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BACKGROUND Table 2. Activity of cefiderocol and selected comparator agents tested against 9,655 isolates of
Enterobacterales, P. aeruginosa, A. baumannii-calcoaceticus species complex, and S. maltophilia
Cefiderocol is approved in the United States’ for the treatment of patients with isolates collected from 2020-2022 in US and European hospitals
complicated urinary tract infections and hospital-acquired/ventilator-associated LT G MIC,,  MICy, LS TEEE =)
. . . _ . Agent (ug/mL)  (pg/ml) (ng/mL) EUCAST
bacterial pneumonia caused by susceptible Gram-negative pathogens and in Europe? Enterobacterales (n=7,863)
. . . : . . Cefiderocol 0.06 0.5 <0.004 to >64 99.8 99.8 98.8
for the treatment of infections due to aerobic Gram-negative organisms in adults Meropenem 0.03 0.06 <0.015 to >32 97 6 97 6 97 8
: I - Imipenem-relebactam 0.12 0.5 <0.03 to >8 95.0 95.0 98.4
with limited treatment optlons. Meropenem-vaborbactam 0.03 0.06 <0.015to >8 99.1 99.1 99.2
. . : PN : . Ceftazidime-avibactam 0.12 0.25 <0.015to >32 994 994 994
Treatment of bloodstream infections (BSIs) in hospitalized patients can be challenging Ceftolorane-tarabactar 05 1 0.1 t0 5 16 034 034 034
due to antibiotic resistance, which limits the therapeutic options. aaPe"e nonsusceptible - E"te"°bacteraes ("=17 o 013 013 -~
eriaeroco . o > . . .
OBJECTIVE Imipenem-relebactam 0.5 >8 0.06 to >8 59.2 59.2 66.1
Meropenem-vaborbactam 2 >8 <0.015 to >8 62.1 62.1 66.7
We aimed to evaluate the in vitro activity of cefiderocol and comparator agents Ceftazidime-avibactam 2 >32 <0.015 to >32 77 6 77 6 776
. o . _ o . Ceftolozane-tazobactam >16 >16 2to >16
against Gram-negative isolates causing BSI in hospitalized patients from North Pseudomonas aeruginosa (n=1,051)

. . .. . . Cefiderocol 0.12 0.25 <0.004 to 16 99.9 99.1 99.8
American and European hospitals from the SENTRY Antimicrobial Surveillance Meropenem 0.5 3 <0015 to 532 840 840 840
Program in 2020-2022 Imipenem-relebactam 0.25 1 <0.03 to >8 95.7 95.7 95.7

' Meropenem-vaborbactam 0.5 8 <0.015to >8 N/A N/A 92.2
METHODS Ceftazidime-avibactam 2 4 0.12 to >32 95.7 95.7 95.7
Ceftolozane-tazobactam 2 <0.12 to >16 95.1 95.1 95.1

e A total of 9,655 Gram-negative BSI isolates were collected from 43 North Carbapenem nonsusceptible - Pseudomonas aerugmosa (n=151)
. . Cefiderocol 0.12 <0.004 to 16 99.3 97.4 98.7
American (N=3,985) and 39 European (N=5,670) medical centers as part of the Imipenem-relebactam 2 >8 0.5 to >8 72.2 72.2 72.2
.. : : Meropenem-vaborbactam >8 >8 2 to >8 N/A N/A 47.0
SENTRY Antimicrobial Surveillance Program (from 2020 to 2022). Cottamg 4 - 1to 532 7e{2 742 26
e Clinical isolates included 7,863 Enterobacterales, 1,051 Pseudomonas aeruginosa, TS S —m—r— coex T 422 o> 10 1o (AR AR
422 Acinetobacter baumannii-calcoaceticus complex (ABC) and 154 Cefiderocol 0.25 0.015 to >64 97.2 91.7 95.5
. Meropenem 32 >32 0.03 to >32 39.6 39.6 39.6
Stenotrophomonas maltophilia. Imipenem-relebactam >8 >8 <0.03 to >8 N/A 39.6 39.6

.. Cop ey : : : Ampicillin-sulbactam 32 >64 <0.5to >64 38.2 38.2 N/A
e Minimum inhibitory concentrations (MICs) were determined according to CLSI Colistin 0.5 5 <0.06 to >8 N/A N/A 917

- - - : e - SR u; Carbapenem nonsusceptible - Acinetobacter baumannii-calcoaceticus complex (n=255)

guidelines using broth microdilution with cation-adjusted Mueller-Hinton broth Cofidoroea) o , 0.03 10 564 o 1 28 037
(CAMHB) for comparator agents and iron-depleted CAMHB for cefiderocol. Imipenem-relebactam >8 >8 4 to0 >8 NA 0.0 0.0
Ampicillin-sulbactam 64 >64 8 to >64 2.7 2.7 N/A
o Susceptibility was assessed according to 2023 CLSI, FDA, and EUCAST breakpoints Colistin 0.12 to >8 N/A N/A 89.0
Stenotrophomonas maltophilia (n 154)
(Table 1): Cefiderocol 0.06 0.25 0.008 to 1 100 N/A 100
- . Levofloxacin 1 4 0.12 to 32 85.1 N/A N/A
Table 1. Susceptibility breakpoints by CLSI, FDA, and EUCAST Trimethoprim-
: — cUlfamethoxazole <0.12 0.5 <0.12 to >4 96.8 N/A 98.1
Breakpoint (pg/mL) by organization
. . . MIC, minimum inhibitory concentration; MIC;, 45, MIC required to inhibit the growth of 50%/90% of organisms;
Susceptlble/Intermedlate/Re5|stant n, number of isolates; N/A, not applicable; S, susceptible. 2According to 2023 CLSI, FDA and EUCAST breakpoints
Organism CLSI FDA EUCAST
Figure 1. Cefiderocol MIC distributions against Figure 2. Cefiderocol MIC distributions against
Enterobacterales <4/8/216 <4/8/216 <2/-/>2 Enterobacterales in SENTRY 2020-2022* P. aeruginosa in SENTRY 20202022
Pseudomonas aeruginosa <4/8/216 <1/2/24 <2/-/>2 10% - 10% -
Acinetobacter spp. <4/8/216 <1/2/24 <2/-/>2" 35% - 359% I
Stenotrophomonas maltophilia <1/-/- NA <2/-/>2" C;gg’ e S 2‘5)3’ 1
'EUCAST non-species-specific pharmacokinetic/pharmacodynamic breakpoints used i 2072 - :CLSIfFDA :@ 20‘7: | : : :
: : . S | o |1
e Carbapenem-nonsusceptible subsets were defined as non-susceptibility to 2 15% - i | 2 15% - L
. C . : 10% - | 10% 1
meropenem and imipenem (excluded for Proteus mirabilis, P penneri, and 5% - | 5% - B
: - 0% - I _ 0% ol 1
indole-positive Proteeae). I8LBEIL2 VTR ILY $8088 QDT NTOo YRR
SSogocooco 7\ gggoooo =
MIC (ug/mL) MIC (ug/mL)
RESULTS
M Enterobacterales (n=7,863) B Pseudomonas aeruginosa (n=1,051)
e Among BSl isolates, the most common Gram-negative organism was Escherichia  CarbNS Enterobacterales (n=174) = CarbNS Pseudomonas aeruginosa (N=151)
colt (n - 31983) fO”OWGd by Klebsiella pneumontae (n = 11577) and P aerugtnosa Figure 3. Cefiderocol MIC distributions against Figure 4. Cefiderocol MIC distributions against
(n - 1051 ) A. baumannii-calcoaceticus complex in SENTRY 2020-2022 S. maltophilia in SENTRY 2020-2022
, : . 40% 40% -
o 2.2% of Enterobacterales, 14.4% of P aeruginosa, 60.4% of A. baumannii- 35% - 35% -
. . 30% - FDA EUCAST CLSI 30% -
calcoaceticus complex, and 100% of S. maltophilia tested as carbapenem non- £ 25% - 1 = 25% - a7
: £ 20% - o 8 20% - .
o = |
susceptible (Table 2). = 15w - i i i S 15% - : i
o All tested Enterobacterales isolates tested were highly susceptible to cefiderocol o gl o N
6 | FIPN 6 1
(>98%), while 94.3%, 94.3%, and 80.5% of carbapenem-nonsusceptible 0% -t R 0% T o e e N T T e N T 5
: : : : 322330 AR 88332593 ° - MYy
Enterobacterales isolates were susceptible to cefiderocol using the CLSI, FDA, = A Sco°°°° A
] ] ] MIC L MIC L
and EUCAST breakpoints, respectively (Figure 1). . (ug/m /) h (“g/lmh)l -
W Acinetobacter baumannii-calcoaceticus species m Stenotrophomonas maltophilia (n=154
e Cefiderocol was the most active antimicrobial against all P aeruginosa and complex (N=422) ) |
m CarbNS Acinetobacter baumannii-calcoaceticus
carbapenem-nonsusceptible P aeruginosa isolates, with MIC; 4 values of species complex (n=255)
O'] 2/025 “g/mL and O'] 2/05 “g/m |_, respective|y (Figure 2) Criteria as published by CLSI (2023), EUCAST (2023), and US FDA (2023). MIC, minimum inhibitory concentration.
. . . *%Entkgr?bazterfles |chuded2 Cgrof)acter alzﬂlv?)ilogattlcus / farmeri (6), C. llpraalgt{ 61)EChfreunduh (2), 5C ];_relgnbdu s1pei_|esh con}’plex (11 3§f)9 é_‘?) kcz__sert (96), C. s1edlaku
o P aeruginosa susceptibility to cefiderocol was 99.3%, 98.7%, and 97.4% per E hermannit (b, £ marmotae (15, £ vuinerts (2). Gramonebative roden the family Enterobactesiaceas (1), Mafiia aive: (10, Kisbsiells aerogenes (172)
: : : 0 Bantben dadlomerane (15 P ananats (), Bantiophila (1. B disperaa (1 Bhytsbacter diesotrophices (1) Pluraibactar gorsoviae (b, Proteus hausert ()
CLSII EUCAST and FDA breapr”TtS, reSpeCtlvely, Whlle Only <76A) were P mtrabtltéq ?392) P penneri (5), P vulgaris (25), P vglgarts group €10) Prowdel}')/aa rettgeri (18), ,f stuartii (25), Raoultellagorglthmolyttca (13), R. planticola
. . op o . . (2), Serratia liquefaciens (5), S. liquefaciens complex (3), S. marcescens (331), S. rubidaea (1), unspeciated Citrobacter (2), unspeciated Erwinia (1),
Suscept|b|e to beta-lacta m/beta—lacta mase inhibitor combinations for unspeciated Klebsiella (1), unspeciated Pantoea (5), unspeciated Raoultella (14), Yersinia enterocolitica (2).

carbapenem-nonsusceptible P aeruginosa isolates.

CONCLUSIONS

e Susceptibility of Acinetobacter baumannii-calcoaceticus complex isolates to ot e : ) o .
. o o o e Contemporary Enterobacterales, P aeruginosa, A. baumannii-calcoaceticus
cefiderocol was 97.2%, 95.5%, and 91.7% per CLSI, EUCAST, and FDA complex, and S. maltophilia causing BSls, including carbapenem-nonsusceptible

breakpoints, respectively (Figure 3). subsets for which treatment options are limited, were highly susceptible to
o Among carbapenem-nonsusceptible Acinetobacter baumannii-calcoaceticus cefiderocol.

complex BSI isolates, cefiderocol was the most active (MICg/990.25/2 e These data suggest that cefiderocol may be a vqluable empiric.and guided
treatment option for BSI caused by Gram-negative pathogens in patients

ug/mL) compared with comparator agents including ampicillin/sulbactam with risk factors for carbapenem resistance.

(MICsq,9064/>64 ug/mL) and imipenem/relebactam (MICs; oy >8/>8 pug/mL).
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