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INTRODUCTION Table 1. Activity of cefiderocol against NFGNB isolated from ICU and non-ICU
settings as part of the SENTRY program (2020-2024)

* Intensive care units (ICUs) are a source of highly resistant Gram-negative

: : . Co .. g oeress MIC range EUCAST?
bacteria, which may have reduced antimicrobial in vitro susceptibilities Isolate set 3 %S %S %S
compared with other areas of the hospital [1]. P. aeruginosa

| o | | o ICU 3695  0.12 0.5 <0.004->64 995 982  99.1

 Cefiderocol is a siderophore-conjugated cephalosporin, which utilizes the Non-ICU 6652 0.12 0.5 <0.004-64 99.7 98.6 99.4

: i : " : . CRPAP

|roh .uptake. systems of bacte.rla to facilitate Fell entry, .Wlth excelle.nt (n v.ttro CU mn 0.1 o <0.004->64 684 950 57

activity against non-fermenting Gram-negative bacteria (NFGNB) including Non-ICU 939 0.12 0.5 <0.004-64 98.7 94.7 97.2

organisms resistant to carbapenems and novel 3-lactam/B-lactamase DTR PAS

T ICU 159 0.25 2 <0.004->64 97.5 88.1 96.2

inhibitors (BL-BLIs). Non-I1CU 232 0.12 2 <0.004-64 970 879 953
* The objective of this study was to compare the in vitro activity of cefiderocol ABC complex

) y P y ICU 1714 0.25 1 0.008->64 959 907 938

and comparators against NFGNB collected in ICUs and non-ICU settings. Non-ICU 2197 0.25 1 <0.004->64 975 93.7 96.2
CRAB®
ICU 957 0.25 2 0.008—>64 93.8 85.9 90.3
METHODS Non-ICU 837 025 > 0015->64 941 855 909
. : _ : S. maltophilia
Isola.tés were .coIIected during ZF)ZF) 20?4 from Furopean and US hospitals U 51 0.06 e <0.004-4 50 = 99 3 58 7
participating in the SENTRY Antimicrobial Surveillance Program. Non-ICU 1037 006 0.25 <0.004—> 64 99 2 992 99 6
.. C : : ] Achromobacter spp.
* Minimum inhibitory concentrations (MICs) were determined according to ICU PP 33 003 025 <0.004-8 _ _ _
Clinical and Laboratory Standards Institute (CLSI) methods, using broth Non-ICU 173 0.03 0.25 <0.004-2 - - -
: —_— : : : : B. cepacia species complex
microdilution with cation-adjusted Mueller—Hinton broth (CAMHB) for ICU 103 0.06 0.5 <0.004—64 ~ ~ _
comparator agents and iron-depleted CAMHB for cefiderocol. Non-ICU 134 0.06 4 <0.004—>64 — — —
o ] . ABC complex, Acinetobacter baumannii-calcoaceticus complex; CLSI, Clinical and Laboratory Standards Institute; CRAB, carbapenem-resistant
o Suscept|b|||ty was determ|ned accord|ng tO 2025 CLS|’ US Food and Drug A baumannii—ca(coaceticus cpmplex;_CRPA, car.ba.penem—'resistant Pseudomonas aeruginosq; .DTR I?A,.difficglt—to—jcreat resistgr?tRaeru.gt:nosa; I?U(;AST,
European (;ommlttee on Antlmlcr.oblal Sgscgptlblllty Testing; FODA, LiS qud and.Drug Administration; IFZU, intensive care unit; M!C., m|n|mum.|nh|k;|to.ry .
Administration (FDA) and European Committee on Antimicrobial e Be e g o P e

piperacillin-tazobactam, ceftazidime, cefepime, aztreonam, meropenem, imipenem, ciprofloxacin, and levofloxacin by CLSI breakpoints (2025).

Susceptibility Testing (EUCAST) breakpoints.

Table 2. Activity of cefiderocol and comparators against highly resistant
NFGNB ICU isolates collected as part of the SENTRY program (2020-2024)

» Carbapenem resistance was defined as non-susceptibility to meropenem
and/or imipenem by CLSI breakpoints (2025).

EUCAST®

MIC range

Isolate set, N

» Difficult-to-treat resistance was defined as non-susceptibility to piperacillin- g/mL) %S %S
. : . CR P aeruginosa (N=885)"
tézobactanr.\, ceftazidime, cefeplme, aztreonam,.meropenem, Imipenem, Cefiderocol 0.12 0.5 <0.004—>64 984 95 0 97 5
ciprofloxacin, and levofloxacin by CLSI breakpoints (2025). Imipenem-relebactam 1 8 0.25->8 81.4 81.4 81.4
Ceftazidime-avibactam 4 32 0.5->32 82.0 82.0 82.0
Ceftolozane-tazobactam 1 >16 0.25->16 81.9 81.9 81.9
Cefepime 8 >32 1->32 54.4 54.4 54.4
RESULTS Piperacillin-tazobactam 32 >128 4->128 423 423 42.3
. : . Ciprofloxacin 0.5 >4 0.03—>4 60.3 60.3 —
Amc.)ng 17,630 NFGNB |so!ates collected, §,759 orlglnated frorTw ICU Amikacin p 37 <0.25-537 87 3¢ 873 87 3
settings and were predominately from patients with pneumonia and Colistin 0.5 1 0.12-8 0 99.8 —
- - . DTR P. aeruginosa (N=159)¢
bloodstream infections (Figure 1). Cefiderocol 0.25 2 <0004->64 975 881 96.2
« Pseudomonas aeruginosa (54.6%) was the most common organism Imipenem-relebactam 4 >8 0.25->8 45.9 45.9 45.9
: . : o Ceftazidime-avibactam 16 >32 1->32 44.7 44.7 44.7
followed by Acinetobacter baumannii-calcoaceticus complex (25.4%) Ceftolozane-tazobactam 3 >16 1->16 48.4 48.4 48.4
and Stenotrophomonas maltophilia (14.7%). Amikacin 16 >32 <0.25->32 64.8¢ 64.8 64.8
| S - | | Colistin 1 1 0.12-2 0 100 -
 Cefiderocol retained similar activity against NFGNB collected in ICUs CR A. baumannii-calcoaceticus complex (N=957)"
Ve, non-ICUs and was the m e agent in vitro against highl Cefiderocol 0.25 2 0008->64 938 859 90.3
> . 0 (Us a d as e Ost aCt c age t U O aga St. g y Ampicillin-sulbactam 64 > 64 4—>64 1.9 1.9 —
resistant subsets of ICU isolates, including P aeruginosa resistant to Minocycline 8 16 0.12->32 17.0 17.0 -
novel BL-BLIs (Tables 1-3). gy - duriobactam 4 <025->32 934 934 -
» Cefiderocol MICs 4, values were low for Achromobacter spp. Colistin 0.5 >8 0.12->8 0 — 82.8
(0.03/0.25 pg/mL) and Burkholderia cepacia species complex 5. maltophtlia (N=391)
' ' Cefiderocol 0.06 0.25 <0.004-4 99.3 99.3 99.8
(0.06/0.5 ug/mL) collected from the ICU (Table 1). Aztreonam-avibactam 4 4 0.12->16 - - -
Levofloxacin 1 4 <0.015—>32 84.7 — —
Minocycline 0.5 1 <0.06-8 92.9 — -
) — SMX/TMP <012 05 <0.12->4 97.2 _ 97.2
Flgure 1 . |CU source Of |nfeCt|On (N — 6759) CLSI, Clinical and Laboratory Standards Institute; CR, carbapenem-resistant; DTR, difficult-to-treat resistant; EUCAST, European Committee on
Antimicrobial Susceptibility Testing; FDA, US Food and Drug Administration; ICU, intensive care unit; MIC, minimum inhibitory concentration;
2% 2% MICsq/90. MIC requirgd to inhibit groyvth of 250%/90% of isolates; NFGNB, non-fermenting Gram-negative bact.eria; S, susceptible; SMX/TMP,
3% rc,ul.famethoxazole/trlmetho.prlm. aC.rlterla.as publlshfed by.CLSI (2025),. US FDA (2025), and EQCAST (2925). b.R.esstant to meropenet."n.and/or
50/ imipenem by CLSI breakpoints. CUS|.ng.ur|nary tract mfectl.on breakpoints qnly. dNon—susceptll?Ie to piperacillin-tazobactam, ceftazidime,
(o] Pneumonia cefepime, aztreonam, meropenem, imipenem, ciprofloxacin, and levofloxacin by CLSI breakpoints (2025).
o . . Table 3. Activity of cefiderocol and comparators against ICU isolates of
12% ® Bloodstream infection . .
Pseudomonas aeruginosa resistant to BL-BLlIs.
m Skin/soft tissue infection %Susceptible per CLSI/FDA/EUCAST?
Resistance phenotype " Cefiderocol CAZ-AVI C-T IMI-REL MEM-VAB
Urinary tract infection (resistant to) CLSI FDA  EUCAST
CAZ-AVI 195 91.3 79.5 87.7 0 21.2 44 1 0/0/21.0
Other C-T 200 915 79.0 88.0 29.0 0 41.0 0/0/30.5
S IMI-REL 168 940 850 911 347 298 0  0/0/65
76% ¥ Intra-abdominal infection MEM-VAB 442 966 916 952 651 686  64.5 0
BL-BLI, B-lactam—B-lactamase inhibitor; CAZ-AVI, ceftazidime-avibactam; CLSI, Clinical and Laboratory Standards Institute C-T, ceftolozane/tazobactam;
, , , EUCAST, European Committee on Antimicrobial Susceptibility Testing; FDA, US Food and Drug Administration; ICU, intensive care unit;
ICU, intensive care unit. IMI-REL, imipenem-relebactam; MEM-VAB, meropenem-vaborbactam. 2If only one value is shown, the CLSI, FDA, and EUCAST breakpoints are equivalent.
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