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Activity of Cefiderocol-Xeruborbactam and Comparator Agents against Enterobacterales, Including Molecularly Characterized Isolates Recovered Globally in 2024

KM Papp-Wallace', JH Kimbrough', JM Maher’, RE Mendes’, HS Sader’, and M Castanheira’
'Element lowa City (JMI Laboratories), North Liberty, lowa, USA

Background Conclusions

o Cefiderocol-xeruborbactam (FDX) is a siderophore-conjugated cephalosporin combined o Cefiderocol-xeruborbactam was highly active against Enterobacterales and demonstrated
with a boronate B-lactamase inhibitor, and this combination shows wide-ranging activity potent activity against XDR pathogens carrying multiple carbapenemases warranting
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Figure 1. U.S. Census division distribution of Enterobacterales and cefiderocol-xeruborbactam AST Figure 2. European distribution of Enterobacterales and cefiderocol-xeruborbactam AST results (n=4,547)
results (n=3,488)

« The activity of cefiderocol-xeruborbactam and comparators was investigated against
Enterobacterales collected from the US, Europe, Turkey, and Israel in 2024,
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Cefiderocol-xeruborbactam demonstrated potent activity against Enterobacterales - 2z |
collected from the US (Figure 1) and Europe (Figure 2) with 100% of isolates with

an MIC <4 mg/L and MIC,,, of <0.015/0.12 mg/L, while % susceptible varied from CO n taCt
83.1-99.9% for comparators (Table 1).

All isolates, including multidrug-resistant (MDR), extensively drug-resistant (XDR), and
CNSE with and without carbapenemases had cefiderocol-xeruborbactam MIC values
<4 mg/L (Table 1 and Figure 3).

Against MDR isolates, comparators were mostly effective with 88.7-99.6% of isolates
testing susceptible (Table 1 and Figure 3).
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Figure 3. Antimicrobial activity of cefiderocol-xeruborbactam and comparators against Enterobacterales Table 1. Antimicrobial activity of cefiderocol-xeruborbactam and comparators against Enterobacterales
stratified by phenotype, genotype, and region
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Enterobacterales from Europe were less susceptible to imipenem-relebactam, meropenem-
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vaborbactam, and ceftazidime-avibactam compared to isolates from the US (Figure 3).
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and OXA-48-producers (22.0-52.0%), except cefiderocol for both categories Multiple (63) 3.29% 55.6%
(94.2-100%), aztreonam-avibactam for both categories (98.1-100%), ceftazidime- :-5215;2{1 :il:f; :::2: g“lﬁ n;s:;a
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avibactam for OXA-48-producers (100%), and colistin for KPC- and MBL-producers Abbreviations: MDR, multidrug-resistant; XDR, extensively drug-resistant; NS, non-susceptible; +, positive; -, negative.
( ~3 %) (Table 1 and Fi gure 3) . " MIC results were interpreted according to CLSI criteria for colistin % susceptible value as % intermediate. FDX MICs were read at 100% inhibition tested in CAMHB and FDC MICs were read at significant reduction
tested in ID-CAMHB. As breakpoints are not available for FDX, % values represent % of MIC values for FDX £ 4 mg/L
- - : iR b Xeruborbactam was tested at fixed 4 mg/L, while the concentration of cefiderocol was varied.
Isolates carrying multiple carbapenemases were challenging to inhibit by most ¢ All Enterobacterales species were included in the analysis, but CLSI and EUCAST exclude organisms from the family Morganellaceae.
com p arators (O_S 5 6% susce pt| b|e> , exce pt for Ceﬁde rocol at 92 1 O/o and aztreonam- " MDR was defined as resistance to at least one drug in three or more antimicrobial categories. XDR was defined as resistance to all but 52 antimicrobial categories
, o : , ¢ Carbapenem-NS, isolates non-susceptible to imipenem (excluded for P. mirabilis, P. penneri, and indole-positive Proteeae) and/or meropenem based on CLSI criteria (MIC values =2 mg/L).
avibactam at 100% susce ptl ble (Table 1 and Fi gure 3) . fincludes blaypc; (21), Blapc 5 (39), Blayec.qg (1), and Blagpc 166 (1) genes; blayo 1 (28), Blaypas (12), Blayow.r (1), BPlagomr (1), D@y g (8), and blayy, 4 (2) genes; blagxs s (19), Plagya 1a1 (2), Dlagxa 232 (26), and Blagxs 244 (3)
genes; and multiple Diaypy ¢ + Dlagpc 3 (3), Dlaypyy + Dlagpc 3 (2), Dlaypn g + Dlagys 49 (20), Dlaypg + D@y 121 (2), Dlagpw g + Dlagys 33, (2), Dlaygy s + Diagy 4s (26), Dlaypy s + Dlaoys 33z (4), Didyyy y + Dlaypc 5 (3), and blagpe ; +
Most comparators had activity against carbapenemase negative isolates (88.1-100%) =Sy B in=a usin=1y  Euopep=4) dm=dn  Emoge s Empe:n =20 Earope i =63) blagxs 1o (1):
£ f liti (T ble 1 d Fi 3) ’ " Carbapenemase genes were not detected in the following species: Citrobacter freundii species complex (12), Enterobacter cloacae species complex (14), Klebsiella aerogenes (7), K. oxytoca species complex (1), K.
except ror Colistin ablie | an Igure . pneumoniae (15), Serratia liguefaciens complex (2), and S. marcescens (16).
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