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Evidenze e prospettive dal 36esimo ESCMID Global 2026

INTRODUZIONE E COMMENTO GENERALE

Levoluzione epidemiologica della resistenza anti-
microbica conferma la rilevanza critica dei bacilli
Gram-negativi (GNB), in particolare dei GNB non
fermentanti e degli Enterobacterales resistenti ai
carbapenemi, la cui capacita di sviluppare profili
multi-resistenti e di difficile trattamento continua
a condizionare in modo significativo le scelte te-
rapeutiche in ambito ospedaliero.

Cefiderocol, cefalosporina siderofora che sfrut-
ta i sistemi di trasporto del ferro per attraversa-
re la membrana esterna batterica e raggiunge-
re lo spazio periplasmatico, si distingue per la
sua attivita nei confronti di numerosi patogeni
GNB, inclusi ceppi resistenti ai carbapenemi.
| dati presentati a ESCMID 2026 documentano il
profilo clinico e microbiologico della molecola
in diversi contesti d'impiego, fornendo eviden-
ze sia da coorti real-world sia da programmi di
sorveglianza internazionale.

Le Real-World Evidence presentate al con-
gresso comprendono analisi derivate dagli studi
PROVE, CIRCE e CONVINCE.

PROVE ¢ uno studio real-world retrospettivo mul-
ticentrico, tuttora in corso, che valuta gli outcomes
di pazienti con infezioni da GNB trattati con cefi-
derocol. Nel sottogruppo dello studio dedicato alle
infezioni polimicrobiche costituito da 306 pazienti
con infezioni polimicrobiche da Enterobacterales,
Pseudomonas aeruginosa, Acinetobacter bau-
mannii, Stenotrophomonas malthophilia ed altri
GNB, cefiderocol ha mostrato una clinical cure del
65%, una clinical response alla fine del tratta-
mento del 72,9% e una mortalita a 30 giorni per
tutte le cause del 22,5%. In tale sottoanalisi, come
atteso, la maggior parte dei pazienti era ospedaliz-
zata in unita di terapia intensiva ed era affetta da
infezioni del tratto respiratorio. Questi dati sup-
portano l'impiego della molecola in infezioni
polimicrobiche, che spesso configurano quadri
microbiologici complessi, si verificano in pazienti
critici e sono tradizionalmente associati a prognosi
peggiori e a minori opzioni terapeutiche.

Lefficacia clinica di cefiderocol emerge anche

in specifici tipi di infezioni. Nell'analisi PROVE
dedicata alle infezioni osteoarticolari, con-
dotta su 54 pazienti, la clinical cure comples-
siva e risultata pari all’83,3%, con una clini-
cal response a fine trattamento dell’88,9%,
una mortalita a 14 giorni del 3,7% e a 30 giorni
dell1%. Questi risultati indicano un'attivita
favorevole anche in un setting clinico com-
plesso, caratterizzato dalla necessita di tratta-
menti prolungati e da possibili criticita di pene-
trazione tissutale.

Lo studio CIRCE, condotto in Spagna ha incluso
pazienti con infezioni confermate da Entero-
bacterales produttori di metallo-beta-lattama-
si (MBL) trattati con cefiderocol per almeno 72
ore. Erano escluse le infezioni da MBL con MIC
a cefiderocol > 8 mcg/mL. In totale, 120 pazienti
erano affetti da infezione da New Delhi metal-
lo-beta-lattamasi (NDM), 106 da Verona integron
encoded metallo beta lactamases (VIM) e 6 ave-
vano infezione da piu di una MBL. La risposta
clinica a 14 giorni (definita come risoluzione di
segni e sintomi di infezione oppure miglioramen-
to clinico senza risoluzione completa) & stata
dell’82,3%, mentre la clinical cure a 14 giorni
(definita come risoluzione di segni e sintomi di
infezione) e risultata del 67,7%. La mortalita per
tutte le cause e stata del 9,9% a 14 giorni e del
17,2% a 28 giorni, con una bassa incidenza di
eventi avversi correlati al trattamento e limitata
emergenza di resistenza durante la terapia. Que-
sti dati supportano il ruolo di cefiderocol nel
trattamento di infezioni da ceppi produttori di
MBL, incluse NDM e VIM, in un contesto ad alta
complessita microbiologica.

Lo studio osservazionale retrospettivo mul-
ticentrico CONVINCE (tuttora in corso) ha
confrontato l'efficacia di cefiderocol (72 pa-
zienti) versus ceftolozano/tazobactam (141
pazienti) nel trattamento di polmonite e/o
batteriemia da Pseudomonas aeruginosa
multiresistente (MDR). Nell'analisi prelimina-
re, I'efficacia clinica e risultata sovrapponibile
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tra i due trattamenti (67% in entrambi i gruppi
di trattamento), nonostante i pazienti trattati
con cefiderocol presentassero al basale quadri
clinici significativamente piu severi e comples-
si. In particolare, in questo braccio era inclusa
una percentuale maggiore di pazienti con un
SOFA score piu elevato, riceventi trapianto di
organo solido, necessitanti di terapia sostitu-
tiva renale e con una maggiore frequenza di
isolati classificati come DTR (Difficult-to-Treat
Resistance). Questo dato contribuisce a defi-
nire il posizionamento di cefiderocol contro
Pseudomonas aeruginosa MDR in contesti di
elevata complessita clinica.

Un altro ambito di interesse e rappresentato
dalle infezioni da Stenotrophomonas spp.,
patogeno opportunista noto per la resistenza
intrinseca a numerosi antibiotici. Nel sotto-
gruppo PROVE dedicato a queste infezioni (119
pazienti), cefiderocol ha mostrato una clini-
cal cure del 63,9% e una clinical response a
fine trattamento del 72,3% nell’intera coor-
te, con risultati osservati sia nelle forme mo-
nomicrobiche sia in quelle polimicrobiche.
Si tratta della coorte piu grande di pazienti
affetti da Stenotrophomonas spp. trattata
con cefiderocol.

| dati microbiologici presentati durante il congresso
documentano importanti evidenze circa i dati di sen-
sibilita di cefiderocol nei confronti di diversi GNB.

| programmi di sorveglianza globale confer-
mano la stabilita dell’attivita in vitro di cefi-
derocol nei confronti di Stenotrophomonas
maltophilia. L'analisi combinata SIDERO-WT e
SENTRY ha mostrato una suscettibilita com-
plessiva degli isolati di Stenotrophomonas
maltophilia prossima al 100% lungo un arco
temporale di dieci anni, con MIC50/90 pari a
0,06/0,25 mg/L e mantenimento dell'attivita sia
prima sia dopo l'introduzione clinica del farma-
co. Questi risultati confermano la robustezza del
profilo microbiologico di cefiderocol nei con-
fronti di tale patogeno responsabile di infezioni in
soggetti fragili immunodepressi e notoriamente
difficile da trattare.

Ulteriori dati SENTRY hanno documentato una
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buona attivita in vitro (determinata mediante
microdiluizione in brodo depleto di ferro secon-
do i criteri CLSI) di cefiderocol contro 14916
isolati GNB da emocolture raccolti tra il 2020
e il 2024, inclusi Enterobacterales (di cui oltre
3000 MDR e oltre 300 resistenti a carbapene-
mi), Pseudomonas aeruginosa (di cui oltre 200
MDR), Acinetobacter baumannii-calcoaceti-
cus complex resistente ai carbapenemi e Ste-
notrophomonas maltophilia. In questo conte-
sto, cefiderocol si & confermato tra gli agenti
piu attivi anche nei confronti dei fenotipi piu
resistenti.

La sorveglianza SENTRY ha inoltre mostrato
un'attivita sostanzialmente sovrapponibile di
cefiderocol contro 17630 GNB non fermen-
tanti isolati da pazienti ricoverati in unita di
terapia intensiva e non, compresi sottogruppi
altamente resistenti di Pseudomonas aerugi-
nosa, Acinetobacter baumannii-calcoaceti-
cus complex resistente ai carbapenemi.

Nell'lambito del programma SENTRY, lattivi-
ta di cefiderocol & stata determinata median-
te microdiluizione in brodo depleto di ferro nei
confronti di 21451 Enterobacterales di cui 730
resistenti ai carbapenemi, inclusi isolati pro-
duttori di MBL. Tali dati hanno confermato ele-
vati livelli di attivita anche in sottogruppi di iso-
lati con resistenza verso diverse combinazioni
B-lattamico/inibitore delle B-lattamasi (BL/BLI),
inclusi ceftazidime/avibactam, meropenem/
vaborbactam e imipenem/relebactam. Questo
aspetto € particolarmente rilevante nel sotto-
lineare l'efficacia di cefiderocol nei confronti
di isolati portatori di carbapenemasi con resi-
stenza crociata anche agli ultimi BL/BLI dispo-
nibili.

Nel complesso, le evidenze presentate a ESC-
MID Global 2026 da una parte evidenziano
I'attivita in vitro di cefiderocol nei confronti di
patogeni resistenti ai carbapenemi e dall’al-
tra rafforzano l'uso clinico di cefiderocol
come opzione terapeutica nel trattamento di
pazienti complessi affetti da infezioni gravi
da diversi GNB resistenti ai carbapenemi con
limitate opzioni terapeutiche.
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CefiderOcol treatmeNt Versus ceftolozane/tazobactam for the

PRECEDENT
NETWORK

treatment of pneumonia and/or bloodstream INfeCtions due to

multidrug-resistant PsEudomonas aeruginosa (CONVINCE)

Poster number: P1885

Jason M_Pogue', Jenna Adams?, Eleanor Anderson?, Ahmed Babiker?, Benjamin Ereshefsky!, Jefirey A_ Freiberg?, Jefirey Harrington', Fischer Herald®, Athena L V. Hobbs?, Hayley
Hodgson®, Romney Humphries’”, Megan E. Klatt®, Ellen G. Kline®, Ryan C. Kubat?, Wesley D. Kufel'®, Erin K. McCreary® Rachel L. Medernach?, William R. Miller", Jeffrey C. Pearson2,
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» CeftolozanelTazobactam (CG/T) is a guideline recommended first-line treatment option for
invasive infections due to DTR P, aeruginosa

= The CACTUS study demonstrated that C/T was associated with increased rates of clinical
success at day 30 compared to ceftazidime/avibactam for the treatment of patients with
preumonia or bloodstream infections due to MDR P aeruginosa

= Cefiderocol (FDC) displays potent in vitro activity against P aeruginosa, including drug-resistant
strains

Clinical trials for FDC have produoced mixed resuits, but have only included a small number of
patients with MDR P aeruginasa infections

Limited real-world data have been published to date assessing comparative effectiveness of
FDC to other novel b-lactams for the treatment of resistant P aeruginosa, and curently available
data are confounded by FDC being employed largely for refractory disease

» CONVINCE was designed to overcome the limitations of previously published data, and these
data represent an interim analysis of an ongoing study

CONVINCE is an ongoing multicenter retrospective observational study comparing C/T and FDC
for the treatment of MDR P aeruginosa across the PRECEDENT Network in the US

Adult patients were eligible if they had pneumonia or bacteremia due to MDR P aeruginosa and
received C/T or FDC for > 48 hours initiated within 7 days of index MDR P aeruginosa culture

Exclusion eriteria included cystic fibrosis, presence of a metastatic infection requiring prolonged
treatment, and documented in vitro resistance to the study drug

To minimize corfounding, only the first efigible treatment course with either drug was included.
Eligihility criteria mandated that study drug was started empirically or as the inifial antibiotic
switch due to treatment failure or resistance to the initial antibiotic administered. Patients who
were prescribed study drug for any subsequent switches in therapy were excluded.

The pril outcome was dlinical success at day 30 defined as survival, infection cure, and an
absence of recurrence. Secondary cutcomes include 7-day clinical success, 90-day mortality,
recurrence, and resistance development

Multivariate logistic regression was performed to assess the independent impact of treatment on
key study outcomes

CIT (n=141 FDC (n=72 P-value
B0 (47 — 68) 60 (47 —67) 0.84
BT (62) 42 (58) 0.66
0.52
102 (72) 45 (63}
« Black/African Amarican 28 (21) 18 (25}
= Other 10 (7} 8(12)
Weight, ki TRE:254 76.5:22.3 0.30
Solid-organ transplant recipient, n (%) 22 (16) 26 (36} <0.01
751 G(8) 037
56 (40} 32 (44} 0.53
4{3-8) 45(3-6) 0.81
0.32
75 (53) 34 (47)
29 (21) 14 (18}
33 (23) 24 (33)
6 (4 -9) 8(4-12.75) 0.04
8({3—8) 8i3-8) 0.72
p p 34 (24) 32 (44)
Residence in the ICU, n (%) 06 (68) 55 (78)
Septic shock, n (%) 37 (26) 26 (38)
hanical ventilation, n (%) BB (62) 53 (74)
30 (21) 11(15)
111 (78) 81 (85)
15 (1) 3(4)
15 (1) 10 (14}
17.(12) 10 (14)
B4 {45) 38 (53}
nistory of MDR P. asruginosa *~ 40 (29) 25 (35) 0.43
Resistancs classification™
125 (8Y) 63 (88) 0.82
132 (84) 68 (86) 0.76
54 (38) 52 (72} <0.01
Median time to stud , drug in hours (IQR) 698 (42.3 - 84.0) 56.0{25.8 - 88.2) 0.31
Active treatment berore study drug, n (%) 23 (16) 8 (13) 0.55
Receipt o prolonged infusion, n (%) 57 (40) &7 (33) <0.01
Median treatment duration in days (IQR) TA(BT-124) 9.5(6.4-13.4) 0.03
Combination treatment, n (%) 198{13) 28 (39} <0.01
« Inhaled antibiotics 15 (11) 18 (22}
« Intravenous antibiotics 3(3) 10 (14}
« Both inhaled and intravenous 141) 2(3)
Co-infection, n (%) 53 (38) 31 (43) 0.48
« Co-infaction appropriately treated 52 (98) 29 (94)

* Within the preceding B0 days
*** CR - zarbapenem-recistant, resistant ko 21 lested carbapenam; MOR - mulfidrug-resistant, resistant Io 2 1 agent in 23 d#farent clasees; OTR
~ dificull b reat resistant, resistant to 3l iestad traditional ant-peeudamanal bets Bctarms and flusmquinalones

This study was supported by & Investgalor nitisted Research Grant from Shionogi

= Interim data include 213 patients (72 for FDC and 141 for G/T) from 14 sites within the
United States

Treatment arms were generally similar (table 1), however, patients who received FDC:
\Were more freguently solid organ transplant recipients (36% vs 16%: p < 0.01)
Had higher SOFA scores (median Bvs 6; p= meni

Were more commenly receiving renal replace: therapy (44% vs 24%; p <0.01)
Were: more frequently infected with a difficult to treat resistant (DTR) P aeruginosa
isolate (72% vs 38%, P <0.01)

More frequently received study drug as a prolonged infusion (93% vs 40%: p <0.01)
= Received a longer duration of therapy (median 9.5 vs 7.4 days; p = 0.03)

= Were more likely to receive combination therapy (39% vs. 13%: p < 0.01)

« Rates of clinical success (67% vs 67%), 30-day mortality (17% vs 16%), and 30-day
recumence (13% vs 13%) were similar between patients receiving FDC and C/T.

Adjusted analyses did not demenstrate a difference between FDC and G/T for any outcome:
(Table 2)

Interim results support FDC as an effective treatment option for pneumenia and blcodstream
infections due to MDR P, aeruginosa, and enrdilment is ongoing to reach the target sample
size

Clinical success at day 7, n [SRFSNT-UTRMNNE: URi-F W B-) ¢
(%)

A U yemeE ™l o4 (67) 4B(67) 1.00 1.00(0.55- 162 (0.81—
n (%) 74(67) 41 (67) LA 325}

= Pnesumonia 20 (67) 7 (64)
« Bacteremia

All-causa mortality at day 22 (16) 12(17) 0B4 1.0B(D.50- 0.89 (D.34—
30, n (%) 2.33) 2 35)

All-cause mortality at day 39(28)  21(28) OEZ 1.0B(0.58- 077 {037 -
90, n (%) 2.01) 1.58)
Recurrent infection within 18(13) 9(13) 086 DOB{D42— 060 (D27 —
30 days, n (%) 2.29) 1.78)

Rscurrent infection within 43 (31) 16(23) D22 D.66(0.34- 0.56 (D.26—
90 days, n (%) 1.29) 1.12)

Deveolopment of resistance, [EEIRbr vl R AT 2 1)
n (%)

Dispositian at hospital .28
discharge, n (%)

* Home 38 (27) 1318}

= LTAC/SNF/Rehab s5033) 3549

= Death/hospice smEn 22031)

“Odds Ratios are reported for FDC vz C/T; 20R for cliricel success al day 30 adjusted for SOFA score and combintion
therapy; aOR for 30 day morizity adjusted far SOFA scoce, RRT, ICU siatus, combination theragy, vasopressors, and
mecharical ventiation; 30R far 80 day martality adjusted for SOFA scare, combination therapy, RRT, and ICU stalus; 30R
for 30-duy mcurrence adjusted for SOFA scors, RRT, cambinatian therapy, vasopressors, aOR for 80 day recumence
adjusied far mechanical ventilaiion and RRT,

- amang patients with basaline suscepiibity o study drug and testing according to local
micrabiolagy practices
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1. CONVINCE (POSTER 1885)

J. Pogue et al., Cefiderocol treatment Versus ceftolozane/tazobactam for the
treatment of pneumonia and/or bloodstream infections due to multidrug-
resistant Pseudomonas aeruginosa (CONVINCE)

Studio multicentrico statunitense che confronta cefiderocol (FDC) con
ceftolozano/tazobactam (C/T) per il trattamento di polmoniti o batteriemie
da P. aeruginosa multiresistente.

HIGHLIGHTS PRINCIPALI

® Lanalisi ad interim ha coinvolto 213 pazienti (72 trattati con FDC e 141 con
C/T).

® | pazienti che hanno ricevuto cefiderocol erano piu gravi: avevano punteggi
SOFA piu alti (mediana 8 vs 6), maggiore necessita di terapia sostitutiva re-
nale (44% vs 24%) e infezioni da ceppi DTR (Difficult-to-Treat Resistant) piu
frequenti (72% vs 38%).

® Nonostante la maggiore gravita del gruppo FDC, il tasso di successo clinico
a 30 giorni e stato del 67% per entrambi i gruppi.

TAKE-HOME MESSAGE

| risultati intermedi di tale studio (ancora in corso) confermano
che cefiderocol rappresenta un'opzione terapeutica efficace
per il trattamento di polmoniti e batteriemie causate
da P. aeruginosa multiresistente.

In questa analisi cefiderocol si e dimostrato un'opzione terapeutica
efficace quanto ceftolozane/tazobactam, pur essendo stato impiegato
in una popolazione con quadro clinico piu compromesso.




PSEUDOMONAS AERUGINOSA

P4g814
Cefiderocol as a decisive rescue therapy in Fournier's gangrene caused by extensively drug-
resistant Pseudomonas aeruginosa after CAR-T therapy

13. Case reports and case series (n<10)

13b. Bacterial infections

A. Sollima’, A. Lenzi', B. Saccani?, E. Morello® 3, M. Malagola? 3, A. Matteelli® 3, S. Lorenzotti?.
TUniversity of Brescia - Brescia (Italy), 2p8ST Spedali Civili - Brescia (ltaly), 3Unfversity of Brescia (ltaly)

Background
Fournier's gangrene after CAR-T therapy is exceptionally rare and highly lethal. When caused by extensively drug-resistant

Pseudomonas aeruginosa, therapeutic options narrow dramatically. This case highlights the gap between in vitro susceptibility
and clinical efficacy, and shows how cefiderocol enabled recovery despite limited alternatives.

Case(s) description

A 64-year-old man treated with CAR-T therapy for high-grade B-cell lymphoma developed septic shock during profound
neutropenia (N 0.05 x 10%/L). Cultures yielded carbapenem-resistant Pseudomonas aeruginosa. He began ceftazidime 6 g/day
plus fosfomycin 16 g/day, achieving initial haemodynamic stabilisation.

During neutrophil recovery (N 6.75 x 10%/L), the infection unexpectedly progressed into rapidly spreading perineal and scrotal
necrotising fasciitis with radiological evidence of ischial and pelvic osteomyelitis.

Because the isolate remained susceptible to ceftolozane-tazobactam, therapy was switched to ceftolozane-tazobactam 9 g/day
combined with ciprofloxacin 1 g/day, alongside urgent surgical debridement. Despite documented susceptibility, the patient
showed minimal clinical response and ongoing necrotising progression. Intraoperative cultures confirmed persistence of
extensively drug-resistant P. aeruginosa.

Cefiderocol was introduced as rescue therapy at 8 g/day. The clinical response was rapid and marked: systemic inflammation
decreased, local tissue stabilised, and delayed scrotal reconstruction became feasible. A later wound dehiscence required further
debridement, but infection remained controlled under cefiderocol. Persistent radiological signs of pelvic osteomyelitis warranted
extension of cefiderocol to a 12-week course.

At 60-day follow-up, the patient exhibited full secondary-intention healing without recurrence and remained clinically stable
despite ongoing rectal colonisation.

Discussion

This case demonstrates that susceptibility in vitro does not guarantee success in vivo, particularly in immunocompromised CAR-T
recipients with deep soft-tissue and bone infections. Ceftolozane-tazobactam, despite susceptibility, failed clinically. Cefiderocol
produced rapid and sustained control and enabled effective surgical management, including treatment of pelvic osteomyelitis.
Cefiderocol should be considered a key therapeutic option for carbapenem-resistant Pseudomonas aeruginosa in high-risk CAR-T
patients when conventional agents fail despite apparent activity.

References, 300 characters, including spaces (if exceeding 300 characters please provide DOI number only) :
doi: 10.1093/jbcr/irae026 doi: 10.1155/2016/1628932 doi: 10.3390/healthcare9091123
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2. CASO CLINICO (POSTER 4814)

A. Sollima et al., Cefiderocol as a decisive rescue therapy in Fournier’s
gangrene caused by extensively drug-resistant Pseudomonas aeruginosa
after CAR-T therapy

Il caso clinico descrive un paziente oncologico che, a seguito di terapia
CAR-T, ha sviluppato una gangrena di Fournier causata da P. aeruginosa
XDR. Lo studio analizza l'efficacia di cefiderocol come terapia di
salvataggio dopo il fallimento clinico di precedenti regimi antibiotici
documentati come sensibili in vitro.

HIGHLIGHTS PRINCIPALI

® Un uomo di 64 anni post-terapia con CAR-T ha sviluppato shock settico da
P. aeruginosa resistente a carbapenemi, evoluto in gangrena di Fournier e
osteomielite pelvica.

® Nonostante la suscettibilita in vitro, ceftolozane-tazobactam ha fallito clinica-
mente, con progressione della necrosi tissutale.

® Lintroduzione di cefiderocol (8 g/die) ha portato a una rapida stabilizzazione
clinica e alla risoluzione dell'infiammazione sistemica. Dopo un ciclo di 12
settimane, il paziente ha raggiunto la completa guarigione senza recidive a
60 giorni.

TAKE-HOME MESSAGE
Cefiderocol puo rappresentare un‘opzione terapeutica da considerare

precocemente nei pazienti post-CAR-T ad alto rischio con
infezioni profonde da P. aeruginosa, specialmente anche quando gli
agenti convenzionali falliscono nonostante una apparente attivita.
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BACKGROUND

+ Cart istant (CR) G gative bacterial infections, particularly those caused by metallo-beta-
lactamase (MBL)-producing CR Enterobacterales (CRE), are associated with increased mortality and morbidity
and have limited treatment options [1-3]. Among newer antibiotic agents with in vitro activity against MBL-
producing Enterobacterales, cefiderocol [4,5] and aztreonam-avibactam [6,7] are approved for clinical use.
The objectives of the retrospective CIRCE study were to evaluate the clinical outcomes of cefiderocol
treatment in patients with confirmed MBL-CRE infections.

.

METHODS

= CIRCE was a retrospective, observational, descriptive, multicentre study in Spain (January 2023-April 2025)
investigating the clinical outcomes in adult patients with confirmed MBL-producing CRE infections, who
received cefiderocol for =72 hours,

Patients were excluded if they had concurrent non-MBL Gram-negative infections that were cefiderocol

resistant by European Committee on Antimicrobial Susceptibility Testing criteria; cefiderocol use within 28 days

befare current cefiderocol initiation; receipt of other investigational agent; or MBL infections with cefiderocol
minimum inhibitory concentrations »8 pg/mL.

The main outcomes were clinical cure and clinical response at Day 14, all-cause mortality and survival at days

14 and 28,

o Clinical cure at Day 14: resolution of all signs and symptoms of infection such that no antibictic therapy was
required to treat the infection caused by the MBL-CRE pathogen and where no additional Gram-negative
antibiotic was administered to supplement the antibiotic regimen from >96 hours after cefiderocol initiation to
Day 14.

> Clinical response at Day 14: patients who had either complete resolution of signs and symptoms of infection OR
showed clinical improvement but not complete resolution, and where no additional Gram-negative antibiotic
was administered to supplement the antibiotic regimen from =96 hours after cefiderocol initiation to Day 14.

Among data collected, patients’ baseline demographics, clinical characteristics, baseline Gram-negative

pathogen and susceptibilities, MBL status, and cefiderocol use, and adverse events associated with cefiderocol

treatment were evaluated.

The analyses were mainly descriptive, and no formal sample size calculation was performed.

RESULTS

Demographics and baseline characteristics

= Atotal of 232 patients were treated with cefideracol for MBL-producing CRE infections (Table 1). There were
120 NDM producers and 106 VIM producers (Figure 1). Additionally, six patients had =2 MBLs (NDM + VIM
[n=3]; IMP + VIM [n=1]; NDM + GIM [n=1]; NDM + VIM + OXA-48 [n=1]). Of the overall population, 34.1%
(n=79) of patients had a different carbapenemase other than an MBL enzyme, mostly OXA-48.

K. pneumoniae and Enterobacter spp. were the most frequent NDM-producing and VIM-producing CREs,
respectively (Figure 1).

Almost 40% of NDM-producing CRE infections originated from the urinary tract, whereas more than

half of the VIM-producing CRE infections originated from the respiratory tract (28.3%) or the urinary tract
(23.6%, Figure 2).

Among patients with VIM-producing CRE infections, significantly more patients were admitted to the
intensive care unit (ICU) and had septic shock at initiation of cefiderocol treatment compared with NDM-
producing CRE infections (Table 2)

Cefiderocol was administered as targeted therapy or empirical therapy in approximately half of patients in
both NDM-preducing (51.7% and 45.0%, respectively) and VIM-producing (48.1% and 50.9%, respectively)
CRE infections.

.

.

Table 1. Baseline demographics, clinical characteristics and antibiotic use in patients with
MBL-producing CRE infections

Sex (male), n (%) 161 (69.4) 27 (62.8) 18(69.2) 8(727) 13 (65.0)

Age (years), median 66.0 625 68.0 520 7m0 65.5

(min; max) (19.0;930) (28.0;93.0) (19.0;89.0)

Most frequent pre-existing N'=200 N'=117 N'=35

medical condition, n/N‘ (%) (86.2) (88.6) ®1.4)
Tumour® in the past 5 years 70 (35.0) 45 (38.5) 14 (40.0)
Diabetes mellitus 56 (28.0) 26(22.2) 15 (42.9) 10 (50.0) 21(20.0) 3(167)
Moderate or severe CKD 51(25.5) 27(23.1) 11(314) 5(25.0) 1(10.0) 7(389)

Severity of illness
€Cl, median 5.0 5.50 50 35 50 5.00
(min; max) (0; 13.0) (0; 120 0;13.0) 0:13.0) (3.0,9.0) (0; 7.0
ICU, n (%) 62 (26.7) 25(189) 9(20.9) 24(92.3) 3(273) 1(5.0)
Septic shock, n (%) 30 (12.9) 14.(10.6) 7(163) 7(26.9) 161 1(5.0)
Immunosuppression, n (%) 67 (28.9) 38 (28.8) 15(34.9) 3(11.5) 3(273) 8 (40.0)
Ventilation, n (%) 42(18.1) 15(11.4) 4(9.3) 19(73.1) 3(273) 1(5.0)

Renal impairment N'=154 N'=89 N'=28 N'=15 =9 3
Mild 92 (59.7) 58 (65.2) 17(60.7) 6(40.0) a(889) 3(230)
Moderate 34 (22.1) 17 (19.1) 5(17.9) 6 (40.0) 1(11.1) 5 (38.5)
Severe 17 (11.0) 6(6.7) 6(21.4) 2(133) 0(0.0) 3(23.0)
End-stage renal disease 1171 8(9.0) 0(0.0) 1(6.7) 0(0.0) 2(15.4)

Prior antibiotic treatment, n (%) 152 (65.5) 86 (65.2) 34(79.1) 7(269) 10(30.9) 15(75.0)
Duration of prior antibiotics 30 35 65 00 40 130
(days), median (min; max) 0;111.0) (0; 76.0) (0; 111.0) (0; 34.0) (0; 46.0) (0, 850

Use of cefiderocol, n (%)°
Targeted therapy 114(491) 70 (53.0) 15 (34.9) 12 46.2) 4(364) 13 (65.0)
Empirical therapy 113(487)  59(44.7) 28 (65.1) 14 (53.9) 5 (45.5) 7 (35.0)
Unsure if targeted or empirical 522 323 0@ 00 2(182) 0(0)
Treatment duration (days), 80 78 10.0 17 a7 95
median (min; max) (2.3;91.2) (2.3; 44.5) (3.0;912) (3.5 37.9) (3.1;13.) (3.3; 83.8)
Combination therapy, n (%) 44.(19.0) 24(182) 10(23.3) 3(1.5) 3(73) 4 (20.0)
Monotherapy, n (%) 188 (81.0) 108 (81.8) 33(76.7) 23 (88.5) 8727 16 (80.0)

disease; CRE, Icu, it;

€Ol Charlson Comorbidity Index; CKD|
M *Solid or

Figure 1. Distribution of Gram-negative bacterial species in NDM- or VIM-producing CRE infections
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Figure 2. Distribution of infection sites for patients infected by NDM- or VIM-producing CRE
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Table 2. Severity of iliness in patients infected by NDM- or VIM-producing CRE

NDM (N=120) VIM (N=106) P value*

ICU status, n (%)

No 102 (85.0) 65(61.3) 0.0001

Yes 18 (15.0) 41(38.7)
Presence of septic shock, n (%)

No 111 {92.5) 86 (81.1) 0.0158

Yes 9(7.5) 20 (18.9)

i ICu, intensi unit; MBL. metallo-beta- ; NDM, New-Delhi MBL:

CRE, A
VIM, Verona integren-encoded MBL “Fisher’s exact test.

Overall clinical outcomes

+ Overall clinical cure and clinical response rates were 67.7% and 82.3%, respectively (Figure 3). Overall rates
of survival at days 14 and 28 were 90.1% and 82.8%, respectively.

+ Among patients with follow-up blood or urine samples, the microbiological eradication rates were high

(e, >80%; Figure 4).

Figure 3. Overall clinical outcomes in MBL-producing
CRE* infections in the CIRCE study (N=232)

Clinical cure Clinical response
67.7% 82.3%
N=157 N=191

Survival rate 14 Survival rate Day 28

90.1%
N=209

82.8%
N=192

CRE, carbapenem-esistant Enterobacterales; MBL. metalla-beta
Ictamase, *Six patients had two MBL enzymes: NDM + VIM (n=3);
IMP + VIM (n=1); NOM + GIM (n=1); NDM + VIM + OXA-48 (n=1).

Figure 4. Microbiological eradication from blood
in bloodstream infections and from urine in
complicated urinary tract infections

Patients with
follow-up urine
culture

N=39

Patients with
follow-up blood

culture
N=67

Microbiological Microbiological

85.1% (n=57) 82.1% (n=32)

Clinical outcomes by type of MBL

.

achieved clinical cure, with clin
84.0%, respectively (Figure 5).

At Day 14, 75.8% and 58.5% of patients with NDM- and VIM-producing CRE infections, respectively,
| respanse rates of 86.7% and 77.4%, and survival rates of 95.0% and

o Treatment-emergent resistance was found in 0.8% (n=1) and 1.9% (n=2) of NDM- and VIM-producing CRE

isolates, respectively.

.

Survival rates at Day 28 were 87.5% and 76.4%, respectively (Figure 5).

Figure 5. Qutcomes for NDM- or VIM-producing CRE infections
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CONCLUSIONS

+ The results of this real-world study showed that cefiderocol treatment for infections caused
by MBL-producing Enterobacterales achieved good clinical outcomes, particularly in infections

caused by NDM-producing CRE.

The less favourable clinical outcomes observed in patients with VIM-preducing CRE infections
were most likely due to the significantly higher prevalence of septic shock and longer ICU

stays.
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J. Boan et al., Real-World Efficacy of Cefiderocol for Treatment of Infections
Caused by Metallo-Beta-Lactamase-Producing Enterobacterales in Spain

Lo studio multicentrico spagnolo si e focalizzato sulle infezioni da
Enterobacterales produttori di metallo-beta-lattamasi (MBL),
incluse NDM e VIM.

HIGHLIGHTS PRINCIPALI

® Sono stati inclusi 232 pazienti. | patogeni principali erano K. pneumoniae e
Enterobacter spp.

® 120 pazienti presentavano infezione da NDM, 106 da VIM e 6 da piu di
una MBL.

® |l tasso di guarigione clinica a 14 giorni e stato del 67,7%, con una sopravvi-
venza al giorno 28 dell’'82,8%.

® || tasso di guarigione clinica a 14 giorni € risultato del 75,8% per le infezioni da
NDM rispetto al 58,5% per quelle da VIM. | tassi di sopravvivenza a 14 giorni
e stato del 95,0% per i pazienti NDM e all'84,0% per i pazienti con VIM.

TAKE-HOME MESSAGE
Cefiderocol conferma un’ottima efficacia clinica contro gli

Enterobacterales MBL produttori, sia nelle infezioni da ceppi NDM
che VIM, inclusi i casi piu complessi dal punto di vista clinico.

1"
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INTRODUCTION

Cefiderocol susceptibility testing by disk diffusion is approved by the European Committee on
Antimicrobial Susceptibility Testing (EUCAST) [1]. Cefiderocol has good in vitro activity against most
metallo-beta-lactamase (MBL)-producing carbapenem-resistant Enterobacterales (CRE) species [2].

Cefiderocol is approved in Europe for the treatment of serious Gram-negative bacterial infections
caused by susceptible bacteria with limited treatment options [3]. It is recommended as a preferred
agent for the treatment of MBL-positive infections by the Infectious Diseases Society of America
and conditionally recommended for MBL-CRE infections in the European Society of Clinical
Microbiology and Infectious Diseases guidelines [4,5].

OBJECTIVES

+ We aimed to evaluate how well the current EUCAST interpretive criteria for cefiderocol
susceptibility testing by the disk diffusion method in daily routine in microbiology laborateries
predicted the clinical outcomes of patients treated with cefiderocol for MBL-CRE infections.

METHODS

Data were collected in the observational, multicentre CIRCE study performed in Spain (January
2023-April 2025) investigating the clinical outcomes of adult hospitalised patients with MBL-CRE
infections, who received cefiderocol for =72 hours (Table 1).

The follewing data were collected from the patients’ medical charts: demographics and baseline

Categorisation of Routine Cefiderocol Suscepti

ility by EUCAST

Zone Diameter Breakpoints Has Low Predictability of Clinical

Outcome for Metallo-Beta-Lactamase-Producing Enterobacterales
Christopher Longshaw

Rafael Canto

SHIONOGI

CONCLUSIONS

+ Clinical outcomes in patients treated with cefiderocol for MBL-CRE infections were
independent of the susceptibility of causative isolates (S or R) according to current EUCAST
interpretive criteria for disk diffusion testing.

Similar results were found when patients with UTI were excluded from the overall data set,
ating that high rates of clinical response against isolates regarded as R in the overall
population was not a result of bias from patients with UTI, where cefiderocol concentrations in

the urine would greatly exceed the minimum inhibitory concentration.

The results highlight that current EUCAST disk diffusion breakpoints cannot reliably predict
clinically relevant resistance leading to clinical failure for cefiderocol in MBL-producing CRE
infections and risk over-reporting S isolates as R. Where disk diffusion testing is used,
laboratories should consider re-testing isolates with zone diameters <23 mm by a b
microdilution method.

Table 1 Demographics, clinical characteristics, disease severity and cefiderocol use in patients with MBL-CRE
infections with S or Risolates.

clinical characteristics, medical history, infection site, Enterobacterales species, susceptibility status
to antibiotics, prior and concomitant antibiotics, cefiderocol use, clinical outcomes, vital status and
adverse drug reactions [6].

Cefiderocol susceptibility was determined by each participating laboratory with disk diffusion
according to EUCAST recommendations [1]. The current study analysed results for patients who
had local susceptibility data available by disk diffusion. Identification of an MBL enzyme was based
on the following methods:

Lateral flow test (CARBA-5 [NG Biotech] or OKNVI-RESIST-5 [Coris])

Nucleic acid amplification test (NAAT)/polymerase chain reaction (PCR) (e.g. Xpert
CARBA-5 [Cepheid])

Multiplex PCR test (BioFire Film Array)

o Other tests

Clinical response and clinical cure rates were determined at Day 14 by the treating physician and
evaluated according to zone inhibition category.

Interpretive criteria for disk zone diameters were based on EUCAST breakpoint table v15 [1]:
susceptible (S) 223 mm, area of technical uncertainty (ATU) 21-23 mm, and resistant (R) <23 mm.
Only descriptive statistics were utilised.

RESULTS

+ Among 232 patients with MBL-producing CRE infections enrolled into the CIRCE study [6], 133
patients had information on cefiderocol susceptibility obtained from the disk diffusion method
performed in the local laboratory. 71 patients (53.4%) had infections involving MBL-CRE
categorised as S to cefideracol, and 62 patients (46.6%) had MBL-CRE categorised as R based on
EUCAST criteria (Table 1).

+ Baseline demographics and clinical characteristics were similar between patients with S and R
CRE isolates and were largely consistent with the wider population, apart from significantly more
frequent tumours observed among patients with R isolates (Table 1). Numerically more patients
with R isclates had combination therapy and were treated empirically than those with S isolates
(Table 1).

+ Klebsiella spp. was the most frequent MBL-producing CRE (Figure 1) among both S and R
isolates. Enterobacter spp. was found approximately twice as often in R as in S isclates, while
Serratia marcescens were more frequent among S isclates than R isolates (Figure 1).

+ VIM enzyme was most frequent in both S and R isclates. NDM enzyme alone was found in about
a quarter of S and R isolates, but it was found in combination with OXA-48 in 29.0% of R isolates
and 14.1% of S isolates (Figure 1).

o

o

Overal 5 R
N=232 Na71 Na62 (5 vs R)
Sex (malel, n (%) 161 (69.4) 46 (64.5) 47(758) 01669
Age {years), median (min: max) 650(190:930)  B300(340:910) 6550 (200 86.0) 05260
Most frequent pre-existing /N (%) N'=200(86.2) N'=65 (91.6) N'=43(774)
Tumour in the past 5 yearst 70(35.0) 17 262) 22(458) 00296+
Diabetes mellitus 56(280) 19(202) 16(333) 06a11s
Moderate or severe CKD 51(255) 18 (27.7) 14(292) 08635+
Severity of illness
€I, median (min; maz) 500 13.0) 5.00(0.0;120) 500 {00; 13.0) 0.
1CU, n (%) 62(267) 16 (225) 16258 065975
Septic shock, n (%) 30(129) 4(56) 6(97) 03777
Immunosuppression, n (%) 67 (289) 19 (268) 21(339) 037248
Ventilation, n (%) 42(181) 1(155) 13210 Na
Renal impairment, AN’ (%) N=154 N=52 N'=50
Mild 82(58.7) 29(55.8) 32 (64.0) 023764
Moderate 34 (22.1) 11@212) 1220
Severe 7 (110) 6(115) 4(80)
End-stage renal disease 1@ 6(115) 3(60)
Pricr antibiotic treatment, n (%) 152 (65.5) 41(57.8) 40 (64.5) 04246°
Duration of prior antibiotics (days), median {min; max) 3000 111.0) 200 (0.0; B5.0) 3.00 (00: 111.0) 0.4260¢
Use of cafideracol, n (%)
Targeted therapy 114 (49.1) 43 (60.6) 28452 02045
Empirical therapy 13 (487) 270360 33(532)
Unsure if targeted or empirical 5122) 104 101.6)
Treatment duration (days), median (min max) 80(23;912) 7.4 (30, 83.75) 843 (3;91.2) 03800
Menotherapy, n (%) 188 (81.0) 44(710) 014468
Combination therapy, n (%] 44.(18.0) 130183 18(280)
CCl, Charkson Comortidity Index:; CXD, chvonic kidney disease: CRE, carbape: ,inter urit MBL : NA.nat
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Figure 1 Distribution of CRE species and MBL enzymes in CRE infections® with 5 or R isolates
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Clinical cure and clinical response rates at Day 14, and survival rates at Day 14 and Day 28 were
similar among patients with S and R isolates and were consistent with the results seen in the
wider CIRCE study [6] (Figure 2). The analysis of clinical cure and clinical response by zone
inhibition diameter showed that patients with R isolates were just as likely to achieve clinical cure
or clinical response as those categorised as S (Figure 3). Most patients had CRE isolates with
cefiderocol susceptibility zone inhibition within the ATU range. The distribution of non-response
and non-cure remained similar within R, ATU and S categories when patients with urinary tract
infections (UTIs) were excluded from the analysis (Figure 3).

Limitation: susceptibility testing was performed locally using routine disk diffusion methods in
real-world seftings without confirmation by reference broth microdilution method. Additional
susceptibility tests in a central laboratory will be performed, and results will be published later.
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Figure 2 Clinical outcomes in MBL-producing CRE infections with S or R isolates.
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Figure 3 Distribution of clinical response and clinical cure at Day 14 by cefiderocol zone inhibition diameter.
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2. CIRCE (POSTER 1862)

J. Villa et al., Categorisation of Routine Cefiderocol Susceptibility by EUCAST
Zone Diameter Breakpoints Has Low Predictability of Clinical Outcome for
Metallo-Beta-Lactamase-Producing Enterobacterales

Lo studio valuta se gli attuali criteri EUCAST per la determinazione della
sensibilita a cefiderocol mediante disco diffusione, sono in grado di
predire gli esiti clinici nei pazienti con infezioni da MBL.

HIGHLIGHTS PRINCIPALI

@® Dall'analisi di 133 pazienti dello studio CIRCE e emerso che il 46,6% degli
isolati era categorizzato come “Resistente” (R)secondo i criteri di interpreta-
zione per la disco diffusione di EUCAST.

® Nonostante la categorizzazione, gli esiti clinici sono risultati sovrapponibili a
quelli dei pazienti con isolati “Suscettibili”.

® La guarigione clinica a 14gg e stata del 67,6% per il gruppo categorizzato
come (S) rispetto al 69,4% per il gruppo categorizzato (R) e la sopravvivenza
a 28gg del 80,3% del gruppo (S) rispetto al 83,9% del gruppo (R).

TAKE-HOME MESSAGE

Questi dati suggeriscono che i criteri interpretativi della
sensibilita a cefiderocol con disco diffusione secondo EUCAST

sembrerebbero non correlare all'outcome clinico dei pazienti. Un
risultato “R" alla diffusione su disco dovrebbe suggerire un test di
conferma in microdiluizione mediante microdiluizione in brodo.
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INTRODUCTION

e Carbapenem-resistant Enterobacterales (CRE) isolates represent a

significant global healthcare threat and are recognised by the World

Health Organization as critical priority pathogens.

Cefiderocol, a siderophore cephalosporin, has broad activity against

difficult-to-treat Gram-negative bacteria, including CRE and isolates that

are resistant to recent beta-lactam-beta-lactamase inhibitor

combinations (BL-BLIs).

OBJECTIVE

e In this study, we analysed the contemporary in vitro activity of cefiderocol

and comparator agents against clinical CRE isolates collected from

Europe, Turkey and Israel during 2020-2024 as part of the SENTRY

Antimicrobial Surveillance Program.

The surveillance study was designed to evaluate specifically in vitro

activity according to major carbapenemase types, including

metallo-beta-lactamases, and the activity of cefiderocol against isolates

exhibiting cross-resistance to recent beta-lactam-beta-lactamase

inhibitor combinations.

METHODS

e Gram-negative isolates responsible for documented infections were
consecutively collected in European (n=38), Israeli (n=2) and Turkish (n=2)
hospitals during 2020-2024 as part of the SENTRY Antimicrobial
Surveillance Program.

¢ Minimum inhibitory concentrations were determined according to the

Clinical and Laboratory Standards Institute (CLSI) methods using broth

microdilution with cation-adjusted Mueller-Hinton broth (CAMHB) for

comparator agents and iron-depleted CAMHB for cefiderocol.

Resistance to carbapenems was based on European Committee on

Antimicrobial Susceptibility Testing (EUCAST) breakpoints for non-

meningitis infections (meropenem >8 mg/L and/or imipenem >4 mg/L).

Susceptibility to cefiderocol and comparators was assessed according to
both EUCAST (v15) and CLSI/US Food and Drug Administration (FDA)
(M100 ED35:2025) breakpoints.

RESULTS
o Atotal of 21,451 clinical isolates of Enterobacterales were tested, of
which 3.4% (n=730) were defined as CRE by EUCAST criteria (Table 1).
o The most prevalent CRE was Klebsiella pneumoniae (87.4%).
o The most prevalent single carbapenemases were KPC (35%), NDM
(21%) and OXA-48 type enzymes (17%); 14% of isolates carried
both OXA-48 and metallo-beta-lactamases (MBLs) (Figure 2).
o Cefiderocol had potent activity against CRE (Figure 1) and showed the
highest susceptibility rates by both EUCAST and CLSI/FDA breakpoint
criteria (Table 1).
High levels of cross-resistance were observed between the three BL-
BLI combinations tested, whereas cefiderocol retained high activity
against BL-BLI-resistant phenotypes (Table 1).
Cefiderocol retained good activity against isolates carrying
carbapenemases from different Ambler classes (Figure 2).

CONCLUSIONS

o Cefiderocol had potent activity against CRE isolates
from Europe, including MBL-producing strains and the
activity was retained against subsets cross-resistant to
recent BL-BLI combinations.

o Cefiderocol should be considered as a treatment option
when CRE, including those producing MBLs, are
suspected or confirmed.

Table 1 Susceptibilities to cefiderocol and comparators tested against European
Enterobacterales isolates, including resistant phenotypes.

(lx:l; (':‘Igc/QL) %S EUCAST®| %S CLSI/FDA2
All Enterobacterales (n=21,451)
Cefiderocol 0.06 0.5 98.8 99.7
Meropenem 0.03 0.06 96.4 96.1
Meropenem-vaborbactam 0.03 0.06 98.1 979
Imipenem-relebactam® 0.12 1 97.1 CRT
Ceftazidime-avibactam 0.12 05 98.4 984
CRE: Meropenem MIC >8 mg/L and/or imipenem >4 mg/L (n=730)¢
Cefiderocol 1 4 826 94.6
Meropenem >32 >32 4.1 36
Meropenem-vaborbactam >8 >8 439 407
Imipenem-relebactam® 4 >8 442 377
Ceftazidime-avibactam 2 >32 584 584
Meropenem-vaborbactam MIC >8 mg/L (n=412)
Cefiderocol 2 4 735 91.0
Meropenem >32 >32 0.0 0.0
Meropenem-vaborbactam >8 >8 0.0 0.0
Imipenem-relebactamb >8 >8 124 34
Ceftazidime-avibactam >32 >32 3315 340
Imipenem-relebactam MIC >2 mg/L (n=402) excluding Morganellaceae
Cefiderocol 2 4 726 90.8
Meropenem >32 >32 572 22
Meropenem-vaborbactam >8 >8 1.7 #5
Imipenem-relebactam 8 >8 0.0 0.0
Ceftazidime-avibactam >32 >32 254 254
Ceftazidime-avibactam MIC >8 mg/L (n=336)
Cefiderocol 2 8 68.5 88.1
Meropenem >32 >32 813 6.3
Meropenem-vaborbactam >8 >8 18.5 128
Imipenem-relebactamb >8 >8 45 27
Ceftazidime-avibactam >32 >32 0.0 0.0

CLsl, Clinical and Laboratory Standards Institute; CRE, carbapenem-resistant Enterobacterales; EUCAST, European Comittee on
Antimicrobial Susceptibility Testing; FDA, US Food and Drug Administration; MIC, minimum inhibitory concentration; S, susceptible.
2Criteria as published by EUCAST, CLSI and FDA (2025).

BAll Enterobacterales species were included in the analysis, but CLS! and EUCAST breakpoints for imipenem-relebactam exclude
Morganellaceae.

“CRE included Enterobacter cloacae species complex (30), Escherichia coli (12), Klebsiella aerogenes (4), K. oxytoca (4),

K. pneumoniae (638), Morganella morganii (2), Proteus mirabilis (29), R penneri (1), Providencia rettgeri (1), P stuartii (5) and Serratia
marcescens (4).

Figure 1 MIC distributions of European CRE isolates tested against cefiderocol or BL-BLI combinations.
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BL-BLI, beta-lactam-beta-lactamase inhibitor; CRE, carbapenem-resistant Enterobacterales; MIC, minimum inhibitory concentration.

Figure 2 MIC distributions of European CRE isolates tested against cefiderocol by carbapenemase type.
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CLS|, Clinical and Laboratory Standards Institute; CRE, carbapenem-resistant Enterobacterales; EUCAST, European Committee on
Antimicrobial Susceptibility Testing; KPC, Klebsiella i I lactamase; NDM, New-Delhi
MBL; OXA, oxacillinase; VIM, Verona integron-encoded MBL; MIC, minimum inhibitory concentration.
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Cefiderocol nella gestione delle infezioni da bacilli Gram-negativi multiresistenti
Evidenze e prospettive dal 36esimo ESCMID Global 2026

ENTEROBACTERALES

3. SENTRY (POSTER 1336)

C. Longshaw et al., Activity of Cefiderocol and Comparator Agents Against
European Enterobacterales, Including Carbapenem-Resistant Isolates, from the
SENTRY Antimicrobial Surveillance Program (2020-2024)

L'analisi si concentra nella valutazione della sensibilita in vitro di
isolati clinici europei e paesi limitrofi di Enterobacterales resistente

a carbapenemi (CRE), inclusi produttori di MBL a cefiderocol,
confrontandola a quella delle piu recenti combinazioni beta-lattamico/
inibitore delle beta lattamasi (BL/BLI).

HIGHLIGHTS PRINCIPALI

® Su 21.451 Enterobacterales, il 3,4% (730 isolati) e rappresentato da CRE. Tra
le CRE, gli enzimi piu comuni sono stati KPC (35%), NDM (21%) e OXA-48
(17%), mentre il 14% esprimeva contemporaneamente OXA-48 e MBL.

® Cefiderocol ha mostrato un tasso di sensibilita contro le CRE (94,6% secon-
do CLSI/FDA) piu alto rispetto a ceftazidime-avibactam (58,4%), merope-
nem-vaborbactam (40,7%) e imipenem-relebactam (37,7%).

® Cefiderocol ha mantenuto un'elevata sensibilita anche contro gli isolati re-
sistenti a ceftazidime-avibactam (sensibilita di cefiderocol: 68.5% secondo
EUCAST e 88.1% secondo CLSI/FDA), meropenem/vaborbactam (sensibilita
di cefiderocol: 73.5% secondo EUCAST e 91% secondo CLSI/FDA) e imipe-
nem/relebactam (sensibilita di cefiderocol: 72.6% secondo EUCAST e 90.8%
secondo CLSI/FDA).

TAKE-HOME MESSAGE
Nello scenario europeo, dove la diversita delle carbapenemasi e elevata,

cefiderocol ha mostrato un'attivita elevata contro i CRE, inclusi
gli isolati produttori di metallo-beta-lattamasi (MBL) e quelli
resistenti ai BL/BLI di ultima generazione.
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BACKGROUND
= Gram-negati spp. have ged as significant opportunistic pathogens owing to
their intrinsic mullldrug resistance, which limits treatment options [1].
o Stenotrophomonas spp. are increasingly implicated in infections among clinically vulnerable patients
[2]; however, evidence-based recommendations regarding optimal treatments are lacking [3].
= Cefiderocol is a siderophore cephalosporin antibiotic with potent activity against a broad range of
Gram-negative bacteria, including carbapenem-resistant (CR) strains.
o Itis approved in the European Union for the treatment of infections due to aerobic Gram-negative
organisms in adults with limited treatment options [4].
o In the United States, cefiderocol is indicated for the treatment of complicated urinary tract infections
(including pyelonephritis) and hospital-acquired and ventilator-associated bacterial pneumonia [5].
= This subgroup analysis of the PROVE study [6] examined clinical outcomes of individuals with infections
caused by Stenotrophomonas spp. who received treatment with cefiderocol.

METHODS
Figure 1. PROVE study (2020-2024) Stenotrophomonas spp. subgroup analysis methodology (6]
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* Cefiderocol demonstrated meaningful clinical cutcomes in this population infected with a

difficult-to-treat pathogen.

o Baseline clinical characteristics showed that patients with Stenotrophomonas spp. in the
PROVE study were a high-severity population, demonstrating real-world use of

cefiderocol in critically ill patients.

The rate of susceptibility to Stenotrophomonas spp. infection was high (98.3%) in
patients with microbiclogical results.

In this large cohort of patients with Stenotrophomonas spp. infections treated with
cefiderocol, relatively few individuals received Infectious Diseases Society of America

guideline-recommended combination therapy [7].

o Mo obvious differences were observed between outcomes with cefiderocol
monotherapy and combination therapy.

Table 1. Demagraphics and infection characteristics by treatment strategy among patients with
Stenotrophomonas spp. in the PROVE study (2020-2024; N=119)

Parameter

Demographics

=0

o

In this analysis, data were collected from patients with infections
caused by Stenotrophomaonas spp.
Presented data have been revised since abstract submission.

Use QR code

to access

manuscript [6].

of

evidence of later relapse or death

Rasolution of impravemant of s of symptems at end o eatment s judged by the physican. exluding patients wha died during therapy:
“Including patients who died during their hospitalisation

RESULTS

Baseline characteristics

Patients (N=119) had a median (interquartile range [IQR]) age of 60.0 (47.0-67.0) years, and 66.4%

were male (Table 1)

In total, 73.9% of patients required an intensive care unit stay at the time of cefiderocol initiation,

while 63.0% and 49.6% received mechanical ventilation and vasopressors, respectively.

Overall, 9.2% of patients had sepsis at admission, with 7.6% having septic shock; 31.1% of patients.

were immunocompromised

Median (IQR) length of hospital stay (admission to discharge) was 75.0 (39.0-114.0) days.

o Overall, 66.4% of patients had 22 risk factors for acquiring CR Gram-negative infection.

The respiratory tract was the main primary site of infection (Figure 2).

Most patients (63.0%) received documented treatment; 22.7% of patients received salvage therapy

(Table 1).

Median (IQR) time from culture to first cefiderocol dose was 5.0 (3.0-8.0) days, and duration of

cefiderocol use was 11.0 (7.0-15.0) days.

Among 58 patients with microbiological results, 57 (98.3%) were susceptible to cefiderocol.

Monotherapy was the predominant treatment strategy (79.8% of patients vs 20.2% who received

combination therapy) (Table 1).

o Patients given combination therapy were more likely to have comorbidities and polymicrobial
infections, and to be receiving salvage treatment.

o

o

.

Clinical outcomes
» Clinical cure was attained by 67.4% [95% confidence interval (Cl) 57.0%; 76.6%] of patients with
Stenotrophomanas spp. infection who received cefiderocol menotherapy compared with 50.0%

Overall
(! 9)

Treatment strategy

Monotherapy

n=95)

Age (years), median (IQR) 60.0 (47.0-67.0) 60.0 (49.0-67.0) 60.5 (42.5-67.0)
265 years old, n (%) 42 (35.3) 36 (37.9) 6(25.0)
Sex, male, n (%) 79 (66.4) 62 (65.3) 17 (70.8)
Country enrolled, n (%)
United States 55 (46.2) 45 (47.4) 10 (41.7)
France 16 (13.4) 12(12.6) 4(16.7)
Germany 13 (10.9) 10(10.5) 3125
Italy 7(59) 3(32) 4(16.7)
Spain 21(17.6) 18(189) 3(12.5)
United Kingdom 7(59) T(74) 0
Pre-existing medical conditions, n (%)
Any pi isting condition 110 (92.4) 87 (91.6) 23 (95.8)
Diabetes 20 (16.8) 14 (14.7) 6 (25.0)
Chronic pulmonary disease 26 (21.8) 18(189) 8(33.3)
Congestive heart failure 17 (14.3) 13(13.7) 4(16.7)
Medical condition at admission, n (%)
CQvID-19 17 (14.3) 12 (12.8) 5(208)
Sepsis 11(9.2) 7(74) 4(16.7)
Septic shock 9(7.6) 8(84) 1(4.2)
Immunocompromised patients, n (%) 37 (31.1) 33(347) 40160
Severity of illness
ICU stay at time of cefiderocol i n, n (%) 88 (73.9 70(73.7) 18 (75.0)
Any organ support at cefiderocol initiation, n (%) 77 (64.7) 61 (64.2) 16 (66.7)
Type of organ support, n (%)
Mechanical ventilation 75 (63.0) 59 (62.1) 16 (66.7)
Continuous renal replacement therapydialysis 28 (23.5) 21(221) 7(29.2)
ECMO 14 (11.8) 7(74) 7(29.2)
Vasopressor use 59 (49.6) 46 (48.4) 13(54.2)
Reason for cefiderocol use (as per eCRF, n (%)
Documented infection 75 (63.0) 62 (65.3) 13 (54.2)
Empirical use 11(9.2) 9(9.5) 2(83)
Salvage therapy 27 227) 18(18.9) 9(37.5)
Other/unknown 6(5.0) 6(6.3) 0
Infection type, n (%)
Monomicrobial 61(51.3) 52 (54.7) 9(37.5)
Polymicrobial 58 (48.7) 43 (45.3) 15 (62.5)
*Reported by the investigator, e pathogen ies were known, use was ot e 10 adure of 3 prio

ok e, o e ool vt sored belre v pogon ndor

available

therapy: cefdrocol was used after  prior antibioti regimen ad faled: patients usually received of Ieast 3 days of pricr antibiotic \hm:uy e st ohare
was an adequale response before the next course of antibiotic would be consideres sahage. Other/unknown: any Gther reason provised by the physician
3 MO, €U, intensi

€OVID-13,

RF, electranic case report
interquartile range.

unit; IQR,

100

Figure 3. Qutcomes by cefideracol treatment strategy and infection type among patients with
Stenotrophomonas spp. in the PROVE study (2020-2024; N=119)

[95% CI 29.1%; 70.9%)] of those who received combination treatment and 63.9% [95% CI 54.6%; 72.5%] of Clinical cure 100 Clinical response at end of treatment
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= Clinical response to cefiderocol at end of treatment occurred in 72.3% of patients overall (74.7% and 639 674 _
62.5% of patients given monotherapy vs combination therapy, respectively). F 60 00 60
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STENOTROPHOMONAS MALTOPHILIA

1. PROVE (POSTER 1865)

J.F. Timsit et al., Real-world cefiderocol outcomes in the treatment of
Stenotrophomonas spp. infections: data from the PROVE study

Questo sottogruppo dello studio PROVE approfondisce I'uso di cefiderocol
contro Stenotrophomonas spp., un patogeno opportunista noto per la sua
resistenza intrinseca a molte classi di antibiotici e opzioni di trattamento
limitate.

HIGHLIGHTS PRINCIPALI

@ Sono stati inclusi 119 pazienti con eta mediana di 60 anni. Il 73,9% era in te-
rapia intensiva al momento dell'inizio del trattamento e il 64,7% al momento
dell'inizio della terapia con cefiderocol riceveva un supporto d'organo.

® Nel gruppo trattato con monoterapia e stata osservata una guarigione clinica
del 67,4% contro il 50,0% della terapia di combinazione. La risposta clinica a
fine trattamento e stata del 74,7% per la monoterapia e il 62,5% della terapia
di combinazione.

® La mortalita a 30 giorni e stata del 29,5% con la monoterapia e del 33,3% per
la combinazione.

TAKE-HOME MESSAGE

Cefiderocol ha mostrato una buona efficacia clinica in pazienti critici
affetti da infezioni causate da Stenotrophomonas spp. Non sono

state trovate differenze di efficacia nella terapia in monoterapia rispetto
alla terapia combo in questo setting di pazienti.
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INTRODUCTION
» Stenotrophomonas maltophilia is an » Cefiderocol is a siderophore cephalospaorin « This study assessed the in vitro activity of cefiderocal against
opportunistic life-threatening pathogen with activity against a variety of Gram-negative S. maltophilia isolates that were collected between 2014 and 2024
with high intrinsic resistance to a variety bacteria, including S. maltophilia. It was in Europe and the USA, including the pre-marketing surveillance
of antimicrobials, thereby limiting approved for clinical use in the United States SIDERO-WT and the post-marketing surveillance SENTRY studies.
treatment options. (US) in 2019 and in Europe in 2020. Trends in cefiderocol susceptibility over time were analyzed.

MATERIALS AND METHODS

Bacterial strains

« A total of 4,202 non-duplicate clinical isolates of S. maltophilia were collected in the US and
Europe from the SIDERO-WT surveillance study (788 isolates from the US and 1,068 isolates
from Europe during 2014-2019) and the SENTRY surveillance study (1,291 isolates from the
US and 1,055 isolates from Europe during 2020-2024) (Table 1).

Table 1. Number of isolates in SIDERO-WT and SENTRY studies

SIDERO-WT SENTRY
(2014-2019) (2020-2024)
USA (2,079) 788 1,291
Europe (2,123) 1,068 1,055
Overall (4,202) 1,856 2,346

Minimum inhibitory concentration (MIC) determination

« MICs for cefiderocol and comparators were determined according
to Clinical and Laboratory Standards Institute (CLSI) guidelines
using broth microdilution with iron-depleted cation-adjusted
Mueller-Hinton broth (ID-CAMHB) and CAMHB, respectively.
Susceptibility to cefiderocol and comparators was determined
using CLSI 2025 breakpoints.

The MICsy, MICq, and susceptibility percentages (%S) of
cefiderocol across 10 years were assessed for each region
(Europe and the USA).

=« Isolates collected in this study were mainly from respiratory infections (66.1%), followed by
bloodstream infections (10.6%), skin and soft tissue infections (9.6%), urinary tract infections
(4.8%), and intra-abdominal infections (3.0%) (Figure 1).

Figure 1. Prevalence of infection sources® of the S. maltophilia isolates
(N=4,202) from the SIDERO-WT and SENTRY studies 0%

W Respiratory tract infection 4.8% \‘
= Bloodstream infection 2.6% .

m Skin and soft tissue infection

Urinary tract infection
# Intra-abdominal infection 10.6%

66.1%
= Others

“Infection site was unknown for one isolate.

In comparison to comparator agents (trimethoprim/sulfamethoxazole,
levofloxacin, and minocycline), cefiderocol showed the highest %S
(97.9-100%) and lowest MICy (0.25-0.5 pg/mL) from year 6 in the
SIDERO-WT study (2019) and across 5 years from the SENTRY study
(2020-2024) (Figure 4 and Table 2).

Figure 4. Susceptibility (MICy, %S) trend of cefiderocol and comparators by
year against S. maltophilia isolates collected from the US and European
hospitals in the SIDERO-WT (2019) and SENTRY studies (2020-2024)
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« Overall, a consistent high activity (MICs,, MIC,, and %S) of cefiderocol against
S. maltophilia was observed over time, with MIC; values ranging from 0.06 to 0.12 pg/mL,
MICq, values ranging from 0.25 to 0.5 pg/mL, and %S ranging from 95.5% to 100%,
irrespective of region (Figures 2 and 3).

Figure 2. Susceptibility (MIC,, MIC) trend of cefiderocal by year against S. maltophilia isolates collected
from the US and European hospitals in the SIDERO-WT (2014-2019) and SENTRY studies (2020-2024)

US isolates 1 European isolates
_ SIDERO-WT study . SENTRY study SIDERO-WT study . SENTRY study
IV AVAV AN RNEIVANVAN
% 025 i 025 {
ol i
= \/\/\/\— e \/\/\/\_
0.06- : 005
M e e e e o e T T 003 e e e e e s N T
S ccCccrCfS8MNAaN 0 =de e e ¢ SN oA N
S o999 o090 S QO S99 990 S99 Q909
& RN NSRS RA R SRS/ RIS
—MIC,,  — MIC, —MiCq  — MICs,

MIC, minimum inhibitory concentration,

Figure 3. Susceptibility percentages (%S) of cefiderocol by year against 5. maltophilia isolates collected
from the US and European hospitals in the SIDERO-WT (2014-2019) and SENTRY studies (2020-2024)

SIDERO-WT study SENTRY study
US isolates (N=2,079)
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T il by year was based on the CLS! breakpoints. CLSI, Clinical and Laboratory Standards Institute.
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TMP/SMX, trimethoprim/sulfamethoxazole.

Table 2. Susceptibility of cefiderocol and comparators against S. maltophilia
isolates collected from the US and European hospitals in the SIDERO-WT
(2019) and SENTRY studies (2020-2024)

Cefiderocol 2787 | s003t0 006 | 025 992 -
Trimethoprim/ 2786 | <025t0>4 | <025 [ 1 |9e9| o | 31
Minocydline 2786 | =006t016 | 05 | 1 [929] 52 | 19

965, %I, and %R were determined based on CLSI 2025 breakpoints. ®Na breakpoints defined.
CLSI, Clinical and Laboratory Standards Institute; |, intermediate; R, resistant; S, susceptible.

CONCLUSIONS

» Cefiderocol consistently demonstrated high activity against
S. maltophilia over a 10-year period, with no significant
change in susceptibility before or after its market introduction.

+ Continued monitoring of cefiderocol susceptibility is
warranted to assure its activity is maintained over time.

Copiesof this poster
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STENOTROPHOMONAS MALTOPHILIA

2. SIDERO E SENTRY (POSTER E0656)

Y. Yamano et al,, Activity of cefiderocol against Stenotrophomonas maltophilia
clinical isolates collected in multi-national surveillance studies SIDERO-WT
(2014-2019) e SENTRY (2020-2024)

Il lavoro analizza la stabilita dell'attivita in vitro di cefiderocol verso
Stenotrophomonas maltophilia nell’arco di dieci anni, coprendo i periodi
pre e post-commercializzazione.

HIGHLIGHTS PRINCIPALI
@® Sono stati analizzati 4.202 isolati raccolti tra il 2014 e il 2024 (studi SIDE-
RO-WT e SENTRY).

® Cefiderocol ha mostrato una sensibilita complessiva del 99,2%, piu alta ri-
spetto a quella di TMP/SMX (96,9%) e di minociclina (92,9%).

® Lintroduzione del farmaco nel mercato non ha portato alla comparsa di resi-
stenze significative nel tempo.

TAKE-HOME MESSAGE
Cefiderocol ha mostrato un'attivita in vitro elevata (95,5%-100%) e

costante contro Stenotrophomonas maltophilia in un periodo di
osservazione di 10 anni, mostrando un‘attivita superiore rispetto ai
comparatori sia nel periodo pre che post marketing.
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Poster 1864  Cefiderocol treatment in polymicrobial infections: subgroup

o analysis of the real-world PROVE observational study

Munich, Germany Valentina Galfo!, N

SHIONOGI

EAGKGROUND, CONCLUSIONS
= Despite the approval of several treatments for carbapenem-resistant (CR) Gram-negative bacterial
infections, outcomes often remain poor with high rates of morbidity and mortality [1].
o For patients infacted with two or more CR Gram-negative pathogens, significantly higher 30-day Cefiderocol, predominantly administered as monotherapy, demonstrated benefits in this difficult-to-treat
mortality has been observed, with polymicrobial infections proposed as a risk factor for population of patients with polymicrobial infections.
30-day mortality [2,3]. Benefits were observed across infection sites and for infections caused by various Gram-negative
< Moreover, when compared with monomicrebial infections, empirical therapy of polymicrobial pathogens, including Enterobacterales, Pseudomonas spp. Acinetobacter spp. and Stenotrophomonas spp.
infections is often suboptimal [4), Mortality risk was highest in those with respiratory infections, while patients with polymicrobial urinary
= Cefiderocol, a siderophore cephalosporin antibiotic, has demonstrated potent activity against a tract infections demonstrated a high rate of clinical cure.

e R G E G D Ry e TE [y ERGT s, ) ) Clinical cure and clinical response rates with therapy for documented infections and empirical use were

o Ceﬂde_loco\ is app(ovgd in Eyrope for the treatment of infections due to aerobic Gram-negative high, however, poorer outcomes were observed for patients who received cefiderocol as salvage therapy.
organisms in adults with limited treatment options [5].

o In addition, cefideracol is approved in the United States for the treatment of complicated urinary
tract infections (including pyelonephyitis) and hospital-acquired and ventilator-associated
bacterial pneumonia [6]. Table 2. Clinical outcomes and all-cause mortality at days 14 and 30 overall, by key pathogen, and by infection site

« This subgroup analysis of the PROVE study [7] assessed real-world outcomes and infection

Jrot d ¥ S y 7] 5 e ! [95% confidence interval]
characteristics of patients with polymicrobial infections who were treated with cefiderocol. p— < oo s Y] D]
All polymicrobial 199/306 223/306 36/306 69/306
METHODS infecti 65.0 [59.4; 70.4] 72.9 [67.5, 77.8] 11.8 [84; 159 22,5 [18.0; 27.7)
Keyp
. / . L / o 146/221 163/221 22221 45/221
/ Design Inclusion criteria Descriptive data Enterobacterales 66.1 [59.4:72.3] 73.8 (674 79.4) 10.0[63; 147) 204 15.3: 26.3]
125/188 140/188 17/188 34/188
ﬂ (QO’Q\ @ Pseudomonas spp. 66.5 [59.3; 73.2] 74.5 [67.6, 80.5] 9.0 [54;14.1] 18.1 [12.9; 24.3]
~ . 81/136 92/136 21/136 40/136
Acinetobacter spp. 59.6 [50.3; 67.9] 67.6(59.1; 75.4] 15.4 95 226] 20.4[21.3;378]
7 o ) ) Slenabonhomonas S 35/58 39/58 9/58 14/58
International + Adults hospitalised + Baseline demographics rop il 60.3 [46.5; 73.0] 67.2 [53.7, 79.0] 15.5 [7.4; 27.4] 24.1(13.9; 37.2)
between Nov 2020 and . i 20/24 1/24 3/24
« i | ch: ¥
) Jul 2024 Minical ciaracteristics Other NF-GN 75.0(53.3;902] 83.3 (626 95.3] 423211 125 27:324)
Observational . « Cefiderocol use Infection site
cohort + Confirmed Gram-negative inical i 100/163 116/163 25/163 471163
Lol bacterial infection Clinical cure Respiratory 61.3 [53.4; 68.9] 71.2 [63.6, 78.0] 153 [102; 21.8] 28.8 [22.0; 36.4]
Real-worl « Cefiderocol treatment for «+ Clinical response® . . 33/52 37/52 4/52 8/52
@ cefiderocol use 272 hours Al skin and skin structure g3 5 49 5, 76.4) 71.2[56.9, 82.9) 7.7 [21; 185] 15.4[69;28.1]
+ All-cause mortality® /
Urinary tract 21/22 21/22 1/22 1722
- - - Y 95.5 [77.2; 99.9] 95.5 [77.2,99.9] 45(0.1; 22.8] 4.5 [0.1; 22.8]
In this analysis, data were collected from patients Use QR code . 16/22 1622 2022 322
hospitalised due to polymicrobial infections. o access Intra-abdeminal 727 [49.8; 89.3] 727 [49.8, 89.3] 9.1[1.1;292) 13.6[29,349)
Presented data have been revised since abstract submission. maniscript [7] Bone and joint 14119 15/19 1/19 5/19

“Resohuton o improvement ofinfecion s of symptoms without eidercs of e relapse o desth 73.7[48.5 903 789 (544, 94.0] 53][0.1; 260] 263 9.2 512)

"Resolution of imprevement of signs o symptoms at end of treatment as judged by the physician, excluding pat died during therap, " 919 12/19 3 4/19

dncluding patients who d.ed dum\g their hospitalisation. 47.4 [245;71.1] 63.2 (384, 83.7) 15.8 [3.4; 39.6] 21.1[6.1; 456)

Other 6/3 6/9 (?.19 1.’97

RESULTS 66.7 [29.9,92.5] 66.7 [29.9,92.5) 0[0;336] 11.1[03; 48.3)

Data are expressed as /N (%; 95% confidence interval), *Patients were considered as clinically cured if the Principal Investigator reported the case to be resolved

Baseline characteristics or improved, excluding those who relapsed. "Patients were considered as having clinical response if the Principal Investigator reported the case o be resolved or

« A total of 306 patients, with a median (interquartile range) age of 58 (44.0-69.0) years, had improved at EOT. These infections are not mutually exclusive. ACM, all-cause mortality O, end of treatment: NF-GN, non-fermenting Gram-negative.

polymicrobial infections (Table 1). . . . Figure 1A. Country of enrolment among patients Figure 2. Primary site of infection among patients

¢ Country of enrolment for patients with polymicrobial infections is shown in Figure 1A, with polymicrobial infections in the PROVE study with polymicrobial infections in the PROVE study

o The incidence of polymicrobial infections ranged from 17.9% in Germany to 34.7% in Italy (Figure 1B). (2020-2024; N=306)
« Respiratory tract infections and skin and skin structure infections were the most common infection

types (Figure 2).
« Key pathogens were Entercbacterales, Pseudomonas spp., and Acinetobacter spp. (Figure 3). N=306 N=306

o Overall, 25 (8.2%) and 52 (17.0%) patients were previously colonised or infected by the same pathogen.
= Cefiderocol was primarily used in documented infections, with smaller proportions of patients Lyl

receiving empirical or salvage treatment (Table 1)

msss!
HIAl

Clinical outcomes and all-cause mortality utl
= Overall, 65.0% of patients had clinical cure, and 72.9% clinical response at end of treatment (Table 2). &y

5 Clinical cure was 59.6-75.0% and clinical response was 67.2-83.3% for key pathogens (Table 2). : Bost'hﬂ

o Overall, 22.5% of patients died by Day 30.

o By infection site, clinical cure rates ranged from 47.4% in bloodstream infections to 95.5% in urinary M United States M France United Kingdom BE., bane and joint infection: BSI, bioadstream infection: IAL intra-abdominal

tract infections, with numerical differences in all-cause mortality rates at Day 30 (Table 2). M haly Spain M Germany e iy e o, 1 S5, i dnd skin trct nfction

« Clinical cure and clinical response were higher in patients who received cefiderocol for documented

infection compared with those who received empirical or salvage treatment (Figure 4). Figure 1B. Proportion of polymicrobial infections by country

100
. . BE 80+
Table 1. Patient demographics, baseline cal characty and cefiderocol use J§ E pelll 324% ; 207% 34.7% -
25 4. 165/509 9.5% 38/128 42/121 : 17.9%
N £% 0l 317159 16/81 14778

Median (IQR) age, years 58.0 (44.0-69.0) €= 5 || ||
Age 265 years, n (%) 107 (35.0) United States Spain France Italy United Kingdom ~ Germany

Sex, male, n (%) 201 (65.7)

Any pre-existing medical condition, n (%) 281(91.8) N - 5 o -

Diabetes 68 (222) Figure 3. Key causative pathogens among patients with polymicrobial infections in the PROVE study (2020-2024; N=306)
Diabetes with end organ damage 390127 100 72.2% 614%

Chronic pulmonary disease 66 (21.6) g 221/306 188/306 44.4%

Moderate-to-severe CKD 62(20.3) £ 136/306 19.0%

Any medical condition at admission, n (%) £ 58/306 7.8%
COVID-19 47 (15.4) £ 24/306
Sepsis 47 (154) Entercbacterales Pseudomonas Acinetobacter , Other nen ing
Septic shock 14 (4.6) o -negati

pp. spp. spp. Gram-negatives

Secondary BSI, n (%) 34(110)

Previ isation by the same 25(8.2) N . . N N = s B

Ly F 4. Clinical outc b for cefid | tients with pol bial infect thy

Previous infection b'ythe same pafhog!n 52 (17‘01 P?;E slud;‘;;zz‘;‘:zoﬂ;:?;:;‘;:mn r cefiderocol use among patients with polymicrobial infections in the

CR infection, n (%) 266 (86:9) g [l Clinical cure* [l Clinical response at EOT® [l 20-day ACM

ICU stay at time of cefiderocol initiation, n (%) 179 (58.5) 100 608% _1o7% 703%

: s et = 168/222 62.2% 59.0%

Any organ support at time of cefiderocol initiation, n (%) 141 (46.1) £ 80 155/222 23737 26/3 .

Type of organ support, n (%) 2 60 410%  23/39  333¢
Mechanical ventilation 141 (46.1) 2 4 16/33 13/39
Vasopressor use 105 (34.3) £ 20 |
Renal replacement therapy 45(14.7) o
ECMO 15 (4.9) Documented infection Empirical use Salvage therapy

Reason for cefiderocol use, n (%) the Principal Investigator repor e resohed g improved, sciuding thase who relapsed. Patents were corsidered as
Documented infection 222 725 naving clineal ipo o cae “emproved ot EOT AC end of treatme
Empirical use 37(121) Ref .

Salvage therapy 9127 1.Jean S5, ot ol. Front Cell Infect Microbiol 2022:12:823684; 2. Kontula KSK, er al. Infection 2026:54:169-77; 3. Cilléniz C. et ol Arch Bronconeumol 2025:61:408-16: 4

Unsure empirical or documented 1(03) Patnaik A, ef al Acta Microbiol Hell 2025,70:39; 5. Fetcroja® 1 g powder. Summary of Product Characteristics. Shionogi B V. Herengracht 464, 1017 CA, Amsterdam,

Oth K 723 Metherlands; 2024; 6. Fetroja® cefideracol) for injection for intravenous use. Prescribing Information. Shionogi Inc, Florham Park, M), USA; 2021; 7. Clancy C1, ef al
t_En’\m Nown ) 3 Inflect Drug Resist 2024;17:4427-43,

Median (IQR) time from culture to first cefiderocol dose, days 40(2.0-7.0) .

Medlun (IQR) durat\on of cefiderocol use, days 11.0 (7.0-15.0) l;knc!;vbdgemenh o ot VG:nnmd Mu lnlmn Copies of m,w:ugm

By itorial s It Was provie lighfiel uford, L Reg
gative therapy (any), n (%) 80 @26.1) This suppon was funded by Shionog) & Co. L1, Osaks, opan. NN pone o decre B ot
“CRinfection: presence of any CA pathogen m!h?mde!:ullulr reparted inthe medica shrt e MB: none to declare. may not be reproduced
851, bloodstream infection; CKD, chranic 9, C ECMO, unding SV, STN: emplayees of Shionogi, ESCMID Glabal 2026 and

9
This study was funded by Shicnogi & Co. Ltd. Osaka, Japan.
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ALTRI DATI REAL WORLD EVIDENCE

1. PROVE (POSTER 1864)

V. Galfo et al., Cefiderocol treatment in polymicrobial infections: subgroup
analysis of the real-world PROVE observational study

Questa sottoanalisi dello studio osservazionale PROVE si focalizza sulle
infezioni polimicrobiche da Gram-negativi, uno scenario clinico in cui la
presenza di piu patogeni complica drasticamente la scelta terapeutica e
peggiora la prognosi.

HIGHLIGHTS PRINCIPALI

® Lanalisi ha incluso 306 pazienti con infezioni polimicrobiche, eta mediana 58
anni.

® Il 53.3% dei pazienti era affetto da infezioni del tratto respiratorio e il 58.5%
era ospedalizzato in unita di terapia intensiva al momento dell'insorgenza
dell'infezione.

@ Il tasso di guarigione clinica e stato del 65,0%, e la risposta clinica a fine trat-
tamento del 72,9%.

@ | tassi di guarigione sono rimasti consistenti tra i patogeni chiave: Entero-
bacterales (66,1%), Pseudomonas spp. (66,5%), Acinetobacter spp. (59,6%) e
Stenotrophomonas spp. (60,3%).

TAKE-HOME MESSAGE
Cefiderocol si conferma un’opzione terapeutica nel complesso

scenario delle infezioni polimicrobiche, con risultati particolarmente
positivi quando utilizzato per infezioni documentate e utilizzo
empirico (quindi precoce) rispetto alla terapia di salvataggio.
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Contact: Sean T. N
Email: sean.nguyen@s

BACKGROUND

ALTRI DATI REAL WORLD EVIDENCE

Cefiderocol in clinical practice for bone and joint

infections: insights from the PROVE study

Kyle C Molina',

significant cause of morbidity and mortality [1].

o Although Gram-positive organisms predominate, Gram-negative pathogens, including Enterobacterales and
non-fermenters such as Pseudomonas aeruginosa, are increasingly reported in BJI [1,2].

5 BJI pose significant

requiring p

rates of 82-100% reported in Gram-negative infections [1,3).

Aurelien Dinh?

The siderophore cephalosporin cefiderocol has demenstrated potent in vitro activity against a broad

spectrum of Gram-negative bacteria, including strains with carbapenem resistance.
o In the Eurapean Union, cefiderocol is approved for the treatment of infections due to aerobic Gram-negative
organisms in adults with limited treatment options [4].
o In addition, cefiderocol is approved in the United States for the treatment of complicated urinary tract
infections (including pyelonephritis) and hospital-acquired and ventilator-associated bacterial pneumonia [5].

who received treatment with cefiderocol.

METHODS

Bone and joint infections (BJI), including septic arthritis, prosthetic joint infections, and osteomyelitis, are a

ged durations of therapy, with treatment success

This subgroup analysis of data from the PROVE study [6] examined clinical outcomes for patients with BlI

/

Design
&
International

Observational chart
review

Real-world

S

/ Inclusion criteria

O0~0
O
~0=

Nov 2020 and Jul 2024

+ Confirmed Gram-negative
bacterial infection

+ Cefiderocol treatment for
272 hours

cefideracol use /

+ Adults hospitalised between

A

/ Descriptive data

©)

+ Baseline d hics

Sean T. Nguyen®, Stefano V

.

rardi4, Anne Santerre Henriksei

SHIONOGI

CONCLUSIONS

In this subgroup of patients treated with cefiderocol for BJI, high clinical cure rates and low
mortality were observed.

Patients were predominantly treated for documented infections, with a high use of
combination therapy.

Compared with other cohorts from the PROVE study, patients with BJl were a low-severity
population despite the presence of Bll-specific risk factors.

Cefiderocol was observed to be effective for Bl across pathogen types.

Infections were predominantly monomicrobial (64.8%) (Figure 2).
o Carbapenem-resistant infections were observed in 91% of patients with monomicr
of those with polymicrobial infection.

Cefiderocol was primarily used for documented infections (81.5% of patients), with a median duration of
use of 22.5 days, a relatively high use of combination regimens (46.3%), and a median total length of
hospital stay of 44.0 days.

Overall, 83.3% of patients with BJI achieved clinical cure (Figure 3A), and 88.9% had a clinical

response at end of treatment with cefiderocol (Figure 3B), with 14- and 30-day all-cause mortality of 3.7%
and 11.1%, respectively (Figure 3C).

o Clinical outcomes stratified by monotherapy or combination therapy are shown in Table 2.

Clinical cure in patients with monomicrobial infections ranged from 81.3% to 100% depending on
pathogen; clinical cure was numerically lower in those with polymicrobial infections (Figure 3A).

ial infection and 73.6%

+ Clinical characteristics
+ Cefiderocol use

+ Clinical cure®

+ Clinical response®

« All-cause mortality*

/

to bone and joi

U

@ In this analysis, data were collected from patients hospitalised due
infections.

Presented data have been revised since abstract submission.

to access

Use QR code

manuscript [6].

evidence of later relapse or

v death,

g
"xsohution or mprovementof % or SpTptoms st and of reetment as udged by the prysican oxchuding patients who diwd during tharap
“Including patients who died during their hospitalisation.

RESULTS

* Atotal of 54 patients were enrclled in PROVE with BJI and comprised the patient population for this analysis.

© Median (interquartile range [IQR]) patient age was 58.0 years, and 68.5% of patients were male (Table 1).

+ Approximately two-thirds (66.7%) of patients were enrolled in the United States (Figure 1).

» Pre-existing medical conditions, which could predispose patients to Bll, were common (Table 1).
o At hospital admission, 13.0% of patients had sepsis, and 1.9% had septic shock.
o Only 11.1% of patients required intensive care unit stay at the time of cefiderocol initiation, and 7.4% required

organ support.

Table 1. Patient demographics and baseline characteristics for patients with bone and joint infections in the
PROVE study (2020-2024; N=54)

Median (1QR) age, years 58.0 (46.0-67.0)
Age 265 years, n (%) 18(333)
Male, n (%) 37 (68.5)
Any pre-existing medical conditions, n (%) 46 (85.2)
Diabetes 19(35.2)
Peripheral vascular disease 11 (204)
Musculoskeletal abnormality/degenerative disease 11 (204)
Moderate-to-severe CKD 9(16.7)
Any medical condition at admission, n (%)
Sepsis 7(13.0)
Septic shock 1(1.9)
Severity of illness, n (%)
ICU stay at time of cefiderocol initiation 6(11.1)
Any organ support at time of cefideracol initiation 4(74)
Meonomicrobial infections, n (%) 35 (64.8)
Polymicrobial infections?, n (%) 19 (35.2)
Patients had the same pathogen (index culture) prior to the current hospitalisation, n (%)
None 32(59.3)
Yes, previously colonised 3(56)
Yes, previously infected 16 (29.6)
Unknown 7(130)
Number of risk factors for ¢ istant Gr. gative bacterial infection
0 5(9.3)
1 15(27.8)
2 19(35.2)
3 12(22.2)
24 3(56)
Treatment characteristics
Median (IQR) time from culture to first cefiderocel dose, days 5.0(0-8.0)
Median (IQR) duration of cefideracol use, days 225 (12.0-40.0)
‘Gram-negative combination therapy, n (%) 25 (46.3)
Reason for cefiderocol use (as per eCRF), n (%)
Documented infection 44 (81.5)
Empirical use 4(7.4)
Salvage therapy 5(9.3)
Other/unknown 109
Median (IQR) time from admission to cefiderocol initiation, days 5.0(4.0-8.0)
Median (IQR) total length of stay, days 440 (22.0-61.0)
Discharge status, n (%)
In-hospital death 6(11.1)
Home 23 (42.6)
Healthcare facility (including nursing hume) 24 (44.4)

“Indlud:

Figure 1. Country of enrclment among patients Figure 2. Primary cause of infection among
with bone and joint infections in the PROVE study patients with bone and joint infections in the
(2020-2024; N=54) PROVE study (2020-2024; N=54)
N=54
19,
35.2%
M United States M Spain United Kingdom W Acinetobacter spp. M Pseudomaonas spp.
B France Italy W Germany M Enterobacterales Polymicrobial infection

Figure 3. Clinical outcomes by pathogen among patients with bone and joil
PROVE study (2020-2024; N=54)

infections in the

A. Clinical cure? 100%
833% 10/10 81.3%
100 72.2%
£ o 45/54 13/16 1ans
£ 60
£ 40
& 20
o
Overall Enterobacterales ter spp.
B. Clinical response at end of treatment®
100%
88.9% 88.9% 93.8%
00 48754 10/10 4 15/16 77.8%
® 15/19
£ g0
< 60
= 40
<20
0~ Overall Enterobacterales  Pseudomonas spp.  Acinetobacter spp. Polymicrobial
€. 30-day all-cause mortality
=100 4
£ 5
T 60 27.8%
g % 11% . N 63% 5/19
54
% ik /10 ) 16
Overall E d pp. spp- Polymi

Data are % [95% confidence interval].
“Patients were considered as clinically cured if the Principal Investigator reported the case to be resolved or improved, excluding those who relapsed.
Featients were considered as having clinical response if the Principal Investigator reparted the case to be resolved or improved at end of treatment.

Table 2. Clinical outcomes by monotherapy or combination therapy

n/N, % [95% confidence i

terval]

Monotherapy Combination therapy
( (N=13)
o . 35/41 1013
Clinical cure 85.4 [70.8; 94.4] 76.9(46.2;95.0]
. 36/41 12113
b
Clinical response at end of treatment! 87.8[73.8 95.9] 92.3 [64.0; 99.8]
7 . 2741 0/13
14-day all-cause mortality 4.9(15.3; 16.5] 0[0; 24.7)
L 4741 2/13
30-day all-cause mortality 9.8[27:23.1) 15.4[1.9;455]

*Patients were considered as clinically cured if the Principal Investigator reported the case to be resolved or improved, excluding those who relapsed.
batients were considered as having chinical response if the Principal Invesligator reported the case 1o be resolved of improved at end of treatment.
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ALTRI DATI REAL WORLD EVIDENCE

2. PROVE (POSTER 1863)

K. Molina et al., Cefiderocol in clinical practice for bone and joint infections:
insights from the PROVE study

L'analisi si focalizza sulle infezioni ossee e articolari (BJI) causate da
bacilli Gram-negativi (GNB), che spesso richiedono terapie prolungate e
presentano sfide di penetrazione tissutale.

HIGHLIGHTS PRINCIPALI

@® Sono stati inclusi 54 pazienti per due terzi arruolati negli Stati Uniti.

® In questo sottogruppo dello studio PROVE, I'11,1% dei pazienti era ospedaliz-
zato in unita di terapia intensiva.

® Le infezioni da GNB resistenti ai carbapenemi erano documentate nel 91%
delle infezioni monomicrobiche e nel 73.6% delle infezioni polimicrobiche.

® La guarigione clinica complessiva € stata del 83,3%, la risposta clinica a fine
trattamento del 88,9%.

® La guarigione clinica e stata del 100% per Enterobacterales, dell'88,9% per
Pseudomonas spp. e del 81,3% per Acinetobacter spp.

TAKE-HOME MESSAGE
Cefiderocol si dimostra altamente efficace nelle infezioni osteo-

articolari da GNB, inclusi i GNB resistenti ai carbapenemi, con
tassi di guarigione elevati, indipendentemente dalla specie causa
dell'infezione.
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CLINICAL USE AND EFFECTIVENESS OF CEFIDEROCOL IN CRITICALLY ILL PATIENTS:
A REAL-WORLD INTENSIVE CARE UNIT EXPERIENCE
Authors: M. GOMEZ DIAZ, N. GONZALEZ ESPINOSA, M. ANTON MARTINEZ, M. URUENA GARCIA, P. NAVARRO

CARRERA, M.T. SANCHEZ SANCHEZ, J.M. EIROS BOUZA.
Hospital Clinico Universitario de Valladolid - Valladolid, Spain.

Background and importance

Multidrug-resistant (MDR) and difficult-to-treat resistance (DTR) Gram-negative infections in the Intensive
Care Unit (ICU) are associated with high mortality and limited treatment options. Cefiderocol is indicated
for infections due to Gram-negative pathogens when no alternative therapies are available.

Aim and objectives

To evaluate the real-world clinical utilization and microbiological effectiveness of cefiderocol in critically ill
patients at a Spanish tertiary-care hospital (2023-2024).

Material and methods

+ . : ;
Eﬂ Single-centre, observational, retrospective study
00000 00000 « Demographic variables (age and sex)

. , « Clinical variables (primary diagnosis, antimicrobial therapy, isolated
’ ) microorganism, type of clinical specimen, antimicrobial susceptibility

January December

testing, treatment duration, prior antibiotic exposure, and clinical
2023 2024
outcomes)
_ . . . ISOLATED MICROORGANISMS* MAIN REASONS FOR ICU ADMISSION
11 clinical episodes in 10 patients

0% 20% 40%
Klebsk ) h

=
q 413 days: mean ICU length 14% maImph;;fa Septic shock _ 50%
of stay o2
Polytrauma 20%
12.5 days: mean duration of
: ud
@ cefiderocol therapy RS

Acute respiratory failure 10%
29%

Haemorrhagic stroke 10%

Traumatic brain injury . 10%

*Predominantly respiratory samples (72%)

CLINICAL AND MICROBIOLOGICAL OUTCOMES

92% No relapse or reinfection by the same pathogen

MICROBIOLOGICAL CURE =1
75 % defined by culture negativization YT
after 27 days of therag rMARe .
Y Py MR 36% Mortality rate

Conclusion and relevance

@Cefiderocol demonstrates effectiveness in MDR Gram-negative infections, particularly in patients
with no viable alternative treatment options, achieving >70% microbiological cure.

@ It may provide clinical benefit in ICU patients despite their high mortality risk and comorbidities.
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3. ESPERIENZA REAL-WORLD (POSTER 3021)

M. Gomez Diaz et al., Clinical use and effectiveness of cefiderocol in critically ill
patients: a real-world ICU experience

Questo studio osservazionale monocentrico valuta l'utilizzo clinico e
I'efficacia microbiologica di cefiderocol in pazienti critici ricoverati in
unita di terapia intensiva nel periodo 2023-2024 che hanno ricevuto tale
antibiotico per una infezione documentata.

HIGHLIGHTS PRINCIPALI
® Sono stati coinvolti 10 pazienti critici che hanno sviluppato 11 episodi di infe-
zione
® 1l 50% dei pazienti erano ricoverati in terapia intensiva per shock settico.

® La maggior parte dei pazienti aveva infezione da Stenotrophomonas mal-
thophilia (57%), seguito da Pseudomonas aeruginosa (29%) e Klebsiella
pneumoniae (14%)

@ Leradicazione microbiologica e stata del 75%, mentre la mortalita per tutte
le cause del 36%.

® 1192% dei pazienti non ha mostrato recidive o reinfezioni causate dallo stesso
patogeno

TAKE-HOME MESSAGE
Sebbene la numerosita della popolazione inclusa sia limitato,

questo dato real-world supporta l'uso di cefiderocol come opzione
terapeutica nelle infezioni Gram-negative MDR in unita di terapia
intensiva da diversi bacilli Gram-negativi.
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INTRODUCTION

* Intensive care units (ICUs) are a source of highly resistant Gram-negative
bacteria, which may have reduced antimicrobial in vitro susceptibilities
compared with other areas of the hospital [1].

Cefiderocol is a siderophore-conjugated cephalosporin, which utilizes the
iron-uptake systems of bacteria to facilitate cell entry, with excellent in vitro
activity against non-fermenting Gram-negative bacteria (NFGNB) including
organisms resistant to carbapenems and novel p-lactam/B-lactamase
inhibitors (BL-BLIs).

The objective of this study was to compare the in vitre activity of cefiderocol
and comparators against NFGNB collected in ICUs and non-1CU settings.

METHODS

» Isolates were collected during 2020-2024 from European and US hospitals
participating in the SENTRY Antimicrobial Surveillance Program,

« Minimum inhibitory concentrations (MICs) were determined according to
Clinical and Laboratory Standards Institute (CLSI) methods, using broth
microdilution with cation-adjusted Mueller-Hinton broth (CAMHB) for
comparator agents and iron-depleted CAMHB for cefiderocol.

» Susceptibility was determined according to 2025 CLSI, US Food and Drug
Administration (FDA) and European Committee on Antimicrobial
Susceptibility Testing (EUCAST) breakpoints.

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

+ Difficult-to-treat resistance was defined as non-susceptibility to piperacillin-
tazobactam, ceftazidime, cefepime, aztreonam, meropenem, imipenem,
ciprofloxacin, and levofloxacin by CLSI breakpoints (2025).

RESULTS

Among 17,630 NFGNB isolates collected, 6,759 originated from ICU
settings and were predominately from patients with pneumonia and
bloodstream infections (Figure 1).

Pseudomonas aeruginosa (54.6%) was the most common organism
followed by Acinetobacter baumannii-calcoaceticus complex (25.4%)
and Stenotrophomonas maltophilia (14.7%).

Cefiderocol retained similar activity against NFGNB collected in ICUs
vs. non-ICUs and was the most active agent in vitro against highly
resistant subsets of ICU isolates, including P aeruginosa resistant to
novel BL-BLIs (Tables 1-3).

Cefiderocol MICs, values were low for Achromobacter spp.
(0.03/0.25 pg/mL) and Burkholderia cepacia species complex
(0.06/0.5 pg/mL) collected from the ICU (Table 1).

Activity of Cefiderocol Against Non-Fermenting Gram-Negative
Isolates Collected from Intensive Care Unit Patients in US and
European Medical Centers as Part of the SENTRY Antimicrobial
Surveillance Program (2020-2024)

M. Maher?,

SHIONOGI

Table 1. Activity of cefiderocol against NFGNB isolated from ICU and non-ICU
settings as part of the SENTRY program (2020-2024)
MIC, MIC range | CLSI | FDA® |[EUCAST
ko) (ug/mb) | (ug/ %S %5 %S

2 aeruginosa
ICU 3695

<0.004->64 99.5 98.2 99.1

Non-ICU 6652 0.12 0.5 <0.004-64 99.7 98.6 994
CRPAP

IcU 885 0.12 0.5 <0.004->64 984 95.0 97.5

Non-ICU 939 0.12 0.5 <0.004-64 987 947 97.2
DTR PA®

ICU 159 0.25 2 <0.004->64 975 88.1 96.2

Non-ICU 232 0.12 2 <0.004-64 97.0 87.9 95.3
ABC complex

IcU 1714 0.25 1 0.008->64 95.9 90.7 93.8

Non-ICU 2197 0.25 1 <0.004->64 975 937 96.2
CRAB®

ICU 957 0.25 2 0.008->64 938 859 90.3

Non-ICU 837 0.25 2 0.015->64 94.1 85.5 90.9
S. maltophilia

ICU 991 0.06 0.25 <0.004-4 993 99.3 99.8

Non-ICU 1037 0.06 0.25 <0.004->64 992 99.2 996
Achromobacter spp.

ICU 0.03 0.25 <0.004-8 - - -

Non-ICU 173 0.03 0.25 <0.004-2 - - -
B. cepacia species complex

Iy 103 0.06 0.5 <0.004-64 - - -

Non-ICU 134 0.06 <0.004->64 - - -

Figure 1. ICU source of infection (N=6759).
2% 2%

3%

5% .
= Pneumonia

12% " Bloodstream infection

m Skin/soft tissue infection
Urinary tract infection

w Other

76% ¥ Intra-abdominal infection

ICU, intensive care unit

ABC complex, Acinetobacter baumanni-calcoaceticus complex: CLSL, Clinical and Libcrawry Standards Institute; CRAB, carbapenem-resistant

A baumannii- complex; CRPA, resistant eruginosa; DTR PA, difficull-to-treat resistant P deruginosa; EUCAST,
European Committes on Antimicrobial Susceptibility Testing: FDA, US Food and Dmg Administration; ICU, intensive care unit; MIC, minimum inhibitory
concentration; MICsyso MIC required to inhibit growth of 250%/90% of isalates; NFGNB, nan-fermenting Gram-negative bacteria; s susu-pnmr “Criteria
a5 published by CLS| (2025), US FDA (2025), and EUCAST (2025). *Resistant andfor

piperacillin-tazobactam, ceftazidime, cefepime, aztreonam, meropene, imipenem, Fproflasacin, ind levoflocicn by CLSI bmakpeml! azsy

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

o] |,c,.l Mlc,., MIC range FDA®> | EUCAST"
CR P. aeruginosa (N=885)"

Cefiderocol 0.12 0.5 <0.004->64 98.4 95.0 97.5
Imipenem-relebactam 1 8 0.25->8 814 814 814
Ceftazidime-avibactam 4 32 0.5->32 82.0 820 820
Ceftolozane-tazobactam 1 >16 0.25->16 819 819 81.9
Cefepime 8 >32 1->32 544 54.4 54.4
Piperacillin-tazobactam 32 >128 4->128 42.3 423 423
Ciprofloxacin 05 >4 0.03->4 60.3 60.3 -
Amikacin 4 32 £0.25->32 87.3¢ 873 87.3
Colistin 05 1 0.12-8 0 99.8 -
DTR P. aeruginosa (N=159)4

Cefiderocol 0.25 2 <0.004->64 97.5 88.1 96.2
Imipenem-relebactam 4 >8 0.25->8 459 459 459
Ceftazidime-avibactam 16 >32 1->32 447 447 447
Ceftolozane-tazobactam 8 =16 1->16 484 484 484
Amikacin 16 >32 <£0.25->32 64.8° 648 64.8
Colistin 1 1 0.12-2 0 100 -
CR A. by ii-cals icus ¢ ,' (N=957)>

Cefiderocol 0.25 0.008->64 938 85.9 90.3
Ampicillin-sulbactam 64 >64 4->64 19 19 -
Minocycline 8 16 0.12->32 17.0 17.0 -
e eam-duriobactam R 4 02532 934 934 -
Colistin 05 >8 0.12->8 Q - 828
S. maltophilia (N=991)

Cefiderocol 0.06 0.25 <0.004-4 99.3 99.3 99.8
Aztreonam-avibactam 4 4 0.12->16 - = -
Levofloxacin 1 4 =0.015->32 84.7 = -
Minocycline 0.5 1 <0.06-8 929 - -
SMX/TMP <0.12 0.5 <0.12->4 97.2 - 97.2

CLSL, Clinical and Laboratory dards Institute; C| tant; DTR, difficul resistant; EUCAST, European Committee on
Antimiccbial Suscepiiy Testng FOA, US Food ind n.ug Administrationy ICU, intensive care unit; MIC, m:\wmummhwmmry concentration:
s MIC required 1 inhibit growth of 250%/50% of isolates: NFGNE, nan fermenting Gram:negative bacteria: 5, susceptible: SMXTME
“Crieria A1 (2025). US FOA (2025), and EUCAST (2025). "Resistant to meropenem and/ar
imipenem by CLS| breakpeints, “Using urinary tract infection breakpaints only, on-susceptible to piperacillin- tazobactam, ceftazidime,
cefepime, aztreonam, merapenem, imipenem, ciproficacin, and levofioxacin by CLS) breakpaints (2025

Table 3. Activity of cefiderocol and comparators against ICU isolates of
Pseudomonas aeruginosa resistant to BL-BLIs.

Y%Susceptible per CLSI/FDA/EUCAST"

CONCLUSIONS

» Cefiderocol demonstrated excellent in vitro activity against NFGNB collected in ICUs, with no

meaningful differences compared with isolates from non-ICU settings.

« These data suggest that cefiderocol is an important treatment option for patients with infections due
to a broad range of suspected or confirmed NFGNB in the ICU, including those with resistance to
carbapenems and novel BL-BLIs.

Resistance phenotype Cefiderocol CAZ-AVI C-T IMI-REL MEM-VAB
(resistant to) " C1SI FDA  EUCAST

CAZ-AVI 195 913 795 87.7 0 27.2 441 0/0/21.0
Cc-T 200 915 79.0 88.0 290 0 410  0/0/305
IMI-REL 168 940 850 91.1 347 298 0 0/0/6.5
MEM- VAB 442 966 91.6 95.2 651 686 645 0
BL-BLI, -l r; CAZ-AVI, ceft ; CLSI, Clinical and Lak Standards Institute C-T, ceftolozane/tazobactam;

EUCAST, European Committee on Antimicrobial Susceptibity Testing; FOA, US Food and Drug Administration; ICU, intensive care i
IMI-REL ; MEM-VAB, meropes *if only one value is shown, the CLSI, FOA, and EUCAST breakpoints are equivalent.

References: 1. Sader HS, et al. Diagn Micrabiol
Infect Dis. 2022 Jan;102(1):115557
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1. SENTRY (POSTER 1356)

S. Simon et al.,, Activity of Cefiderocol Against Non-Fermenting Gram-Negative
Isolates Collected from Intensive Care Unit Patients in US and European
Medical Centers as part of the SENTRY Antimicrobial Surveillance Program
(2020-2024)

Lo studio confronta l'attivita di cefiderocol e comparatori contro i batteri
Gram-negativi non fermentanti (NFGNB) isolati nelle unita di terapie
intensive (ICU) rispetto ai reparti ordinari, contesti dove la pressione
antibiotica € massima.

HIGHLIGHTS PRINCIPALI

® Tra i 6.759 isolati NFGNB provenienti da ICU, la specie piu rappresentata
e stata Pseudomonas aeruginosa (54,6%), seguita dal complesso Acineto-
bacter baumannii (25,4%) e da Steotrophomonas maltophilia (14,7%)

® Non sono emerse differenze significative nell'attivita di cefiderocol tra i due
setting (ICU e non-ICU).

® Contro Pseudomonas aeruginosa DTR, cefiderocol ha mostrato una sensi-
bilita del 96,2% secondo i criteri EUCAST; inoltre, negli isolati ICU resistenti
alle nuove combinazioni BL/BLI, ha mantenuto un'elevata attivita in vitro, con
valori di sensibilita compresi tra 91,3% e 96,6% secondo CLSI e tra 87,7% e
95,2% secondo EUCAST.

TAKE-HOME MESSAGE

Cefiderocol rappresenta un’opzione terapeutica per i pazienti
ospedalizzati in unita di terapia intensiva con infezioni da

bacilli Gram-negativi non fermentanti, inclusi quelli resistenti ai
carbapenemi e alle piu recenti associazioni 3-lattamico/inibitore
delle beta-lattamasi

27



RI DATI IN VITRO - SENTRY

Poster 1313

ESCMID Global 2026
17-21 April 2026
Munich, Germany

Contact: Boudewijn LM nge
Email: boudewijn.dejong hionogi.com

INTRODUCTION

+ Bloodstream infections (BSls) caused by Gram-negative bacteria can
become life threatening for patients, and many of these pathogens
are becoming increasingly resistant to antimicrobials.

+ The main objective of this surveillance study was to evaluate the in
vitro activity of cefiderocol against contemporary Gram-negative
bloodstream infection isolates, collected as part the SENTRY
Surveillance Program, particularly those with limited treatment
options due to high levels of resistance.

METHODS

= Isolates from patients with BSls caused by Gram-negative pathogens
were consecutively collected in US (n=62 sites), European (n=37),
Israeli (n=2) and Turkish (n=2) hospitals during 2020-2024 as part of
the SENTRY Antimicrobial Surveillance Program.

+ Minimum inhibitory concentrations (MICs) were determined
according to Clinical and Laboratory Standards Institute (CLSI)
methods using broth microdilution with cation-adjusted Mueller—
Hinton broth (CAMHB) for comparator agents and iron-depleted
CAMHB for cefiderocol.

= Non-susceptibility for comparator agents was based on CLSI
breakpoints and susceptibility for cefiderocol was assessed according
to CLSI, US Food and Drug Administration, and European Committee
on Antimicrobial Susceptibility Testing breakpoints. Resistance
phenotypes are defined in Table 1.

RESULTS

= A total of 14,916 Gram-negative bacterial isolates were collected.
The majority of isolates were Enterobacterales, with Escherichia coli
being the most prevalent species (Figure 1).

= Susceptibility to cefiderocol remained high for multidrug-resistant,
carbapenem-resistant (CR), and extensively drug-resistant
Enterobacterales and Pseudomonas aeruginosa, as well as for
difficult-to-treat resistant P. aeruginosa, CR Acinetobacter
baumannii-calcoaceticus species complex, and Stenotrophomonas
maltophilia (Table 1).

« Cefiderocol showed low MIC values (MIC ranges 0.008-1 pg/mL)
against Burkholderia cepacia species complex, Achromobacter spp.,
and Chryseobacterium spp. isolates (Table 2).

Activity of Cefiderocol Against Resistant Isolates Collected

From Bloodstream Infections During 2020 to 2024 as Part
of the SENTRY Antimicrobial Surveillance Program

Boudewijn LM. DeJonge’, Sean T. Nguyen',
Rodrigo E. Mendes?, Hidenori Yamas|

opher Longst shua M. Maher?,

4, Yoshinori Yamano*

SHIONOGI

Figure 1, BS| isolates collected as part of the SENTRY program (2020-2024).
A. Prevalence of Gram-negative isolates (n=14,916), B. Enterobacterales
isolates (n=12,435)*.
A.
Achromobacter spp., 0.4%
Chryseobacterium spp., <0.1%
Burkholderia spp., <0.1%"

s. maltophilia; 1% E“‘e"’:gf,’e’a'e‘;

Acinetobacter spp.; 3%

P. aeruginosa; 12%

Providencia spp., 0.5%
Raoultella spp., 0.4%
Pantoea spp., 0.2%
Hafnia alvei, 0.1%
Othert, 0.1%

Other Escherichia, <0.1%
Kluyvera spp., <0.1%

E. coli: 43%

K. pneumoniae; 17%

M. morganii, 1%
Citrobacter spp., 2%
Serratia spp., 4%

Proteus spp., 5%  Other Klebsiella spp., 5%

Enterobacter spp., 6%

81, bloodstream infection.
* Percentages shown as percentage of total number of isolates. * Includes Gram-negative rods in the family of
Enterobacteriaceae (n=1), Leclercia adecarboxylata (n=3), Lelliottia amnigena (n=2), Phytobacter diazotrophicus (n=2),
PBluralibacter gergoviae (n=5), Rahneila aquatils (n=2), iated Erwinia (n=1), and Yersir n=2)

Table 2. MIC distribution (number and cumulative percentage of isolates) of
cefiderocol against rare Gram-negative BS| isolates collected as part of the
SENTRY program (2020-2024). MIC;, and MICy, (for n210) values are shaded
light and dark grey, respectively.
Number and cumulative percentage of isolates
inhibited at cefiderocol MIC (ug/mL) of:
0.008 0.015 0.03 006 012 025 05
B. cepacia species 1 2 2 4 2
complex (n=13) _ (7.7%) (23.1%) (38.5%) (69.2%) (84.6%) —
Achromabacter 3 2 9 6 1
spp. (n=57)* (5.3%) (56.1%) (71.9%) (82.5% 96.5%) (98.2%) (100%)
Chryseobacterium 1 0 4 1 1
spp. (n=7)° (14.3%) (14.3%) (71.4%) (85.7%) (100%)

Species (n)

Table 1. Activity of cefiderocol against BSI isolates collected as part of the SENTRY program (2020-2024).

BS), bloodstream infection; MIC, minimum inhibitory concentration; MICsg., MIC required to inhibit growth of 250%/80% of isolates.
*Organisms included: Achromabacter insolitus (n=1), A (n=11), i pp. (n=45) *Organisms
included: Chryseobacterium arthrosphaerae (n=2), C. hominis (n=1), C. indologenes (n=4).

a a

Isolate set MICg, (pg/mL) | MICy, (pg/mL) h::x :’:‘I.g)e C F EUST-

Enterobacterales (n=12,435) 0.06 0.5 <0.004->64 99.7 99.7 99.0
Multidrug-resistant (n=3,508)" 0.25 2 <0.004->64 99.0 99.0 96.6
Carbapenem-resistant (n=309)¢ 1 4 0.015->64 929 92.9 82.8
Extensively drug-resistant (n=114)d 2 8 0.015-32 84.2 84.2 71.9

P. aeruginosa (n=1,723) 0.12 0.5 <0.004-32 99.8 98.8 99.5
Multidrug-resistant (n=211)® 0.25 1 20.004-32 98.1 934 95.7
Carbapenem-resistant (n=253)¢ 0.12 0.5 <0.004-32 984 94.5 96.4
Extensively drug-resistant (n=62)4 0.25 2 0.008-32 95.2 88.7 919
Difficult-to-treat resistant (n=43)¢ 0.25 1 0.008-32 979 93.0 95.3

A. baumannii-calcoaceticus species complex (n=356) 0.25 2 0.008->64 95.8 88.8 -
Carbapenem-resistant (n=240)¢ ) 025 2 _0.03->64 946 850 -

S. maltophilia (n=219) 0.06 0.25 0.008-16 99.5 99.5 -

BSl, bloodstream infection; CLSI, Clinical and Laboratory Standards Institute; EUCAST, European Committee on Antimicrobial Susceptibility Testing; FDA, US Food and Drug Administration; |, intermediate; MIC, minimum inhibitory concentration; MIC ., MIC required to inhibit

growth of 250%/90% of isolates; R, resistant; S, susceptible.

#Criteria as published by CLSI (2025), US FDA (2025), and EUCAST (2025). *Non-susceptible to >1 agent in three or more antimicrobial categories by CLSI breakpoints; “Resistant to meropenem and/or imipenem by CLSI breakpoints; 9Non-susceptible to >1 agent in all but two or
9 i

ategories by CLS “Non-susceptible to f-lactams and flucroquinolones by CLSI breakpoints.

CONCLUSION

Highly resistant Gram-negative isolates collected from BSls, for which
treatment options are limited, remained susceptible to cefiderocol.
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2. SENTRY (POSTER 1313)

B.L.M. Dejonge et al., Activity of Cefiderocol Against Resistant Isolates
Collected From Bloodstream Infections During 2020 to 2024 as Part of the
SENTRY Antimicrobial Surveillance Program

Lo studio ha valutato I'attivita in vitro di cefiderocol contro un vasto set di
isolati Gram-negativi responsabili di infezioni del torrente ematico (BSI),
con un focus su isolati con opzioni di trattamento limitate.

HIGHLIGHTS PRINCIPALI

@ Sono stati raccolti 14.916 isolati tra il 2020 e il 2024 in ospedali di USA, Euro-
pa, Israele e Turchia. La maggior parte degli isolati apparteneva alle Entero-
bacterales (83%).

® Cefiderocol ha mantenuto tassi di sensibilita molto alti (secondo i criteri
CLSI) per Enterobacterales (99,7%), Pseudomonas aeruginosa (99,8%) e il
complesso Acinetobacter baumannii-calcoaceticus (95,8%).

® Cefiderocol ha mostrato una sensibilita elevata anche nei confronti di isolati
con opzioni di trattamento limitate: 92,9% per le Enterobacterales carbape-
nem-resistenti (CRE) e 97,9% per Pseudomonas aeruginosa DTR.

TAKE-HOME MESSAGE
Cefiderocol ha mostrato un'elevata attivita in vitro contro patogeni

Gram-negativi multiresistenti isolati da circolo ematico, inclusi
fenotipi CRE e Pseudomonas aeruginosa DTR, in contesti in cui le
opzioni terapeutiche possono essere limitate.
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