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Figure 2. Correlation of cefiderocol-xeruborbactam MICs determined in ID-CAMHB Table 2. Interpretive concordance of cefiderocol and cefiderocol-xeruborbactam
I N T Ro D U CTI o N RESU LTS versus standard CAMHB susceptibility results between ID-CAMHB and CAMHB
: : . : . : « Xeruborbactam enhanced the potency of cefiderocol against all groups of organisms in _ o i iti
- Cefiderocol is a siderophore cephalosporin with enhanced bacterial both test media (Figure 1. ° JTOHPS BT O A. Enterobacterales (N=416) % CA under both testing conditions®
i _limi i1 ili i i Cefiderocol Cefiderocol-xeruborbactam

uptake undgr iron-limited conditions and Stablllty agalnst hyd I’O.|ySIS Cefiderocol-xeruborbactam MICy, values were low in both ID-CAMHB and CAMHB, ranging >32

by both serine- and metaIIo—B— actamases (SBLS/M BLs), supportlng from 0.25 to 0.5 ug/mL and from 0.5 to 2 ug/mL, respectively (Table 1). 0 32 Enterobacterales 79.3 100

Its potent activity against [3—Iacta mase—producing strains. » For cefiderocol-xeruborbactam, the percentage of isolates with cefiderocol-xeruborbactam <§E 16 A baumannii 80.7 96.7

o . o . . . MIC <4 pg/mL were high in both ID-CAMHB and CAMHB, ranging from 99% to 100% and O 3 .

* Minimum inhibitory concentration (MIC) testing in iron-depleted from 96.3% to 100%, respectively; for cefiderocol alone, it was in 88-97.2% and 73.8-96.8% Q| 4 P aerugtnosa 96.4 98.7
Cat|on‘adJUSted M Ue”er—H | nton bl‘Oth (l D‘CAM H B) W|th M IC in ID-CAMHB and CAMHB, respectlvely (Table 1)' ,_I% 2 1 1 3n the apsence of established cefiderocol—xerubo!‘bactam breakpoints, CLSI cefiderocol breakpoints determined in .ID—CAMHB
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m.et.hod for cefiderocol suscept|b|l|ty testing be.cause |t best predicts )C((e):]ussgfbearlt;/ﬁe;(;:egng; L tr(T)1(|)D_eéAl)</ILII_|nB ?II:‘IegSuI:T;aZ)e numerical cetiderocol- S’_ 0.5 1 3 1 1 5 2 gﬁ\lé)lceatteedg.orical agreement; CAMHB, cation-adjusted Mueller-Hinton broth; CLSI, Clinical and Laboratory Standards Institute; ID, iron
clinical performance; however, it is labor-intensive and generally L . - . s |02 > 8 | 9 ]2 ]6]0>

o : « However, there was high interpretive concordance between the two susceptibility testing 0121 4 | 131 11| 9 3 3 3 3
limited to reference laboratories. methods for cefiderocol-xeruborbactam (Table 2). o
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« Xeruborbactam is a dual SBL/MBL inhibitor that potentiates the Q100319 | 9 | 9 | 11| 12| 11 1
activity of cefiderocol against cefiderocol-resistant isolates. The 'Il'[a)l_ocl:eA;,.I:;t;?\zczi':all-la;tlwty of cefiderocol and cefiderocol-xeruborbactam determined in = 20016l 86 | 19 | 19 | 25 | 15 | 10 | > CO N c LU S I o N S
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* This study compared cefiderocol-xeruborbactam activity in 'Mmi ‘ '
y comp , ctivityin = FDC+XER FDC+XER 5. A boumannii (N=627 » The similarly high potency of cefiderocol-
ID-CAMHB versus standard CAMHB to inform optimal susceptibility A :
testing methodology. Enterobacterales (N=416) >32 Xeru bOI‘baCtam N ID'CAMHB and CAMHB,
MICso? 1 003 ) 006 2 1 together with high interpretive
METHODS MiCoo 4 028 ; 02 K 1 1 3 d bet the t thod
U
| ” . e alobal il ” % inhibited at <4 ug/mLP° 96.2% 100% 76.9% 100% A p 1 > 1 concoraance between € two me O S’

« Among isolates collected through the global SENTRY Antimicrobial Surveillance Program in .. —

2024, 416 Enterobacterales (including 101 New Delhi MBL [NDM]-producing isolates), 627 A. baumannii (N=627) ,_i 2 2 4 3 3 2 SU pports the use Of CAM H B d nd Sta nda rd

Acinetobacter baumannit isolates (including 29 NDM-producing and 24 Pseudomonas MIC..a 0.25 0.125 1 0.5 = 1 1 5 8 6 1 2 : : : o)

extended resistance [PER]-producing isolates), and 602 Pseudomonas aeruginosa isolates >0 ' ' | ?3»_ 05 1 4 191 17 | 6 3 1 3 M IC read | ng Crlterla (1 OO /O g rOWth

(including 24 NDM-producing isolates) met the selection criteria of meropenem MICs MICgy,? 3 0.5 >32 2 — : o PR :

>2 pg/mL or cefiderocol MICs >4 ug/mL (in standard CAMHB), and were selected for testing. o) o lii: o o o o o = [ 025 2 32 | 40 | 18 / > 2 1N h I b|t|0n) fOI‘ CeflderOCOl_Xeru borbaCta m
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» MICs of cefiderocol alone and in combination with a fixed 4 pg/mL concentration of : _ o SUSCepDTIDIII esting.
xeruborbactam were determined by broth microdilution using either ID-CAMHB in accordance P aerugtnosa (N=602) % 0.06 1 14 | 72 133 | 14 | > 2 2 p y g
with Clinical and Laboratory Standards Institute (CLSI) reference methodology for cefiderocol, MIC. 2 0.125 0.125 0.125 0.125 KDJ 0.03 2 20 | 26 | 10 3 4
or standard CAMHB. I .

| | | | MICyc2 1 05 2 1 0006 2 | 3 |9 | 2216|844 1 » Both the CLSI and European Committee

« MIC endpoint for cefiderocol and cefiderocol-xeruborbactam in ID-CAMHB was based on CLSI T <0016/ 0.03 {0.06 | 0.1210.25| 0.5 | 1 2 4 8 16 | 32 | >32 . . . op g -
guidelines and corresponded to 80% or significant reduction of growth. MIC endpoint for % inhibited at <4 pg/mL® 97.2% 99.7% 96.8% 98.7% FDC+XER MIC (ug/mL) in CAMHB on Antl m ICrObIal Su Sce ptl bl | Ity TeStI ng
cefiderocol and cefiderocol-xeruborbactam in CAMHB corresponded to complete inhibition MIC . . o _ .

endpoint for FDC and FDC+XER in ID-CAMHB was based on CLSI guidelines and corresponded to significant reduction of
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To enable direct comparisons CLS| cefiderocol susceptible ntermediate. and resistant bThe CLSI susceptible breakpoint for FDC in ID-CAMHB is 4 ug/mL, which was also applied to the other agents/test conditions to
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breakpoints established in ID-CAMHB (<4, 8, and >16 pg/mL, respectively) were applied to CAMHB, cation-adjusted Mueller—Hinton broth; CLSI, Clinical and Laboratory Standards Institute; FDC, cefiderocol; ID, iron depleted:; 32 1 CAM H B ahn d com p l ete g rOWth 1N h | b |t|0 N
cefiderocol and cefiderocol-xeruborbactam under both testing conditions. MIC, minimum inhibitory concentration; XER, xeruborbactam. = . :

) ST 1 as the MIC endpoint for cefiderocol-
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Figure 1. Cefiderocol and cefiderocol-xeruborbactam MIC distributions in ID-CAMHB and standard CAMHB LDIJ 5 Xeru bO rba Cta m susce ptl bl | |ty teStl ng .
. : Q| 4 1 4 1
Enterobacterales (N=416) A. baumannii (N=627) P. aeruginosa (N=602) = 11 a1 11 6 | 1
8100% a 8100% a 8100% —E' 1 3 3 3 6 5 3
+— + — S~
S 80% - S 80% - S 80% = | 05 4 | 516 |14 6 |3 2
= = = O [ 025 4 1534|357 |6 |6 |3
° 60% - © 60% - ° 60% = :
v cu v ~ | 012 | 6 19 | 33 | 29 | 18 9 2 1 1 1
2 40% - 2 40% - 2 40% > 0.06 6 19 28 | 41 11 1 1 Disclosures
© © © .
g 20% - g 20% - :E; 20% (5 003 | 21 >7 | 24 | 15 5 3 1 OL is an employee of Qpex. MC, none. TH, YY are employees of Shionogi.
5 5 . 5 0O i
~ 0% ® I ~ 0% v | | | | | |I | | | | ~ 0% | | | | | | | | | | | | | - 50016 38 24 13 / 2 1 2 Funding
§ § g g S S @ N g - YT e 2y % § § g S 3 @ N g - Y2 % <0016/ 0.03 {0.06 | 0.12 ] 0.25| 0.5 1 2 4 8 16 | 32 | >32 This project has been funded by Qpex, Shionogi, and in whole or in part with federal funds from the
o S 3 3 ° ° s ° S 3o °° s © FDC+XER MIC (ug/mL) in CAMHB Department of Health and Human Services; Administration for Strategic Preparedness and Response;
Vi MIC (ug/mL) Vi MIC ] v MIC ] HY Center for the Biomedical Advanced Research and Development Authority (BARDA), under OTA number
HO (hg/mL) (hg/mLb) Numbers in red indicate strains with underestimated susceptibility when testing is performed in standard broth. HHS0100201600026C.
Green shading denotes the essential agreement zone, defined as MIC values that agree within +1 log, (two-fold)
—— —— dilution bet the t t diti .
FDC (ID) FDC+XER (ID) —o= FDC (ST) —* FDC+XER (ST) Blylljdllci):eseinvgliecear]ce CeLS\;VSuzcc);ToF:?gieliit(;/rbcrzra]k|lol>ci)rr1]:s for cefiderocol (susceptible <4 ug/mL; intermediate 8 ug/mL; Ac,knc,,WIedgments _ o , , ,
Dashed vertical line corresponds to susceptibility breakpoint of cefiderocol alone. resistant z1§ pg/mL), | | . N o | Editorial support was provided by nghfle|d, Oxford, UK; this support was funded by Shlonogl & Co.,, Ltd,,
CAMHB, cation-adjusted Mueller-Hinton broth; FDC, cefiderocol; ID, iron-depleted CAMHB; MIC, minimum inhibitory concentration; ST, standard CAMHB; XER, xeruborbactam. )C('I?IIQ\AHB' Cbat'(k))”'?dJUSted Mueller-Hinton broth; FDC, cefiderocol; ID, iron depleted; MIC, minimum inhibitory concentration; Osaka, Japan.
, Xeruborpactam.




	Slide 1

