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» Cefiderocol continues to show potent activity against

Enterobacterales and non-fermenting clinical isolates from 201

Update on the comparative in vitro activity of cefiderocol and four
B-lactam-B-lactamase inhibitor combinations against clinically important
Gram-negative pathogens

Background

Our previous study showed potent activity of cefiderocol (CID) against clinically relevant Enterobacterales and non-fermenting isolates from
2016/17." The aim of the present study was a follow up investigation of the in vitro activity of CID and comparator substances against
isolates from 2019/20.
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CID at <2 mg/L inhibited 100% of panel | isolates and 96.5% of panel Il isolates
(Table 1).

Susceptibility rates to CID were higher than those to the BL/BLI-combinations in P. aeruginosa, but comparable to C/T, CZA and IMR
in Enterobacterales (Table 2). In A. baumannii and S. maltophilia CID revealed lower MIC5, and/or MICy, values than the comparators.

Overall, CID at <2 mg/L inhibited 96.3% ESBL-producers, 84.2% carbapenemase-producers, and 95.8% colistin-resistant isolates
(Table 3).

“Table 2: In vitro activity of cefiderocol and four newer BL/BLI-combinations against Gram-negative pathogens stratified by panel of “Table 3: In vitro activity of cefiderocol against resistant subgroups of Gram-negative pathogens (panel I plus panel I1)
isolates (n=401) Numbers of isolares at given MIC (el
umbers of isolates at given MIC (mg/L)

Random sample of isolates (panel 1, n=199) ‘Sample of resistant isolates (panel II, n=202) ! Bacterial group o o2 25 05 T 2 4

Antibacterial ~ MIC-50  MIC-90 __ Number (%) of isolates Antibacterial ~ MIC-50  MIC-90 __ Number (%) of isolates ESBL-producing (n=109) !
agent (mgl)  (mg/lL) S R agent (mgll)  (mg/L) S R cn 2

025 . 95(1000)  0(0.0) cin 05 1240969 4G.1)
cr <025 s 93(979) 221 cr 109852)  19(14.8)
cza <025 . 95(1000)  0(0.0) cza 21 127(992) 1008 IMR 3
IMR 012 25 951000)  0(00) IMR .12 5 1240969 4G.0) MEV 103
MEV <006 <006 95(1000) _ 0(00) MEV X < 1240969) 431
P aeruginosa (n=66) P aeruginosa (n=66)
cin 0. cin 0.2

3

Enterobacterales (n=95) Enterobacterales (n=128) or N
czA 1

1

Carbapenemase-producing (n=19)
650985)  1(15) cD 2
53(803) 130197 o
45(682)  21618) czA
510773) 15227
39(59.) _27409) MR

MEV

12 25 66(1000)  0(00)
o 1 63(955) 345 cr 1
cza 2 64970)  2(30) cza 4
IMR 05 640970) 260 IMR 2
MEV 0s 63(955) 345 MEV 8
“A- baumannii (n=6) “A- baumannii (n=8)

o 012 25 <D 025
or 0s 6 or =16
cza 4 32 NoEUCAST breakpoints
IMR 025
MEV 025
S. maltophilia (nv=32) footnote of Table I for details. B
< .12 25 cter cloac . Escherichia coli (n=50),
cr =16 >16 Ila pneumoniae (n=33) 17 2 ! !
cza 16 No EUCAST breakpoints  Enterobacter cloacae (n=19), Escherichia coli (n=65), £ coli (CTX-M-1-group, n=45; CTX-M-9-group, n=23; CTX-M-1-group+CTX-M-9-
IMR > Klebsiella pneumoniae (n=44) M-1-group, n=35; CTX-M-9-group, n=4);  A. baumannii (OXA-23-like, n=7: OXA-23
MEV 2
Abbreviations: S, su i 2 ; CZA, cefiaz bactam; IMR, imipenem-
relebactam; MEV, meropenem-vaborbactam

v v v v

Collistin-resistant (n=24) *

No EUCAST breakpoints

v v v Y

4
5
1
1

). E. coli (n=1; K.

preumoniae (n=4), P. aeru n=6). Abbreviations: CID, cefiderocol; C/T, 2 ; CZA, ceftazi 3
lebact borb: Numbers in bold include isolates with MIC < value shown; numbers in italic

include isolates with MIC shest concentration tested.

Methods

Enterobacterales and non-fermenting isolates (n=401) were collected at 22 laboratories in Germany between October 2019 and March
2020. A random sample of respiratory tract and blood isolates (panel I; n=199) and more challenging isolates with certain resistance
mechanisms were included (panel Il; n=202). MICs were determined by broth microdilution using the ComASP kit from Liofilchem. To
confirm reliability of the test kit, a pretest was performed in advance with a subset of isolates (n=140) comparing test device and EUCAST
reference method (iron-depleted CAMHB). Resistance genes were confirmed by PCR/Sanger sequencing.?3
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