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TABLE 1 PLACEMENT OF SULBACTAM-DURLOBACTAM

Table 1B-2 (Acinetobacter spp.)® sulbactam-durlobactam DEEICDWNTER S, HILN
RALBHREEND Tierd DH RS — FBITOMBE~ABET S & (T ; cefiderocol L) A
EBEINh= (IBE : /13, 30, FEO, RE1)

Tier 3: Antimicrobial agents that are appropriate
Tier 2: Antimicrobial agents that are appropriate | for routine, primary testing in institutions that Tier 4: Antimicrobial agents that may warrant

Tier 1: Antimicrobial agents that are for routine, primary testing but may be reported | serve patients at high risk for MDROs but should testing and reporting by clinician request if
appropriate for routine, primary testing and J§ following cascade reporting rules established at only be reported following cascade reporting M| antimicrobial agents in other tiers are not optimal
reporting each institution rules established at each institution because of various factors

Ampicillin-sulbactam
Ceftazidime Imipenem Sulbactam-durlobactam

Meropenem Cefiderocol
L ______________

Cefepime

Ciprofloxacin
Levofloxacin
Gentamicin Amikacin
Tobramycin

Piperacillin-tazobactam
Trimethoprim-sulfamethoxazole
Minocycline Sulbactam-durlobactam

Cefotaxime
Ceftriaxone
Colistin or polymyxin B

TULIRA Y D=2 T TL—TF (BPWG)

DOXYCYCLINE BREAKPOINTS FOR ACINETOBACTER SPP.
Acinetobacter BEIZ%9 % doxycycline DER{TO MIC TL A VKA (S<4, 18 R 216
pg/mL) ZHIRT 5 EAREBIN:: (BE : B 12, RX 1, FHEO0, RE1),

Previous/old breakpoints {2024 M100- Revised/current breakpoints (during June
ED34) 2024 meeting)
S | R S ‘ 1 R
Minocycline | <=4 8 =16 =1 2 =4
Doxycycline =4 8 =16 Archived; under review
Tetracycline =4 8 =16 Archived; under review
(urine)

MINOCYCLINE BREAKPOINTS FOR ACINETOBACTER SPP.

Acinetobacter BE[Z%9 % minocycline ®a A > + (#HB, TEXTAND TABLES 7—% 2454
W—ThoBEHY) MIREZH, RBESI- (BRE: #HA 13, RA0, FE0, RE1),

*$E : TEXTAND TABLES 7—F U J U N—Tho UUTO LS54 4 v FARH S A=,

[t is recommended to test minocycline directly when it is available. If minocycline cannot
be tested, isolates with doxycycline MICs <1 pug/mL or tetracycline MICs <4 pug/mL are
considered susceptible to minocycline. Isolates with doxycycline MICs 22 ug/mL or



tetracycline MICs 28 pg/mL should be tested against minocycline if that result is needed for
treatment. |
(fiER)

S/YA40 ) UNRERRAELTHEEIE, ERRETHICLLERINS, S/ Y14V YV ERET
EHWMES, FXOYA4 ) DO MIC A 1ugimL LFERIETF RFSH49 1) 2D MIC A% 4 ug/mL
UTOSMMERES /Y40 ) VICREDRHDIEFEZADND, FXIH 191 2D MIC 5% 2 ug/mL
ULEFERIET FSHA4 2120 MIC 588 pg/mL LLEDHEEEHKIE, TOR/ENARICTDETHN
IE, S/ ) UICHTIBRIMRELZEBIRETH S,

Methods Application and Interpretation 7—¥% >4 4 )L—F

CEFIDEROCOL DISK BREAKPOINTS FOR STENOTROPHOMONAS MALTOPHILIA
Stenotrophomonas maltophilia IZ3xt3 % cefiderocol M T 4 AV ILEET LA IRA U +%E S

217 mm [CEBETHENRBIN (R : BA 13, R0, FHEO0, RE1),
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Error rates would meet CLS| M23 criteria at cutoffs of 2 15 mm, =2 16 mm, 2 17 mm, or 2 18 mm

>175,<16Ns |
] n | vme % | mE %

ZNS+1| 1 0 NA

NS+S 11 0 1(9.1)

=5-1 154 NA 0

ut the single VME represents 1 out of 2 {50%) R isalates
2155, £14 NS (current CLSI) 218 S, = 17 NS (FDA proposal) CLSI M23Eds, 2023.
no | wME % | ME % n | ume % | mE % [ wex mex |

NS+l | 1 0 NA NS+l 1 0 NA ENse1 2 A
NS+5 1 0 0 NS +S 11 0 1(9.1) N5 +5 <10 10
55-1 154 NA 0 =5-1 154 NA 0 s5-1 na <=

2165, €15 NS
n

VME, % | ME, % |
NS+l | 1 0 Na || _
NS +5 11 0] 1(9.1) . | Too many major ermors
£5-1 194 NA 0 r




* 8% . CLSI S. maltophilia cefiderocol breakpoint history

MIC breakpoints, pgfmL Disk breakpoints, mm
5 | R s | R
June 2018 meeting (Imv.) =4 8 =16 - —- —
MIC breakpoints, pg/mL Disk breakpoints, mm
5 | R 5 I R
January 2019 meeting {Irw.) =4 2] =16 215 12-14 =11

Disk correlate data: 82 isolates (80 with MICs = 1 pg/mlL)

MIC breakpoints, pgfmL Disk breakpoints, mm
S | R S | R
lanuary 2021 meeting 1% — — = 15*% — —

Dizk correlate data: 206 isolates (204 with MICs = 1 pg/mL)
*Breakpoints are based on PK/PD properties, MIC distributions, and limited clinical data.

FDA did not recognize the CLSI breakpoints (and did not set their own)

Quality Control 7—% >4 45 )L—7F
TIER 2 QC
1) CONTEZOLIDQC L >
Staphylococcus aureus ATCC 29213 (1-4 ug/mL), Enterococcus faecalis ATCC 29212
(0.5-4 ug/mL), Streptococcus pneumoniae ATTC 49619 (0.5-2 ug/mL)® contezolid MIC
QC LUUZERBLE (K : Bl 13, kx 0, EHEO0, XE1)

Drug Name: | Contezolid ‘ Votes: | 10/0/3/1 (For, Against, Absent, Abstain)
QC Strain Range | % In | Mode | Dil (Shoulder| Media |Lab Mode| M23 Range Comments
Mode Range | Finder
S. aureus ATCC | 1-4 98.1% 2 3 [57.6% |2.22 3@1, 1-4, 0.5-4, Some lab variability
29213 @1 6@2 98.1%, 100%,
3dil 4 dil
E. faecalis 0.5-4 100% 2 4 |1684% (2,21 3@1, 1-4, 0.5-4, Some media and lab
ATCC 29212 @1 6@2 96.7%, 100%, variability
3dil 4 dil
S. pneumoniae | 0.5-2 100% 1 3 |[466% |1,1,1 3@0.5 0.5-2, 0.5-2, | Some lab variability
ATCC 49619 @0.5 6@1 100%, 100%,
3 dil 3 dil

Staphylococcus aureus ATCC 25923 (17-23 mm) , Streptococcus pneumoniae ATTC
49619 (17-23 mm)® contezolid T4 XAV #i#kiEx QC LYV #ERB LTz (BE : R/ 13,
¥t 0, EHEO, RE1)

Drug Name: | Contezolid (5 pg) | Votes: l 11/0/2/1
QC Strain Range | % In |Median| Mm Media Disk Labs Gavan Range Comments
Finder
S. aureus ATCC | 17-23 | 96.7% | 20 7 20,20 |(3@20, | 1@17, 17-23, 16-24, Lab variability
25923 1@19, 96.7%, 100%,
3@20, 7 mm 9 mm
2@21,
1@22
S. pneumoniae | 17-23 | 99.4% | 20 7 20,20 (3@20 |1@18, 17-23, 17-24, Lab variability
ATCC 49619 1@19, 99.4%, 99.8%,
3@20, 7 mm 8 mm
2@21,
1@21.5




2) ZOSURABALPINQC L >

Acinetobacter baumannii NCTC 13304 (22-28 mm) O zosurabalpin T 1 X 7 &%
QC Loo%, NEREZFEAMBESETRTIHNILERZHRMNITSHLTERRALE: (BR:
Br 13, Rxt 0, FEHEO0, RFFE1)

Drug: Zosurabalpin (5 pg) Abbreviation (Glossary Il & m): Previous ID: RG6006, RO7223280
ZAB
Solvent (Table 6A): Sterile Distilled Water Diluent (Table 6A): Sterile Preparation (Table 6C combination agents): N/A
Distilled Water
Route of administration (Glossary II): IV Class (Glossary | & ll): Peptide | Subclass (Glossary | & Il): Tethered Macrocyclic
Study Report by: Element (JMI) Pharma Co: F. Hoffmann-La Control Drugs: Cefepime
Roche
Additional + Tier 1 Impact Assessment (stability, inoculum, reading, incubation time, etc): Yes, 22-ROC-01 report
Information + ISO/TS 16782 assessment of Tier 2 study materials: Yes
(m23

requirements)

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

Discussion Proposed indication for Acinetobacter baumannii-calcoaceticus species complex

Suggested text for M100 : Zosurabalpin (ZAB; 5 ng) zone diameter values against Acinetobacter baumannii NCTC 13304
are read using the outer zone diameter.

Drug Name: | Zosurabalpin (5 pg) Votes: 11/0/2/1
QC Strain Range | % In |Median | Mm Media Disk Labs Gavan Range Comments
Finder

Acinetobacter 22-28 |100% |25 7 25,26 |3@25 |1@23, 23-27, 22-28, Slight media difference

baumannii 3@25, 97.7%, 100%, (only 1mm)

NCTC 13304 4@26 5 mm 7 mm 7mm range addresses
lab variability and
avoid future Tier 3
revision.

TIER 3 MIC QC
1) CEFTRIAXONE Streptococcus pneumoniae ATTC 49619
Streptococcus pneumoniae ATTC 49619 0 ceftriaxone MIC QC L > ¥ % 0.03-0.12 ug/mL
ICEESHCELERRBLE (BE : B 13, Xt 0, O, RE1)

S. pneumoniae ATCC 49619 with Ceftriaxone

0.008 ools om DD na2 0.25

BOrigTier2 Mlab 1 lab? WEilah3 Mlab da lab &b MLab ac



2) IMIPENEM Klebsiella pneumoniae ATCC BAA-1705
Klebsiella pneumoniae ATCC BAA-1705 @ imipenem MIC QC L > ¥ % 4-32 ug/mL [ZEE
THELEZRELR: (BR: BRU13, Rx 0, FEHEO0, RFE1)

Imipenem : K. pneumoniae ATCC BAA-1705

Current range: 4-16

Modes at high end of range

5.5% Tier 3 out of QC

Proposal: Expand range to include 32

Humber at MIC
=
£

T
2 4 8 IMIC (pg/mL) 16 32 64
mlabl mlab2 mlab3 mlabda mlab4ab o lab 4c

3) IMIPENEM Klebsiella pneumoniae ATCC BAA-2814
Klebsiella pneumoniae ATCC BAA-2814 @) imipenem MICQC L > ¥ % 216 yg/mL [ZEE
THCEERAELE (BR: B 13, k30, 40, RIE1)

Imipenem : K. pneumoniae ATCC BAA-2814

| Current 16-64 i

ann i Modes at high end of range, i

o i 11% Tier 3 out of QC range i

3 | Propose expanding to >8 i
3" |
£ |
- s

] I L .
8 16 32 64 >64
IC [jagm)
mlab1 mlab 2 mLab 4a m Lab 4b m Lab 4c
TABLES 2A-1

& 2A-1 M cefuroxime, loracarbef, cefaclor, cefdinir, cefpodoxime, cefprozil ®a X > +
WO MaAV 21288 ZHRTACEEZRRBLE (BE : #6012, R0, 0, RF
2),



Antimicrobial Agent

Disk

Content

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

Interpretive Categories and
Zone Diameter Breakpoints,

nearest whole mm
. SDD .

Interpretive Categories and
MIC Breakpoints, ug/mL

Emuﬁ

Comments

CEPHEMS (ORAL) 7

Cefazolin (U)® 30 ug 215 - - <14 | <16 - - 232 | (21) Breakpoints are for cefazolin when

(surrogate test for oral used as a surrogate test to predict results

cephalosporins and for the oral agents cefaclor, cefdinir,

uncomplicated UTls) cefpodoxime, cefprozil, cefuroxime,
cephalexin, and loracarbef when used for
therapy of uncomplicated UTls due to E. coli,
K. pneumoniae, and P. mirabilis. Cefazolin
tested as a surrogate may overcall resistance
to cefdinir, cefpodoxime, and cefuroxime.
If cefazolin tests resistant, test these drugs
individually if needed for therapy.

Cefuroxime (oral) 30pg | 223 - 115220 | <14 | <4 8-16" | 232 |Seacosmmmanilill
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