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BAC KG ROU N D Table 1. Origin, cefiderocol MIC, and [3-lactamase content for clinical A. baumannii isolates tested
sy 029 CONCLUSION
* Acinetobacter baumannii-calcoaceticus species complex (A. baumannii) has ClassB | Class| oo onihcan Clacs D=
become highly resistant to multiple antibiotics, especially isolates that Ll? | e . * Cefiderocol remained one of the few agents with in vitro activity against
carry metallo-B-lactamases (MBLs). FDC T = T z S REELEIT I T &R BL MBL-carrying A. baumannii and should be considered as a component of
Isolate  Year Country Infection MIC a = UV U VU U ¢ U< «a < « <« < - Pper : : : : : :
. . . . . o = combination therapy when infections caused by these multidrug-resistant
- Cefiderocol is a siderophore-conjugated cephalosporin and one of the few momy 2 £ 5 F 2 3222935358535 35 35 X isolate | PY y 9
< with activit <t Gram-negative i<olat ving MBL © isolates are encountered.
agents with activity against Gram-negative isolates carrying S. 123038 | 2001 | Brasi 2, 05 ) .
* In this study, the activity of cefiderocol and comparator agents was assessed 143675 | 2001 Argentina|  BS| 012 . a . . — .
against MBL-carrying A. baumannii collected in the SENTRY Antimicrobial | Figure 1. Cefiderocol MIC distribution of metallo-p-lactamase-producing A. baumannii isolates from
Surveillance Program.
173804 | 2002 Brazil SSSI 0.5 + 1a 10 -
METHODS 173805 | 2002 @ Brazil SSSI 2 + 1a c g _ = NDM
. » m IMP
« Twenty-nine clinical A. baumannii isolates, collected as part of the SENTRY 175139 | 2002 | Brazil PIHP- ) 0.25 + 1 2 6 VIM 5 6
Antimicrobial Surveillance Program between 2001 and 2022, were identified 175640 | 2002 | Argentina  PIHP | 0.06 + 12 2 4
: 4 -
as carrying MBLs (Table 1). 177190 | 2002 | Argentina|  BS| 0.5 ¥ Not tested 12 3 5
o Isolates originated from at least three different infection types and 203331 | 2003 | Greece BS| 16 + 12 2111 1 1 1 I 1 1 I1 1
from 11 countries. 357374 | 2006 | India BS| 2 |+ + 22 0 | . _ | _ |
o Most isolates carried NDM alleles (n=20), while eight carried IMP alleles 406355 | 2007 | India PIHP 1|+ 1a 0.06 0.12 0.25 0.5 1 2 4 8 16
and one carried a VIM allele. 508951 | 2010 | India BIHP 5 |, N Ly 40 Cefiderocol MIC (ug/mL)
e Minimum |nh|b|tory concentrations (|\/| |CS) were determined by broth 602690 | 2010 india PIHP 1 N N N 3a IMP, imipenemase metallo-B-lactamase; NDM, New Delhi metallo-B-lactamase; VIM, Verona integron-encoded metallo-B-lactamase
microdilution using Clinical and Laboratory Standards Institute (CLSI) protocols, . . o . , ,
. . . J ! . g/ ¢ ( )P 602847 | 2010 | India >3l 1 ¥ * T 4 Table 2. Antimicrobial activity of cefiderocol and comparator agents tested against metallo-B-lactamase-
with cation-adjusted Mueller-Hinton broth (CAMHB) for comparator agents and 602863 | 2010 | indis csot | 00 |4 e N oroducing A. baumannii isolates from the SENTRY collection (n=29)
iron-depleted CAMHB for cefiderocol. . .
P 1160843 | 2020 | Germany = PIHP 1 |+ " ; " ¥ 5 MIC (pg/mL) CLSI EUCAST® FDA
» Susceptibility was assessed according to 2024 CLSI, US Food and Dru B e e e
=P .y 9 . ro« | 9 o 1165688 | 2020 | Belgium - 5| N N N 4 Antimicrobial agent MIC,, MIC,, MICrange %S %l %R %S %l %R %S %l %R
Administration (FDA), and European Committee on Antimicrobial Susceptibility .
Testing (EUCAST) breakpoints 1187252 | 2020 USA SSSI 0.5 + + + + 4 Cefiderocol 2 16 006to16 | 828 | 34 | 13.8 69.0° 31.0° 448 | 24.1 | 31.0
1193938 | 2021 USA BSI 16 + + + + 4 Sulbactam-durlobactam >32 >32 2to>32 | 276 00 | 724 276 | 00 | 724
RESULTS 1195362 | 2021 | Israel PIHP 4+ + + + + 5 Ampicillin-sulbactam >64 = >64 = 4to>64 | 103 00 | 897 103 | 00 | 897
. . 1217414 | 2021 Turkey PIHP 4 * * * * 4 Imipenem-relebactam >16 >16 1to >16 34 | 0.0  96.6
*  MIC values for cefiderocol ranged from 0.06 ug/mL to 16 pg/mL, with IMP- 1222299 | 2021 | Israel NR > |4 + + + + 5
carrying isolates showing lower values compared with NDM-carrying isolates Meropenem >3e | >32 | Ate>32 | 00 3419661 00| 3413661 00 34 360
ying g P ying 1222306 2021 | Israel NR 4+ ¥ + ¥ + 5
I Imipenem >8 >8 >8 00 | 00 | 100 | 0O | 0.0 H 100 | OO | 0.0 | 100
(Flgure 1) 1222346 | 2021 Israel NR 1 + + + 3 i
« 82.8%, 69.0%, and 44.8% of the isolates showed susceptibility to cefiderocol 1251040 | 2000 | C7EChH c<q) - . ) . ) - Ceftazidime >32 | >32 >32 0.0 | 00 | 100 0.0 | 0.0 | 100
: : - Republic
according to CLSI, EUCAST, and FDA breakpoints, respectively, whereas oc131 | 2095 | Rermaria | plitp e | ) ) o Minocycline 2 32 | 012t032 828 00 172 82.8 | 0.0 | 17.
B-lactam comparator agents, including sulbactam-durlobactam, all showed
lower susceptibilities (<30%); minocycline and colistin were the only other
. 1261300 | 2022 | | PIHP p) 5 aCriteria as published by CLSI (2024), EUCAST (2024), and US FDA (2024).
active agents (Table 2) >rac i * i i i bThere are insufficient clinical data to determine a clinical breakpoint, but isolates with MIC values >2 pg/mL will likely be resistant.
° NDM-ca rrying isolates often CO-Ca rried additional ﬁ-lacta mases, bUt NO 1261509 | 2022 Israel BSI 3 + + + + 4 FDA, Qnited States quql .and Dr.ug Ad.ministrati.on; CLSI, CIi.ni.caI anql La.b.oratory Standards Institutg; EUCAST, European Committee on
] ] . . . Antimicrobial Susceptibility Testing; I, intermediate; MIC, minimum inhibitory concentration; R, resistant; S, susceptible
correlation between their carriage and cefiderocol MIC value could be delineated, Total 208 1 10 2 9 /1 1 1 1145 1/10 2 1 1
" " " 141 _ " aB-lactamases were identified through whole genome sequencing for isolates collected between 2020 and 2022; for earlier isolates, targeted . .
Indlcatmg that additional factors, beyOnd MBL and other [3-lactamase Carriage, polymerase chain reaction was used but not all isolates were tested with all indicated Class A and D primers PIntrinsic B-lactamase gene in IE-\(:iI’ES::I’I:udpgp?ﬁcnvt:s srovided by Highfield, Oxford, UK, and this support was funded gf&g'cgiﬁfé?tﬂ?satnd YV are
" /I " " T Acinetobacter spp. ADC, Acinetobacter-derived cephalosporinase; AmpC, chromosomal cephalosporinase; BL, B-lactamase; BSI, blood stream . . . ' r Al ' r b T alit
determines the activity of cefiderocol against A. baumannii (Table 1). infection; FDC, cefiderocol; MBL, metallo-beta-lactamase; NR, not reported; OXA, oxacillinase; PIHP, pneumonia in hospitalized patients; SSSI, by Shionogi & Co., Ltd. This study was funded by Shionogi & Co., Ltd. employees of Shionogi.

skin and skin structure infection; TEM, Temoneira extended-spectrum B-lactamase; VIM, Verona integron-encoded metallo-fB-lactamase.
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