAZHREEICREA L, MESIC MEHEERX] &0V 5
FEEEEDHDH L] EREShTILVS, — AT, cefepime [FEERIBE CIXHIE XD ABE TERIZE
AENTLSTH, Table2G DAY FIBRKDEFERIRETHLLEDER DL H o1, FDASTIC
FIRE, CNODEEBEIZTDOLNTMI0 ZREBLTWLSEHEDD, cefepime D FDA EERRF[TXE
[SIXBEXDREN L, ThoDary FEHIBRIRELDEFLH 1=

Table 2G. Streptococcus pneumoniae (Continued)

Cefepime [meningitis]* - - - - <05 1 22 | (12) Inthe United States, for CSF isolates, report
only nonmeningitis interpretations. There is

not an FOW-approved indication for the use of

| cefepime for meningitis in the United States
Cefepime (nonmeningitis) - - - - i1 ] z4 (13 Inthe United States, report only
interpretations for nonmeningitis and include the
nonmeningits notaton on the report

Table 2G H 5 cefepime [ZBIF 5 comment12 5L U 13 ZHIBRT S ENEBEIh- (BRE:
BR 16, &xt 0, FEHEO0, RFE 0),

Aztreonam+ ceftazidime-avibactam broth disk elution %

FDA F27[;&# aztreonam-avibactam HFIN K YLLK FIATREEICHE 1= EFHFER, ZDHE
[& aztreonam & ceftazidime-avibactam @ 3 F|FFEEED invitro jEE ML -t DTHY, &FL
%, aztreonam-avibactam ~DEAINRIE SN D LD TIXHEWZ EZRECIRETH S,

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

Due to limited therapeutic options, there may be a clinical need to assess the in vitro activity of the combination of aztreonam and ceftazidime-avibactam
guide therapeutic management of multidrug-resistant gram-negative bacterial infections, especially those caused by MBL producers.

The aztreonam plus ceftazidime-avibactam broth disk elution method was established with limited disk and/or media manufacturers and is considered
provisional until additional data are evaluated by CLSI and shown to meet CLSI M23? guidance.

NOTE 1: Manufacturer-related issues were observed with different combinations of antimicrobial disks and CAMHB when the aztreonam plus ceftazidime-
avibactam broth disk elution method was performed. QC of the method must be performed with every new lot or shipment of reagents to ensure the
accuracy of results.

Table 3D [Z [XEAER (L aztreonam+ceftazidime-avibactam D in vitro ;E 5T 5 =
EDAHAEEHNELTERBSIN=£DTHY, CLSI L aztreonam-avibactam ) in vitro ;& & DH
BEICDOWT, FET—4ZFMEiL TLVEL] ED NOTE2 ZEBMY 5 - EARBIh (BRE:
B 16, &xt 0, FEHEO, RFE 0),



Cefiderocol-xeruborbactam @) QC it

cefiderocol E#| T I& iron-depleted CAMHB % {# 3 %%, cefiderocol-xeruborbactam @ QC L
UUILEED CAMHB TH LN MIC IZEDL 2 &L #BmELT 5,

Cefiderocolt” 0.0605 0.0605

tlﬂﬁl!ﬂﬂllﬂihrhﬂln! . 0.25/4-24 . . . . . . 0504414

3!- QC ranges reflect MICs obtained when CAMHB is iron depleted. Chelation is used for iron depletion, which also removes other cations (ie, calcium, magnesium,
and zinc). Following this process, cations are added back to concentrations of calcium 20-25 mg/L, magnesium 10-12.5 mg/L, and zin¢ 0.5-1.0 mg/L.

Table 5A-2 [ TQC L > DX EE®D CAMHB (#%fR%E L= CAMHB T4 ZAVTHLGN
f=MIC #RMt9 51 B®D footnote #BMT S EMAREINTf- (BE : #ERK 16, k¥ 0, FH 0,
RFE0),

ZDIFZhA, K pneumoniae ATCC 700603 % ATCC I &k 2B H5EICEHE T K. quasipneumoniae

ATCC 700603 ~E# L, M100 ® Major Additions and/or Revisions & U QC RIZFER#MZ %
c t —Gé% L/T:o

Table 54:2. MIC OC Ranges for Nonfastidious Organisms and fi-Lactam Combination Agents*

f. Formerly Klebsiella pneumnoniae ATCC® 700603,

Investigational Breakpoints Ad Hoc 7—F% >4 4 )L—7

20256 AITABRAIT LA VRA Y FOFT-LBERNBRE SN & EZI(T, M100 THE  Inv. ]
ERTEINTWEERZBTEMLIz, TVWIT LA IR Y FOFIZIEK, BED M23 LRNLDEE
ERTOVEVLD, RERWARIATOEVLD, FEEREEFEAEFRIATLEVNEDOA
BFENTULV,

Ceftibuten

BHlE LTOHRMFERIXEER T, Enterobacterales @ CLSI T LA R4 > k& EUCAST &
UE<, BREFOT—2HLAFHETH S, — A, #H BLBLI EEEERKICFHASINSHQC L
UOIRMET S,



Table 2A-1. Enterobacterales (excluding Salmonella and Shigella spp.) (Continued)

Interpretive Categories and

Zone Diameter Breakpoints, Interpretive Categories and
Disk Nearest Whole mm MIC Breakpoints, pg/mL

Antimicrobial Agent  Content [INSINNSEDN NI RN ST NS00
Ceftibuten (U, Inv)* 30pg | 221 | - (18200 | <17 | <8 | - | 16" |23

Table 2E. Haemophilus influenzae and Haemophilus parainfluenzae (Continued)
Interpretive Categories and
Zone Diameter Breakpoints, Interpretive Categories and
Disk Nearest Whole mm MIC Breakpoints, pg/mL

Antimicrobial Agent Content S

|Ceft|buten 30ug >28i | - || =z | | e |

Enterobacterales JLLLSEY: 6" =232 <1 >1
(Urine only) Disk >21 18-20“ <17 >23 <23
Haemophilus* MIC =<2 - - =T >
P Disk >28 - . >25 <25
Enterobacterales & U Haemophilus @) ceftibuten MIC &5 4 RV HEGET LA O RAL U b
FHIRT B ENRBIIT= (BE: B 16, K* 0, FEHE 0, RFE 0),
Cefetamet

1991 FRERICBFMHE SN TE LT, REOHRNLGHEAIBRENTHSZ ENB, M100 05
HIFR 9 A8t & o 1=,

Table 2A-1. Enterobacterales (excluding Salmonella and Shigella spp.) (Continued)
Interpretive Categories and

Zone Diameter Breakpoints, Interpretive Categories and
Disk Hearest Whole mm MIC Breakpoints, pg/mlL

Antimicrobial Agent Content [INSINNSDDN |
CEPHEMS (ORAL) : : : : : : : : : .
| Cefetamet (Inv.) | 1opg | 228 | = 1597 | s14 | sa | - | 8 | 216 |

Table 2E. Haemophilus influenzae and Haemophilus parainfluenzae (Continued)
Interpretive Categories and

Zone Diameter Breakpoints, Interpretive Categories and

Disk Nearest Whole mm MIC Breakpoints, pg/mL
Antimicrobial Agent Content 5 | | :
mmuwummmu.nw IV. Please refer to Glossary 1)

(inv) | 1opg | 218 | 1517 | <14 | <4 | i

216 |

Enterobacterales & & U Haemophilus 0 cefetamet MIC & T« AV HEET LA I RA 2+
FHIRT 2 EMNRBIIT= (BRE: B 16, R* 0, FHE0, RE 0),



Pefloxacin

Salmonella @ fluoroquinolone ZZ 4 % HE 9 % surrogate disk & L TOEREILEFEDHART
FRBFINTWDH, TLAORA D MEIHIFL, BBREZTT INKRTOAENT,

FRETRERIAXFHY L UT A RVBFAFTELGN

Surrogate Agent Tests
Surrogate Agent Organisms Test Description Results Table Locations
Pefloxacin Salmonella spp. Disk diffusion Predicts reduced susceptibility to ciprofloxacin | 2422

Abbreviations: MIC, minimal inhibitory concentration; UT, urinary tract infection.

FLUOROQUINOLONES for Salmonella spp.

(13) For testing and reporting of Salmenelia spp. (induding 5. enterica ser. Typhi and 5. enterica ser. Paratyphi A-C). Routine susceptibility testing is not
indicated for nontyphoidal Safmonella spp. isolated from intestinal sources.

(14) The preferred test for assessing fluoroguinolone susceptibility or resistance in Salmonella spp. is a ciprofloxacin MIC test. A levofloxacin or ofloxacin MIC
test can be performed if either agent, respectively, is the flucroquinclone of choice in a specific facility. If a ciprofloxacin, levofloxacin, or ofloxacin MIC or

ciprofloxacin disk diffusion test cannol be done, pefloxacin disk diffusion may be used as a surrogate test to predict ciprofloxacin susceptibility.

(15) Mo single test detects resistance resulting from all possible fluoroquinalone resistance mechanisms that have been identified in Salmonelia spp.

Pefloxacin (Inv) sug |z - | - 523 - | = | = = |(17) Report results as ciprofloxacin susceptible or resistant
(surrogate test for I B based on the pefloxacin result. Peﬂoxaclnml[ not detect
dprofloxacin) T resistance in Salmonello spp. oxacin

disks are nat available in the United
See cormment (15),

*EUCAST : pefloxacin [&, Salmonella, Shigella, Enterobacterales IZ& (174 Z)LAB¥/ 02
RNEEORZMZHET H-OICERATE S,
Salmonella @ pefloxacin T4 AV HEET LA I RA > FE2#EL, InvRTZHIBRT I L
NERBEIhF (BE: B 16, kxt 0, EHEO0, RFE 0),
Fleroxacin

1993 FRERICRESNTE LT, HEZEORAEDLELERRERANERSNEN 21,

Interpretive Categories

. . . and
Disk Zone Diameter Breakpoints, MIC Breakpoints,

Fleroxacin (Inv.) 0 sent Nearest Whole mm el

Interpretive Categories and

S 1 R

Enterobacterales =19 | 16-18" | <15
Haemophilus 219 | - - <2 | - i -

Staphylococcus 219 | 1618 | <15 <2 4 =8

Enterobacterales, Haemophilus # & U Staphylococcus 0 fleroxacin MIC & T 1« X & ¥i#U%
TLAIORA Y FEBIRT D ENREKBEIN (RE . i 16, Rxt 0, 40, RiF0),

Teicoplanin

Teicoplanin [ZXRENTELLFRINTLNS—A, CLSI & EUCAST DT LA U RA 2 EHER
U, CLSI MERFEEDNDZH M, S. aureus & coagulase-negative staphylococci WX 3, vanA/vanB &
DERGEEZBRETILENDH D,



)

- BT,

de =
HR

J)aARTF FRREE GRNKRE, HRNKRS).
KETEAERBSNTLELY,

ENTLSA,

R, 7o

7, ITY

T A1) hTIEAES

=3

At

RIF K51 Hh 2 (PG) BIBMMADKIFG D-ala-D-ala IZ#ET 5 & T, PG OAMEMRET 5,
B : EELT 5 LBHERREE, SRS - SERRBIREAE, fhid, BEHMRIEREEAE,

DR 2¢

(12 mg/kg/B)

Vancomycin & ELEE L 7= F = -
HBADREENMBENL TS (EYERIFIFRE>90%)

HHEAELY (50 BREILILE) =8,
BN - B - Ly FYUEERBED YR HEL

EHNLGOPENEEE=2) VINTE
Teicoplanin (&, vanB &{&F¥IZ& % vancomycin fiitE&ICxt L TEXTH S

Organism Disk

(o] B
Disk Breakpoints (mm) MIC Breakpoints (pg/mL)

1B 1 EOR5HATHE

I R
(oLl NElf2=e8 D-ala-D-Lac  D-ala-D-Ser

VENa e hnyles 64 to >512 4 to >512

ool nees 16 to 512  0.5-1

S. aureus - <2 >2
CoNS - - <4 >4

Organism Disk

Enterococci | 30 ug z14| - |11-13‘S1D’SB‘ -

Organism  Disk

Enterococci | 30 pg

CLsI

Disk Breakpoints (mm) MIC Breakpoints (ug/mL)

akpoints (mm) MIC Breakpoints (ug/mL)
R S

=2

=2

CLSI (not EUCAST
updated (revised in
since 1991) 2010)
« All staphylococci |+ Specific
+ No disk breakpoints for
breakpoints S. aureus &
CoNS
CLSI (not EUCAST
updated | (revised in
since 1991) 2010)
Enterococci + Enterococci
MIC MIC BPs are
breakpoints lower than CLSI
are same as
staphylococci
(higher than
EUCAST)




CLSI

Disk Breakpoints (mm) MIC Breakpoints (ug/mL)

Organism Disk

s 5 R

5. aureus - - - =2 =2
CoNS _ _ _ <4 >4
Enterococci 30pg| =16 <16 <2 >2
smqrgﬂ-ﬂ'c- 0pg| =15 <15 <2 >2
S. pneumoniae | 30ug| =17 <17 52 =2
VGS 30pg =16 <16 <2 =2

*CLSI IZIFEFHBKE 1233 5 teicoplanin D T LA U /R4 > MERE S TULVEE LAY, EUCAST
TIHEESNTLS

MIC50 MIC90 ECV CLSISIlR EUCAST S/R
Staphylococcus aureus 0.5 0.5 2 222
CoNS 2 4 16-32 =4[ >4
Enterococcus faecium 1 >16 A <8/16/232
Enterococcus faecalis 0.5 0.5 2
Streptococ:cus 0.06* 0.25% 0.25 - < /52
pneumoniae
Streptococcus agalactiae 0125 0.5 05
Streptococcus pyogenes 0.125 0.5 0.25

* Calculated from EUCAST data only

Staphylococcus # & U Enterococcus O teicoplaninMIC & T4 RV IBUET LAV RL > +
Z—FHICHIBRL, NEMLE1—FT—RHIER] SFREL, InvERTZHIRT 5L & HICHEFED
=8 ® ad hoc working group BT A ENRBEINT= (BRE : Hali 16, Rxt 0, FE#E0, R
&0,

REBRAILALIRS Y FOSEROIEL

BERAITLAVRA Y FEMI00 ICREIBZE ST, ARV —ARDREF IR ROEILE
[Z CLSI ~NBRTRT A LT 5 AHMTEINT, FMAFIBERAR CLSI M23 [2EEMEN ST
ETH5,

RBRESINEZABAILLIIRI D FORBVWTAEREREBT S EMNTAREShT BE: B/
13, Rxt 3, EHEO0, RE 0),



3 Years After INV
wved

B

Contact sponsor

(If sponsor has changed, attempt to find sponsor)

|
|

Keep INV
BP, check in

2 years

Sponsor presents data

Regulatory approval

|
|
|

Request sponsor to come to
CLSI with M23 data and
present within 2 years

Development ceased
Remove INV
BP

Sponsor does not present data

CLSI BP determined via
M23 process

CLSI BP determined via
M23 process

=

Quality Control 7—%> 5 )L—7F
Zoliflodacin

N. gonorrhoeae [Zxt9 % #i#8ZE zoliflodacin DT « AV #EEE QC Lo

Investigational Breakpoints HX Y &L\

CLSI BP Working Group
decides if AHWG should be
formed to find and evaluate

data

Remove INV
BP

B9 5 CLSIDRETOER

NEFESINT

N. gonorrhoeae ATCC 49226 [Zx9 % zoliflodacin 0.5 pg disk ® QC L > 18-26 mm A&

BEnf- (K : 8B 16, k* 0, FHE 0, RFE0),

Abbreviation (Glossary 1l & m):
ZFD

Drug: Zoliflodacin 0.5 pg

Previous ID: AZD0914; ETX0914
CAS #:1620458-05-4

Solvent (Table 6A): DMSO Diluent (Table 6A): Water

Preparation (Table 6C combination agents): NA

Class (Glossary 1 & lI}:
Spiropyrimidinetrione

Route of administration (Glossary 11): PO

Subclass (Glossary 1 & 11): NA

Study Report by: IHMA Pharma Co: Innoviva Specialty

Therapeutics and GARDP

Control Drugs: Azithromyein 15 pg, Media evaluation with
ciprofloxacin 5 pg disk

Additional + Tier 1 Impact Assessment (stability, inoculum, reading, incubation time, etc): NA for disk diffusion
::gc;ma“""'r + ISO/TS 16782 assessment of Tier 2 study materials: Yes, confirmed

requirements

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

Discussion +  Growth 1ssues were observed with media 2.

+ Disk mfg: Liofilchem and MAST. Media manufacturers: Remel, Criterion, and BD BBL.
*  Colony counts for N. gonorriveae ATCC 49226 range 3.7 x 107 to 2.0 x 10% | average was 1.1 x 108

be attributed to difficulty discerning zone margins.

stable across all subsets, including those whgfl: fai%edl_geplicates or specific laboratories were removed.

Al 20

+ Laboratories 7 and 9 were identified as outliers for mode only by Rangefinder so data is included in the analysis.

+ Despite a favourable media evaluation, some media variability was noted with medium lot 1. Lot 1 consistently
produced zone diameters with mean. median and mode values 2 mm larger than the in-house prepared media lots.
Laboratory variabality was also observed: mode 20 mm (3 labs), mode 21 mm (4 labs), mode 23 mm (2 labs). This may

+ Frequent out-of-range (OOR) QC results for AZM on media lot 1 and Laboratories 5 and 8 prompted further analysis of
the ZFD disk data. Despite these QC discrepancies, the recommended Rangefinder and Gavan statistic ranges remained




Drug Name: | Zoliflodacin 0.5 pg Votes: 10/0/1/1 |
QC Strain | Range | % In |Median| Mm | Media | Disk Labs Gavan | Range Comments
Finder
Neisseria 18-26 |99.4% | 22 9 2@21. | 21, 1@2-. 18-26, 18-26, Media and lab variabily
gonorrhoeae 1@23 | 22 S5@21. 9mm, 9mm, 9mm range 1s similar to
ATCC 49226 1@22. 99.4% 99.4% other size of other QC
2@23 ranges for this orgamism
Neisceria 19-25 Q9% | 22 8 More strincent fo
gonorrhoeae addressntar lab and
Neisseria 1025 | 9718% |22 ) More stringent to
gonorrhoege addrass intar 1ah and

BRIEET « R 2 HKRGED QC L
CLSI M1 A% hETZHIIR L L T, Fastidious Anaerobe Agar Z AL\ Z IS ME T « X 7 HLEX

EDQC LUy IohBESNT-,
CLINDAMYCIN BACTEROIDES FRAGILIS ATCC 25285

1 2
2 17
3 2
4 1
5 3
450
400
350
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% 250
g
; 200
2
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1
1
5
1

1
3
1
1

Media | Media
Mfg |Lots
1 3

N e e

o s N = =Y

., o

M

879
110
337
227
3

22
22
23
24
23

Total Variability observed
# /Comments

NA, Initial pilot study

Zone diameter distributions B. fragilis vs CLD ( n= 1507)
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Zone diameter mm)
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Bacteroides fragilis ATCC 25285 [Z*}9 % clindamycin 2 ug disk ® QC L > ¥ 22-28 mm i}
[F—RE1HDT A RV BERENSOAAFARETHS] &S HIES T
CLSIM11 HFZOEHFAREPTHS (R : B 16, kxt 0, FHE 0, RF 0).
CLINDAMYCIN CLOSTRIDIUM PERFRINGENS ATCC 13124

Media | Media Total Variability observed
Mfg Lots /Comments

ERBShi=, B8,
Y,

SNTH

u B W N P

350

(] N w
Q wu =1
[=] o (=]

No of obse rvations

-
w
o

100

50

0

17

= Ul R e

BB W e

L = S = =Y

< R

879
110
337
227
3

22
23
24
23

NA, Initial pilot study

Zone diameter distributions C. perfringens vs CLD ( n=1556)

10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29

zone diameter (mm)

Clostridium perfringens ATCC 13124 [Zx9 % clindamycin 2 pug disk ® QC L > < 20-26
[F—RF1HDT+ RV BEEENSDAAFARETHD] ELVSH
CLSIM1M FZOEHMNARBLTHSD (RE: B 15, KA 0, FHE 0, RF

mm NEEEIhi=z, &8,
AMFEIATSHY,

1,

MEROPENEM BACTEROIDES FRAGILIS ATCC 25285

3*

u B W N

17

1
1
5
1

1
8
1
1

= O = T =Y

1
6
1
1

882
109
425
316
3

34
36
36
34

Study |Labs | Media | Media Environ- Total Variability observed
Mfg Lots ment /Comments

NA, Initial pilot study
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Zone diameter distributions B. fragilis vs MER ( n= 1735)

10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31

zone diameter mm

32 33 34 35 36 37 38 39°40 41

Bacteroides fragilis ATCC 25285 [Z%t3" % meropenem 10 ug disk ® QC L > 32-39 mm
NREBINT=, B8, [T—2E 10T RVBEXENSDOAAFARETH D] &S5 HEEA
fFEhTHY, CLSIMI FEDEFAREDTHS (RE : BHA 15, k3t 0, 40, RFE 1),

MEROPENEM CLOSTRIDIUM PERFRINGENS ATCC 13124

£

U A W NP

450

400

350

300

250

200

No. of observations

150

100

50

0

17

1
1
5
1

1
3
1
1

Media | Media | Disk
Mfg |Lots |lots
2 1 3 1

1
1
1
1

[

879
109
343
234
&l

35
36
37
37
37

Total Variability observed
# /Comments

Larger zones with Media C
NA, Initial pilot study

Zone diameter distributions C. perfringens vs MER ( n= 1568)

1011121314151617 18192021 222324252627 28293031 32'33 343536373839
zone diameter mm

404142434445



Clostridium perfringens ATCC 13124 [Z%}3" % meropenem 10 pg disk ® QC L > < 34-40
mm BERBINz, B8, T2 18O TA RIVBEXEDSDAAFARERTHS] ELVSH
EMRMFENTEY, CLSIMI FEDEHFI/RENTHS (BER: HR 16, k3t 0, FHE 0, RIF
0),

METRONIDAZOLE BACTEROIDES FRAGILIS ATCC 25285

Media | Media Total # | Median | Variability observed
mfg Lots /Comments
1 3 883 33

1 2 1 1

2 1700 1 1 1 109 33

3 1 3 1 6 370 33

4 5 1 1 1 261 33

5 1 1 1 1 3 35 NA, Initial pilot study

Zone diameter distributions B. fragilis vs MTZ ( n=1626)

23 24 25 26 27 28

: ‘ I
100 1
50 |
. - S I i
22 29 30 ko | 32 %) 34 35 35 <y 38 39
diameter (mm

Zor

Bacteroides fragilis ATCC 25285 (2319 % metronidazole 5 pg disk ® QC L > ¥ 29-36 mm
NEBIN=, BB, T—2E 10T RIVBEXENSDAAFARETH D] &S5 HEEA
fEhTEY, CLSIMI1 AZEOEFVRBPTHS (IR : BHR 16, kxt 0, FHE 0, RFE 0),

METRONIDAZOLE CLOSTRIDIUM PERFRINGENS ATCC 13124

Media | Media Environ- | Total Variability observed
Mfg Lots ment # /Comments

1 2 1 3 1 1

2

877 24
17 1 1 1 1 110 23
2 1 3 1 6 310 23 D Lab B gas system
10.9% out of range high
200 22

5 3 1 1 1 1 3 24 NA, Initial pilot study



Zone diameter distributions C. perfringens vs MTZ ( n= 1500)

No of observations

150

100

o
&

15 16

-_— -
17 18

- I I | | | I || -
19 20 21 2 23 24 25 26

27 28

Zone diameter (mm)

29 30 31

Clostridium perfringens ATCC 13124 [Z%t9 % metronidazole 5 pg disk ® QC L > ¥ 20-26
mm NEBEIhf=, B8, T2 EF1 DT RAIVBEXENDAAFARETHS] EVVSH
FERMFEShTEY, CLSIM HEOEHNFEDTHS (IR : BE 16, R0, FHE 0, R/E

0),

Methods / Interpretation D—F%> 455 IL—7F
1) Klebicin cocktail DR EMEBHAERFTE
GangaGen Klebicin cocktail [& Klebsiella spp. %1289 & 9 % bacteriocin #F|TH Y, #Z% CAMHB

TIE%4: < cation-adjusted assay (CAA) medium WS KB EN R ST,

P628 TutA Tol RNase 59.2/9.21
P764 OmpC Ton Pore forming 39.8/8.96
P801 FhuA Ton Peptidoglycan synthesis inhibitor 29.8/8.9
Primary Indication/ HABP/VABP HABP/VABP and hospitalized CABP
covering K. pneumoniae K. pneumoniae
Delivery Mode Intravenous infusion Intravenous bolus
Treatment Duration 7 to 14 days 7 days
Regimen 2 to 3 times a day 1 to 2 times a day

Dosage Form

IV compatible solution in liquid form

Dosing

In combination with SoC

Stand-alone

Efficacy

Non inferiority compared to SoC (monotherapy)
and superiority on MDR K. pneumoniae
(combination with SoC)

Superiority compared to SoC on all strains of K.
pneumoniae

Combination with SoC
antibiotics

No antagonism with broad spectrum antibiotics

Synergy with broad spectrum antibiotics against K.
prneumoniae

Risk/Side Effect

Mild events or minor side effects with causal
relation with reversible changes and do not lead
to cessation of therapy.

Nof very limited adverse effects anticipated or
observed

Klebsiella spp.IZ*t9 % GangaGen Klebicin cocktail DEXEXIZ CAA medium ZH U5 R E MW
EREFFENRREBEIN RE: 16, R* 0, EHE 0, RFE0),




2) Appendix A & U M100 I5EFEDEE
Quinupristin-dalfopristin Z M100 2N SHIRT 5 EMNRB Iz (BE : /K15, kX0,

IO, RE1),

3) Table 6A : IERRAKDEMRE - AR

BERODBETERICDOULVT, RIE#% CLSIstyle ITE X, #H comment3 % lgentleheat] & L, &
It EAEES D,

T Table 6A Z&EFE L, # comment3 % lgentle heat] & L, surotomycin ZHIfg9 3 &
MNEBESNT (BE: #Hr/ 16, kKxt 0, 40, RE 0),

4) MEIEEBER ML SDOEET « XV HEEGE

Tobramycin 16-18 hour vs Std Disk Diffusion Acinetobacter

Std DD
Grand
16-18 hr S | R  Total 106/107 99.1%
S 89 90 VME 0/14 0
! 3 3 ME 0/89 0
R 14 14 /
Grand Total 89 4 14 107 mE 1/107 <1%
Standard zone cutoffs (mm)
S I R
=17 13-16 <12
334
324
37
30+ 1 1
29 -
28+
274 1 1
26+
25 1
23] 1
3 531
2% 5 1
20+ 202
19 1
18 =
17 4
16 1
15
144 1
13 4 1 1
12
11 4
10
9..
8-
7..
6 [
5..
44
3_
24
14
O_

T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
012 3 456 7 8 91011 121314 1516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31
nn16



Tobramycin 8-10 hour vs Std disk Diffusion Acinetobacter

Std DD
Grand
8-10 hr s 1 R Total 106/107 99.1%
S 89 90 VME 0/14 0
| 3 3
R 14 14 ME 0/89 0
Grand Total 89 4 14 107 mE 1/107 <1%
Standard zone cutoffs (mm)
S | R
=217 13-16 <12
3%
31 B
30 4 1 1
294
284
1% 1 1
26 1
%2
2 521 i
c 214 4 1
204 4 2 1
19 4 1
18 4 2
17 4
16 4 1
154
14 4 1
134 1 1
14
104
9
91
61 - 1 1 1
54
4 4
34
%]
0]

0 1234567 8 9 1011121314 1516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32
nn8
Acinetobacter spp.|1<%t 9 2 M&EIEEBHER FILH 5D tobramycin BIET « AV HEET LA
HRA4 >k S217, 11316, R<12mm %, 8-10 B H & U 16-18 B HIE DN A CTRAT S C

EMNEBEShT- (K : B 16, &k* 0, FH# 0, RFE 0),



Interpretive (stegories and lone
(havater Brost possty Nearert
Wl

- + | Removed ceftazidime BPs

rhepve LU "0 ER ) 151 | s
wis 8 159 | s
o = i Removed ceftriaxone BPs
om goverm 0 " 3! ) 12 ) 1M
W ) S U L
Ldramp n 105 10 - - - mmnmwmu—
Wi - - - by ¢ perdirg sddtonal 1evew
Cprofionace ™ 10 1620

s/‘N e PR

Ad hoc WG will
reassess direct
DD breakpoints
once standard
DD breakpoints
have been
determined

MmiEEEBER LA S D ceftriaxone BEIET 4 AVMLEBUET LA IKRA >V FERELLELT

HIEx L, Acinetobacter spp.? ceftazidime & & U piperacillin-tazobactam

BT 1« R 7RG

TLAORAL 2 FZHIRL T, M100 @ Overview of Changes IZ NEMOBEHAITHhhEFET—
BrHIBR) CRBTHCEMEREINS (RE : B 16, R*1 0, EHE0, RFE0),

5) & 3F-112150 mm 7L — kZAERI<EM

Direct Disk Diffusion
Disk diffusion using positive blood culture broth

Enterobacterales, Pseudomonas aeruginosa, and Acinetobacter spp.

150mmMHApIale
standard disk contents for the antimicrobial agents are detailed in Table 3F-2
es), Table 3F-3 (P. aeruginosa), and Table 3F-4 (Acinetobacter spp.).

Posmve blood culture broth with gram-negative bacilli, used within 8 hours of flagging
ositive by the blood culture system

1. Invert blood culture bottle 5-10 times to thoroughly mix.
venting needle into the blood culture bottle.

use an inoculated blood agar plate streaked for isolation.
cotton swab.

degrees each time to ensure an even distribution of inoculum.
6. Leave the lid ajar for 3-5 minutes (ideally) but no more than 15 minutes.
7. Dispense antimicrobial disks onto the surface of the inoculated MHA plate.

) B-BInt& streptococci M trimethoprim-sulfamethoxazole

mi&H D thymidine A\ folate KBPAFEDRERICEE TS L2 BF R, &, HMlK =

2. Sterilize the top of the bottle with an alcohol wipe (allow to dry) and insert 20-gauge
3. Dispense 4 drops of blood culture broth onto a150-mm MHA plate. As a purity check,
4. Spread blood culture broth across the entire surface of the MHA plate using a sterile

5. Repeat this procedure by streaking twice more, rotating the plate approximately 60

BYi%k MEROINESEIUVA—D—BAZETT «+ AV BEEOH R ENRTSN =,

&



| | Disk Diffusion Broth Microdilution | Agar Dilution

CLSI MHA with 5% sheep CAMHB with lysed MHA with sheep
blood horse blood (2.5% to blood (5% v/v)
5% v/v)
35°C + 2°C 35°C £ 2°C
5% CO,; 20-24 hours 35°C + 2°C ambient air; 20-24
ambient air; 20-24 hours (CO, if
hours necessary, for growth
with agar dilution)
EUCAST Mueller-Hinton agar + Cation-adjusted Guidance not available
5% defibrinated Mueller-Hinton

horse blood and 20 broth + 5% lysed

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

Sealed panels, air,

35+19C, 18+2h (for Sealed panels, air,

glycopeptides 24h) 35£1°C, 18+2h

Streptococcus groups A, B, C and G EUCAST Clinical Breakpoint Tabbes v. 16.0, valid from 2026-01-01
Expert Rules and Expocind Phenolypes Gusdancn dooumsmis For abbrewiations and axpl of breaky sk thar Nolns shent
ﬁmhmmmmlmuw FHTTE-1) Dindc. EUCAST dink methad |

vy -] IAEBET VMY W + B RySa] s DRne] e 235 gL B-RARDD (HLF pavdn M- MLERET. HITCN B30 = %, QEBOITLINS Nodse DR 30 30 Mg PukD (MHF|

Inocubam: 500 G Inacubsrr McH arbyna 1§

Irnubition: Soaked panei. ar 150 1°C, 1802h i ghetopaplains 28] Incubation: 3% Oy, 336170 Tdh

Rnphing Linkiss DOfarein st nesd MC S 51 10 nes DOn onmrataw oFf T Sgaal ot Compkey Basdng: Unkruy obhorwesr wisiod. resd o edges. as o poed showeng ma grosth viswed om B frone of B plsis
it wridee Sromdl Sane B LACAST Fieicing Cumdd For ol recsodiubon” K Furfsel s ralon i bre ind remosed and wilh refiecied bget See TEUCAST Reademg Juide for deic defunion fior et indonmamon.
Cranlity Corarel: SO premeser ATCC 4588, Fod agents ned Corimid Oy P Sges, 500 ity conteol: Sirepincocos preumoniss ATCC 456515 For agenis sl covensd By hin s, s [UCAST OF
ELCAST CIC Tables T b

Thas. g £F LusCVeT 10 e houhits, SLETTY Sgebe,sinh, WiVall £ 801 [ Quirigen] Js liracs

Garoasp i 5 pyogenes

Catimaps B 5 agabacfuss

Cepaap G 5 engalacmias [phis phe meln Leedy ol 5 o0

Gooaap G: & dpguilaciae and 5 corwy

5, dysgeinciinr inchudes e subnpacies. pguiimilly and dysgaliciis, 5 s includos B sebapocies. pow and monpsdemicus

Miscellaneous agents MIC breakpoints Disk Zone diameter
{mgllL) content breakpoints (mm) |
) i Ss R> ATU (pa) Sz R = ATU
[Trimethoprim (uncomplicated UTI anly), Mot Nate Nate™ Mate®
5. agalactiae (group B streptococci)
Trimethoprim-sulfamethoxazole” 0.5 0.5 1.25-23.75 16 16

3/B. The activity of trimethoprim is uncertain against 5. sgalactize and it is not pn55|ble to
predict clinical outcome. The ECOFF to categorise isolates as wild type or non-wild type is 2
mag/L.

4. Trimethoprim:sulfamethoxazole in the ratio 1:19. Breakpoints are expressed as the
trimethoprim concentration.

Trnmethoprim-sulfa 1.25-23.75pg vs. MH manufacturer
Streptococcus ABCG, 45 isolates (135 correlates)

15
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20 |
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Inhibition zone diameter (mm)




B-FA M EFEIRE D TMP-SMX 7 ¢ R HEBEABRIC B I S HAREE
o GHEREMEMERS : 2~3 AP :
A A TTEIZ2HDERA—H—
TARY TSV R2%&
o 3IRHE
MH-F : A—Hh—2%t
MHA-SB : 2t D A —H—
SHEA BMD x1 (MHB-LHB, E#&)
o REIBXUVHMID Y —> ZiEEk
100 S Bfrk, B-BMMEHEKEOH FRKRA, FREIEBGIARM)
S. pyogenes 30 ¥ (A &)
S. agalactiae 30 ¥ (B )
S. dysgalactiae 30 # (C #. G &)
HEY MM TEAGL B-BMIMHEHKE 1058 (6l : S. canis)
o MEERE (QC) IZIX, F2PURERER® Enterococcus faecalis 29212/33186 & & U TMP-
SMXDIRF£QC &5
o FA—HA—DHoDHFEBEL IV B-EEKEIMMKDOEE., UTIHIRESFATHY, TOMDIRE
LEAY B
E#& BMD /A% )L (Thermo Fisher)
MH-F (Hardy & & U Liofilchem)
MHA + 5% Mm% (BBL & & U Remel)
TMP-SMX 7«1 X% (BBL & & U Oxoid)

RRESNI-FEIZED < B A% streptococci M trimethoprim-sulfamethoxazole 7 1« X 7 i
BEOMREZERT S EMRBIN (K : B 16, R 0, FHE 0, XE 0),

PSEUDOMONAS AERUGINOSA CARBAPENEMASE TESTING AD HOC WORKING GROUP
Pseudomonas aeruginosa () carbapenemase BEMFRDHEFEE

CLSI M100 IZ[&, Enterobacterales & & U P. aeruginosa |Z§ 1T % carbapenemase ##&H 3 5
F=HDWNL DDA ENEEE SN TS, carbapenemase EA Enterobacterales IZxX LTI b
DFEEEERL, BRZHRET L-OOEELEEHFERET SHH, P aeruginosa ICET HEEFEITON
TLVELY,



HRE DD FEFHIZART SNT= P aeruginosa T—74 Z#I(Z, carbapenemase IR& # i
f=8® AST RIBEDEHEHRET L=, REZENM ceftolozane-tazobactam ZBIE L TV WMEEIZ
XS TEDLD, BEEERBEEZHIET D,

HILINR R LT HERRIEB 28 1+ % carbapenemase BEDEAIZET 2 ELEZIRTL
% 37 RADBHIZHE T TER - BT REE

BEEDONT URERYENS, 2027

EXEZRTT 5.

Fn M100

, BEL

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

Institutional treatment guidelines, infection prevention procedures, or epidemiological investigations may necessitate identification of carbapenemase-
producing Enterobacterales and P. aeruginosa.* Tests that detect the type of carbapenemase are recommended to inform treatment decisions in carbapenem-

resistant Enterobacterales isolates.

Carbapenemase-producing isolates of Enterobacterales usually test intermediate or resistant to 1 or more carbapenems using the current breakpoints as
listed in Table 2A-1 (NOTE: Testing not susceptible to ertapenem is often the most sensitive indicator of carbapenemase production. Depending on local
epidemiology and available resources, carbapenemase testing for Enterobacter cloacae complex and Klebsiella aerogenes isolates that are only resistant

to ertapenem might not be necessary. Ertapenem resistance in these species is often due to mechanisms other than carbapenemase production and
carbapenemases are currently uncommeon in such isolates). Carbapenemase-producing Enterobacterales usually test resistant to 1 or more agents in
cephalosporin subclass |l (eg, cefoperazone, cefotaxime, ceftazidime, ceftizoxime, and ceftriaxone). However, some isolates that produce carbapenemases,
such as OXA-48, SME, or IMI, often test susceptible to these cephalosporins.

Enterobacterales and P. aeruginosa
that are not susceptible to 1 or more

Enterobacterales and
P. aeruginosa that are

Enterobacterales that are
positive by mCIM

| Enterobacterales and aeruginosa
that are not susceptible to 1 or

media necessary

necessary

in addition to absence or presence
of the enzyme

carbapenems not susceptible to 1 or more carbapenems to determine
more carbapenems the presence of a carbapenemase,
or to determine carbapenemase
type in isolates positive by Carba
NP or mCIM
Rapid No special reagents or | No special reagents or media | Determines type of carbapenemase

CARBAPENEMASE DETECTION TESTs FOR
Pseudomonas aeruginosa

}

mm

- I

.
-

5

SURVEILLANCE SAMPLES CLINICAL SAMPLES
v , l
PHENOTYPIC IMMUNOCHROMATOGRAPHIC GENOTYPIC
l v
THEY COMMONLY DETECT
4 A ( KPC, NDM, VIM, IMP, OXA-48 ) COLONY OR DIRECT FROM
ons I { KPC, NDM, VIM, IMP, OXA-48 )
CARBAPENEM BASED ON INHIBITORS l l
e F) L™

IR
Jl’ﬂig

Carba Rv




Simner etal 2017 30 (7 ,,VIM, 3 ,,IMP, 2 ,,KPC, 2 1 ,,VIM . .
PMID 29118172 2NDM, and 1 ,,.SPM ) 2 ,,NDM sbenlfrevaitin ] kel e ]
mCIM
(standard CLSI Ga"eggz"g etal
method ) Hechos 202(4 b;g;’l':T if;‘";’c’ 0 96% (86.3-99.5%)  96.3% (87.3-99.5%)
Microbiol. bla bla
2022;13(2).
sCIM . 158 (1 ,,VIM-4, 13 ,,,VIM-1,
. Jling et al 2018 a a .
Col(?m.es smeare.d onto PMID: 30425686 2 i VIM-2, 4, VIM-4 ) 1,.VIM-4 83.2% 100%
imipenem disks
rCIM .
e T ling et al 2018 236 (2 ,,kPC-2, 1 ,,,IMP-4, 1 yoVIM-4 97.4% 100%
TG E e PMID: 30425686 20 ,,VIM-1, 3 ,.VIM-2, 12 ,, .VIM-4 :
incubation
Missed by standard
CIMTrisll Uechi K et al 95 (1 ,,,DIM, 1 ,,DIM+,,,IMP, mCIM 100% CiMtrie I 100% CiMtrisi
Standard mCIM vs Tris-HCl buffer 2019 1 b.‘aDIM+blaV|Ma 24 b.‘aGESJ blaGES-5 (21/23)a 72.3% mCIM 100% mCIM

and different carbapenem disks ~ PMID: 30526741 21, VIM, 1, ,;NDM, 10, .VIM blaGES-6 (1/1),

blaVIM-2 (2/6)

mCIM
GES-5 (6/12),

o Gill C et al 2020 96 (27 ,,VIM, 22 ., IMP,
EDTA modified L S
PMID: 13 ,,NDM, 14 ,, SPM, 12, GES, eCIM 93% (86 to 97%) 85% (66 to 96%)
mCIM 32690021 8, KPC.
wadd MP (22/22),
paSPM (14/14)
Whitley V et al . - A
2020 215. ( not disclosed False p05|t'|ve 5.1% PPA 95.9% NPA 92.3%
PMID: 32132195 carbapenemase types ) False negatives 1.4%
- Murata M et al False positive (5/19)
BD Phoenix™ CPO 2023 33 (14 el MP ) They all were CRPA non- PPA 100% NPA 73. 7%
PMID: 37162344 carbapenemase producers
Berneking L et al 108 (42 ,,VIM, 2 ,,IMP, False positive 51/60
2021 1,,0XA48, 2 ,,GES, ) False negatives 2/48 98.3% 17.8%

PMID: 33245470

mm Isolates and enzymes included Sensitivity Specificity

Dortet L et al 2012 21 (3 ,,KPC-2, 3 pVIM-2, 2 ,,VIM-2,

. 2,0VINM-4, 2 ,,IMP-1, 1 ,,,IMP-2, 2 blaNDM- 0 100% 100%
PMID: 23070158 1,1 ,,SPM, 3 ,,AIM-1, 4 ,,GIM-1
S;Tﬂ':;g‘?ﬂ;fg 30 (7b’ﬂv'M'jnlg°'lMP'S|23;/’f')(Pc’ 2 5iaNDM, 1,,VIM-4 97.8 (88.2-99.9) 97.8 (88.2-99.9)
blar
Original CLSI carba nP
Carba NP 214. (96 ,,VIM, 38 ,,IMP, 14 ., .KPC, 10 3 ,1,GES-5 . . o7 (971Ano
waGES, 7 ,,NDM, 6,,SPM, 8 ,,GIM, 2,,GES-18 B b e
Boulash Z et al 2020 3 i AIM, 1 ,,FIM
PMID: 31899068 Rapidec® Carba NP s oren
(review ) 334. (62 ,,.VIM, 30 ,IMP, 14 . .KPC, Zb’" e
6 11,GES, 8 ;,NDM, 5 ,,,SPM, 2 ,,GIM, (e 96% (91-99%) 92% (88-95%)
1 5gAIM, 1, FIM
202 (52 ,,,VIM, 16 ,,IMP, 4 , KPC, 3 ,,GES,
NitroSpeed-  Mustafd Setal 2021 8 ,,NDM, 4 ,,SPM, 2 ,,GIM, 2 ,,AIM, . 5
Carba NP PMID: 33321426 1 ,,DIM, 1blaOXA-181 1 aGES-2 99% 100%
Blue Carba Pires Jet al 2013 14 (12 ,,,VIM-2, 1,,,5PM ) 0 100% 100%

PMID: 24108615



mm Isolates and enzymes included Sensitivity Specificity

118 (3 ,,KPC, 32 ,,VIM, 16 ,,IMP,

F ier D etal
ournier D eta 1,,NDM-1,1,,SPM, 5 ,,GES,

Cloxacillin 2013 0 100% 100%
PMID: 23966511 1 paGESpVIM, 1 ,,IMP,, VIM
Boronic KPC 97%
- . 0,
Acid Pasteran F et al 149 (36 ,,,KPC, 21 ,,VIM, 9 ,,,IMP, 1,,VIM-11 KPC 97% CIOMXchifl‘i:.lg"#
DipiCOIiniC 2011 8 ,.SPM, 17 non-MBL were positive MBLs : 97% ’ ’
Acid PMID: 21689207 with dipicolinic acid. Cloxacillin: 97%
Cloxacillin
Dipicolinic ol .
Cloxacillin PMID: 25896858 bla= T = bla =" € bla ’ bla ? DPA 33%
EDTA
Jenkins S et al 2020 69 (2 ,,KPC, 9 ,VIM, 5 ,,IMP,)
PMID: 32376668 0 PPA 100% NPA 100%
Pasteran F et al,
b 12 (3,,KPC, 4, VIM, 5 ,.IMP) 95%
34th ECCMID AT S M = balMP-16 (1/5) 100%
Abstract number:
NG CARBA 5 01270
»uIMP (9/24)
(IMESAIMBSLS, blakPC and blaViM
IMP-18, IMP-63
Potron A, et al 96 (3, KPC, 24 ,,VIM, 17 ,,IMP, : b'aKPCIZ”O;b'aV'M 100%
2019 4 ,,GES, 2 ,,NDM, 1,,0XA198, 2 ,,,GIM, 4GES (0/4)
PMID: 31285233 2 ,oAIM, 1,,SPM, 1 ,,,DIM) 2 ,,GIM, 2, AIM, G blalMP 100%

1,,5PM, 1,,DIM)

Traczewski M et al
2018
PMID: 29848561

807 CR-PA, IPM or MEM-R plus FEP and CAZ-NS or

33% CP + C/T-NS 92% (88-95%) 54% (50-59%)
Global collection

Vallabhaneni S, et al. ] Clin 6,192 PA isolates

GeneXpert
Carba R

80 (1 5oKPC, 31 4oVIM, 16 1o[MP)) 1,,IMP (false +) 100% 98%

Gill CM, et al. Open Forum
Infect Dis 2021;9:0fab617.

Microbiol. 2021 May 3% CP + IPM or MEM-R and C/T-NS 100% 86%
19;59(6):e02874-20. United States

Ocal M, et al. Diagn IPM or MEM-R plus FEP/CAZ-NS or C/T-

Microbiol Infect Dis 256 CR-PA, 13% CP+ NS 88% (73-97%) 36% (29-42%)

2024;110:116495. sy

IPM+MEM+C/T-NS Disk diffusion

Mancini S, et al. Microbiol 136 CR-PA Challenge set U e 93 (84-98%) 66 (53-77%)

Spectr 2025;13:¢0319624. 71 CP+ isolates Ll Hie i S0 LT 93 (84-98%) 74% (62-84%)

i'r"‘;frr"nj:r’o‘;: ;’:s:ftc 100 PA isolate Challenge Set I"g::’l:&:i;; 22;::?;§?§£LN s 100% (84-100%) 97% (87-99%)
57 CP+ 81% (60-93%) 81% (69-90%)

2026;8:dlaf249. and C/T NS



Number of

Population Criteria isolates meeting Specificity
criteria
M 2,358 imi +mero NSPsA,  IPM + MEM +C/T- NS 431 99% 81%
~10% CP+
- 00 oﬂ
Europe > Asia Pacific>USA M G 476 99% 85%
>>> Lat Am MEM + CAZ-NS 1300 100% 36%
GEMARA ~3200 Psa, 2% CP IPM + MEM +C/T- NS 103 91% (82-97%) 99% (98-99%)
Peihers | Efeelln MEM + C/T-NS 113 91% (82-97%) 98% (98-99%)
MEM + CAZ-NS 360 88% (78-94%) 90% (89-91%)
CDCEIP ~1200 Psa, ~400 with MEM + C/T-NS 465/~1200 96% 85%
d ted CP
U‘;Z”me" € MEM + CAZ-NS 2775/~4700 97% 54%
CDC GAIHN- 902 PsA, 315 CR-PA IPM +MEM + C/T- NS 31/36 100% 67%
AR India Low number tested so
>50% CP far
IPM or MEM + C/T- NS 100% 67%
Low number tested so
far
IPM+MEM+C/T-NS 96% (95-97%) 88% (87-89%)
Al 12,501 (19%) MEM + C/T-NS 97% (96-97%) 87% (87-88%)
MEM + CAZ-NS 96% (95-97%) 63% (62-64%)
MEM + C/T-NS 97% (94-98%) 84% (83-86%)
0,
Europe 4,000 (18%) MEM + CAZ-NS 96% (94-97%) 60% (58-61%)
. MEM + C/T-NS 98% (93-99.7%) 87% (85-90%)
0,
Middle East 826 (11%) MEM + CAZ-NS 97% (91-99%) 55% (51-59%)
: MEM + C/T-NS 99% (96-99.7%) 90% (86-93%)
0,
Africa 555 (40%) MEM + CAZ-NS 95% (91-97%) 73% (68-77%)
» MEM + C/T-NS 100% (91-100%) 94% (91-96%)
0,
South Pacific 534 (7%) MEM + CAZ-NS 100% (91-100%) 83% (79-86%)
. MEM + C/T-NS 90% (67-99%) 89% (87-90%)
0,
North America 1,637 (1%) MEM + CAZ-NS 95% (74-99.9%) 62% (60-65%)
, MEM + C/T-NS 97% (95-98%) 88% (87-90%)
0,
Asia 2,056 (23%) MEM + CAZ-NS 98% (96-99%) 63% (61-66%)
) ) MEM + C/T-NS 95% (92-97%) 89% (88-91%)
0,
Latin America 2443 (28%) MEM + CAZ-NS 94% (92-96%) 64% (61-66%)

Data Set False negative, N False Negatives, enzymes

MEM + C/T-NS VIM, n = 27; GES, n = 11;IMP, n = 8; KPC,
n =7;BKC, n = 5, KPC + VIM, n = 5; NDM, n=4;
OXA-181-like, n = 3; No known CP, n =4

IHMA, Global MEM + CAZ- NS 95 VIM, n = 49; GES, n = 19;IMP, n = 7; KPC, n

=2;BKC, n = 5, KPC + VIM, n = 4; NDM, n=3;
OXA-181-like, n = 1;IMP + VIM, n =1; No
known CP, n =4

MEM + C/T-NS 6 GES,n=5;VIM,n=1

GEMARA, Spain

MEM + CAZ- NS 13 GES,n=7;VIM,n=6

MEM + C/T-NS 16 KPC, n =8; VIM, n = 3; NDM, n = 2; IMP, n = 2;
OXA-48-like, n = 1*

CDCEPI

MEM + CAZ- NS 38 KPC, n=8; VIM, n = 20; NDM, n=4; IMP, n = 2;

OXA-48-like, n = 4*
IMI Sentry MEM + C/T-NS 2 IMP-13, n = 1; OXA-232, n = 1



Sensitivity
Range Across
Datasets

Specificity
Range Across
Datasets

Criteria

Proposal

1 Meropenem + 91-99% 85-98%
ceftolozane/tazobactam-NS

2 Meropenem + Imipenem + 91-99% 81-99%
Ceftolozane/tazobactam-NS

3 Meropenem + ceftazidime-NS 88-100% 36-90%

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

Comments

Ceftolozane/tazobactam not

tier 1 drug for PsA

Some labs do not routinely test

imipenem

Poor specificity, high number of

isolates tested

aeruginosa

Institutional treatment guidelines, infection prevention procedures, or epidemiological investigations may necessitate identification of carbapenemase-
producing Enterobacterales and P. aeruginosa.' Tests that detect the type of carbapenemase are recommended to inform treatment decisions in carbapenem-
resistant Enterobacterales isolates and may inform treatment decisions in carbapenem-resistant P. aeruginosa infections.

Carbapenemase-producing isolates efEnterobacterales usually test intermediate or resistant to 1 or more carbapenems using the current breakpoints as

listed in Table 2A-1 for Enterobacterales or Table 2B-1 for P. aeruginosa. {NOTE: Testing-not-susceptible-to-ertapenem 0

See Table 2A-1 Comment 26 for Enterobacterales or Table 2B-1 Comment X for P. aeruginosa for additional guidance on when to consider performing

carbapenemase testing among isolates.]

Tests Used for Carbapenemase Detection

\ 'mCIM With |

A \ = vy
2 3B) | ble 3C) able 3 ‘vvv cular
rganisr Enterobacterales and P. aeruginosa-that | Enterobacterales and Enterobacterales that are Enterobacterales and P. aeruginosa
aretetsusceptible toLerrmore P. aeruginosa-thatare-ret | positive by mCIM thatarerotsusceptibletotor
carbapenems: ptibletod more-carbapenems isolates to
carbapenems determine the presence ofa
carbapenemase, or to determine
carbapenemase type in isolates
positive by Carba NP or mCIM
t Rapid No special reagents or No special reagents or media| Determines type of carbapenemase
media necessary necessary in addition to absence or presence
of the enzyme

Tests Used for Carbapenemase Detection

WAy

s

Special reagents are needed, some of | Requires overnight Requires overnight incubation

which necessitate in-hou.se preparation | incubation False-negative  results
(and have a short shelf life). Does not determine the | are likely to occur for
Invalid results occur with some isolates. | type of carbapenemase | isolates coproducing a
Certain carbapenemase types (gg, OXA- serine

type, chromosomally encoded) are not | |, geographic regions carbapenemase and a metallo
consistently detected. Where GEs | B-lactamase. .

Does not determine the type of carbapenemases are | Does not d_etermlne the
carbapenemase frequent} false negative | tYP® of serine

In geographic regions where GEY MCIM test may occur and | carbapenemase or
carbapenemases are frequent, false| alternative methods | metallo-f-lactamase
negative Carpa NP test may occur and Should ~be considered

alternative  methods  should  be| Including PCR or whole

considered including PCR or whole 8€Nome sequencing

genome sequencing where available. where available.

Special reagents and equipment
are needed.

Specific to targeted genes;
false-negative result if specific
carbapenemase gene present is not
targeted.

Abbreviations: Cagha NP, carbapenemase Nordmann-Rgixgl eClM., EDTA-modified carbapenem inactivation method; EDTA, ethylenediaminetetraacetic acid; mCIM, modified carbapenem

inactivation method.



+{Table 2A-1. Enterobacterales (excluding Salmonella and Shiaella sop .) (Continudd)

(26) Following evaluation of PK/PD properties, limited clinical data, and MIC distributions that include recently described carbapenemase-producing strains, revised
breakpoints for carbapenems were first published in June 2010 (CLSI M100-520-U) and are listed below. Because of limited treatment options for infections caused
by organisms with carbapenem MICs or zone diameters in the intermediate range, clinicians may wish to design carbapenem dosage regimens that use maximum
recommended doses and possibly prolonged IV infusion regimens, as has been reported in the literature.> Consultation with an infectious diseases specialist is
recommended for isolates for which the carbapenem MICs or zone diameter results from disk diffusion testing are in the intermediate or resistant ranges.

Carbapenemase-producing Enterobacterales usually test resistant to 1 or more agents in cephalosporin subclass Il (gg, cefoperazone, cefotaxime, ceftazidime,
ceftizoxime, and ceftriaxone). However, some isolates that produce carbapenemases, such as OXA-48, SME, or IM|, often test susceptible to these cephalosporins

Isolates resistant to any carbapenem tested (eg, ertapenem, imipenem, meropenem) should be tested for a carbapenemase using phenotypic and/or molecular
assays. An exception to this recommendation is Proteus, Providencia, and Morganella spp. that are only resistant to imipenem. These assays should identify and ideally
differentiate the presence of specific carbapenemase types (eg, KPC, NDM, OXA-48, VIM, IMP).

Decisions related to carbapenemase testing and reporting are best made by each laboratory in consultation with the antimicrobial stewardship team and other
relevant institutional stakeholders.

-

These results do not replace antimicrobial susceptibility testing, but are important for treatment decisions, and to inform infection control and prevention
interventions and/or epidemiologic investigations.

Testing not susceptible to ertapenem is often the most sensitive indicator of carbapenemase production. Depending on local epidemiology and available resources,
carbapenemase testing for E. cloacae complex and K. aerogenes isolates that are only resistant to ertapenem might not be necessary. Ertapenem resistance in these
species is often due to mechanisms other than carbapenemase production and carbapenemases are currently uncommon in such isolates.

See Appendix G, Table G3 regarding suggestions for reporting when mechanism of resistance-based testing (molecular and phenotypic methods) is discordant with
phenotypic AST.

The following information is provided as background on carbapenemases in Enterobacterales that are largely responsible for MICs and zone diameters in the
intermediate and resistant ranges, and thus the rationale for setting revised carbapenem breakpoints:

« The clinical effectiveness of carbapenem treatment of infections produced by isolates for which the carbapenem MIC or disk diffusion test results are within the
intermediate range is uncertain due to lack of controlled clinical studies.

Imipenem MICs for Proteus spp., Providencia spp., and Morganella morganii tend to be higher (eg, MICs in the intermediate or resistant range) than meropenem or
doripenem MICs. These isolates may have elevated imipenem MICs by mechanisms other than production of carbapenemases.

Table 2B-1 0 option 1 ##fF L, meropenem JERE 1% +ceftolozane-tazobactam JERMEZ @B LT
HRER#EL L, imipenem JEREE +ceftolozane-tazobactam JEREE, F1=(& meropenem JERE
& +ceftazidime ERIEZKBELELTHNEEZ, RENERFRBEEZHICEKEL: (BR B
R 15, &R*t 0, FEE1, RFE0),

Expected Resistance (ER) DES

Expected Resistance (& Intrinsic Resistance (IR) & Expected Clinical Failure (ECF) #8&&9
DML LTEEINT, ERICERET HHEETIEASTIIFETHY, ERLIZIGEETHERZ
flg HAMMEE LTHREL, MICOBLEAZREHRE LGV ENMERESNS, IR & ECF ZEEKRER
HE, RALBEWAR, BERTOFNAFT S LAOEIKLY, BT - RAEAOBREFRL ENE
WSz, 4d, COEHIEM100 37th Edition IZIXUNEEF, AFST & U VAST LDEEZERE
THEBARBRT S5 FETHSo

Expected Resistance DEHEH L VB AXIZDULVT, lsystemic infection] % [systemic
administration] [CEE L, B - RAEICHT LELBERASNENE, M39 OFERICETE ECF
BERUHBRT FNAF TS LICETIXZENTHIBEENRKR SN BR: B/ 16, =KX 0,
EHEO0, REO0),

Appendix B : Intrinsic Resistance &

Yersinia pseudotuberculosis 0 colistin [Z¥19 5 intrinsic resistance % Appendix B [Z3Eh0

FHOENERESNS (IRE : B 16, R*f 0, FHEO0, RF0),




. — Amoxicillin- Ampicillin- . . . . . . . . . Polymyxin/
C C C
Orgamsm/Drug Ampicillin clavulanate Sulbactam Ticarcillin inl inll Tetracycline | Tigecycline | Nitrofurantoin Colistin Aminoglycosides
R R R R R R
Citrobacter koseri, C. amalonaticus
group® (C. amal gp includes C. R R
amalonaticus, C. farmeri, C. sedlakii)
Enterobacter cloacae complex” (E.
cloacae gp. includes E. asburiale, E. R R R R R
cloacae, C.
Escherichia coli There is no intrinsic resistance to B-lactams in this organism.
Escherichia hermannii R R
Hafnia alvei R R R R R R®
Klebsiella (formerly Enterobacter) R R R R R
aerogenes
Klebsiella pneumoniae, K. oxytoca, K. R R
variicola
Morganella morganii IR R IR R d R R R
Proteus mirabilis There is no intrinsic resistance to penicillins and cephalosporins in this organism. C R R R R
Proteus penneri R R R d R R R R
Proteus vulgaris IR R R d R R R R
Providencia rettgeri R R R d R R R R
Providencia stuartii R R R Cl R R R R € (IRt Gm, To but not AK)
Raoultella spp. (' R. ornithonolytica, R R R
terrigena, R. planticola)
Salmonella and Shigella spp. There is no intrinsic resistance to penicillins in these organisms. ECF* ECF* ECF* ECF*
Serratia marcescens R R R R R R R R
Yersinia enterocolitica R R R R
X - Expected Clinical Failure: For Salmonella and Shigella spp., aminoglycosides, first- and
\d- i and cephamy! may appear active in vitro but are not
effective clinically and should be suppressed or reported as resistant. rding in Table 2 also

Appendix B @ Citrobacter freundii % Citrobacter freundii complex ~Z&E L, complex [Z[&
C. freundii, C. braakii, C. gillenii, C. murliniae, C. sedlakii, C.youngae, C.werkmanii, C.
cronae £ & U C. portucalensis Z &1 §® footnote ZBMT B EMNEESIIhI- (RE : B
16, Rxt 0, 3EHE 0, RFE 0),

RED AST S—F 1> F
Z[ElM CLSI(Clinical and Laboratory Standards Institute) AST (Antimicrobial Susceptibility Test)
S—T42T% 2027 1A 24 B~26 BICXE 7R AMEY hE—2—XN—J THfESH
5FETHD
(XE : KEEX)




