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Phase 3 Clinical Studies

APEKS-NP, a Phase 3, multicenter, randomized, double-blind, noninferiority trial evaluated the efficacy and safety
of cefiderocol vs meropenem in patients with nosocomial pneumonia caused by Gram-negative bacteria'?2

* ACM at Day 14 was 19% in the cefiderocol arm and 22% in the meropenem arm for patients with Acinetobacter
spp. infections':2

* ACM rates for infections caused by Acinetobacter spp. with meropenem MIC >8 ug/mL were similar at Day 14
(cefiderocol arm: 28%; meropenem arm: 28%)?

CREDIBLE-CR, a Phase 3, multicenter, randomized, prospective, open-label, parallel-group, descriptive study
evaluated the efficacy and safety of cefiderocol or BAT in adult patients with serious infections caused by CR
Gram-negative bacteria3+4

* Clinical cure rate at TOC was 41% in the cefiderocol arm and 53% in the BAT arm for patients with CR
Acinetobacter spp. infections?

* ACM was higher for patients with Acinetobacter spp. infections in the cefiderocol arm than in the BAT arm
through EOS (cefiderocol: 50%; BAT: 18%)

— Increased mortality may have been impacted by the higher proportion of patients in the cefiderocol group
compared to the BAT group at baseline with CrCl <50 mL/min (cefiderocol: 33%; BAT: 18%), ongoing shock
(cefiderocol: 19%; BAT: 6%) or shock within 31 days prior to randomization (cefiderocol: 26%; BAT: 6%),
or ICU at randomization (cefiderocol: 81%; BAT: 47%)

Real-World Evidence

Giannella et al (2023) conducted a retrospective, observational, descriptive cohort study (ARES) in 147 patients
treated with cefiderocol for CR Acinetobacter spp. across 4 European countries®

* The overall clinical success rate was 53.1%, with a survival rate at Day 28 of 44.9%

PROVE was a multicenter retrospective chart review study describing the clinical and microbiological characteristics
and outcomes in patients receiving cefiderocol for the first time treatment of serious Gram-negative bacterial infections,
including those caused by Acinetobacter baumannii, in a real-world setting®’”

* Interim global analysis: Clinical cure rate for A. baumannii infections (n=96) was 60.4% and 30-day ACM rate
was 24%°8

* Final global analysis (1075 total hospitalizations): Clinical cure rate for A. baumannii infections (n=195) was 60.5%,
and the 30-day ACM was 28.2%7
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Real-World Evidence (Cont.)

In observational studies, treatment with cefiderocol was associated with significantly lower 28- and 30-day ACM
compared to non-cefiderocol treatment®®

Outcomes in patients with CRAB infections among several observational, retrospective studies have been reported %1
* The 30-day ACM was 34% and 55.8% in the cefiderocol and colistin-based regimen arms, respectively (P=0.018)10

* Patients treated with cefiderocol-containing regimens had significantly lower 14- and 30-day mortality rates
compared to patients treated with colistin

In a study of patients with CRAB infections, patients that received cefiderocol-based treatment (n=60) were compared
to a historical control group that previously received colistin-based therapy (n=51)12

* The 30-day mortality rate was 51% and 37% for the cefiderocol and colistin groups, respectively (P=0.13)
* Clinical cure was achieved by 73% and 67% of patients in the cefiderocol and colistin-groups, respectively (P=0.440)

* The study did not identify any independent predictors of mortality or clinical cure

A retrospective study compared outcomes in patients with COVID-19 and CRAB co infections who were receiving
cefiderocol or colistin?

* ACM at Day 28 was 55% and 58% in patients treated with cefiderocol and colistin, respectively (P=0.706)
N

p
Surveillance Studies

The in vitro activity of cefiderocol against resistant Acinetobacter spp. has been demonstrated in several multinational
surveillance studies (eg, SENTRY)14-19




Fetroja® - Activity Against @) sHioNoGl
Resistant Acinetobacfter spp.-

This medical response contains information in addition to that provided in the Fetroja® (cefiderocol) for injection, for intravenous use Full
Prescribing Information approved by the US Food and Drug Administration (FDA). Shionogi does not recommend the use of Fetroja in any
manner other than as described in the Full Prescribing Information. Please read the attached Fetroja Full Prescribing Information.

Summa Phase 3 Real-World Surveillance Relevant Prescribing Literature Search,
Y Clinical Studies Evidence Studies Information Abbreviations & References
APEKS-NP CREDIBLE-CR

Methods Results

Phase 3 Clinical Studies

APEKS-NP
Methods

* APEKS-NP (NCT03032380) was a Phase 3, multicenter, randomized, double-blind, parallel-group, noninferiority study that
assessed the efficacy and safety of cefiderocol in patients with VABP, HABP, or HCABP caused by suspected Gram-negative
pathogens (Figure 1)'

Figure 1. APEKS-NP Study Design’
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Linezolid2 600 mg .
IV q12h for 25 days * Safety until EOS

Abbreviations: ACM, all-cause mortality; EOS, end of study; EOT, end of treatment; h, hours; IV, intravenous; mITT, modified intention-to-treat;
g12h, once every 12 hours; g8h, once every 8 hours; RTI, respiratory tract infection; TOC, test of cure.

aAdministered to cover Gram-positive bacteria.

bIn the mITT population (noninferiority margin, -12.5%), defined as all randomized patients who received 21 dose of a study drug and had evidence
of a Gram-negative lower RTI.

CEQT + 28 days (+3 days).

dEQT + 7 days (2 days).
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Methods Results

Phase 3 Clinical Studies

APEKS-NP
Results
* Patients (N=300) were randomly assigned to treatment arms (cefiderocol, n=148; meropenem, n=152)"

¢ Day 14 ACM was evaluated in the mITT population (cefiderocol, n=145; meropenem, n=147), which excluded patients
with only Gram-positive monomicrobial infections (3 patients in each arm)’

¢ 53 patients had Acinetobacter spp. infections, including:
— A. baumannii (cefiderocol, n=23; meropenem, n=24)'
— Acinetobacter nosocomialis (cefiderocol, n=2; meropenem, n=1)'
— Acinetobacter pittii (cefiderocol, n=1; meropenem, n=0)'
— Acinetobacter junii and Acinetobacter nonspeciated (cefiderocol, n=0; meropenem, n=1; each)?

* Results for ACM at Day 14, Day 28, and EOS, and clinical and microbiological outcomes are summarized in Table 1
and Table 2, respectively

Table 1. ACM in the mITT Population? @ Table 2. Outcomes at TOC Based on (%)
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Table 1. ACM in the mITT Population'?
Population Cefiderocol, Meropenem, Treatment Difference
n/N (%) n/IN (%) (95% Cl)
Day 14
Overall mITT 18/145 (12) 17/146 (12) 0.8 (-6.7 t0 8.2)
Ir:g;g:h Acinetobacter spp. 5/26 (19) 6/27 (22) _3(-24.8t0 18.8)
Meropenem MIC >8 ug/mLab
Yes 5/18 (28) 5/18 (28) 0 (-29.3 to 29.3)
No 0/7 (0) 1/9 (11) —11.1 (NA)
Day 28
Overall mITT 30/143 (21) 30/146 (21) 0.5 (-8.7 t0 9.8)
I”r:g;g:h Acinetobacter spp. 8/25 (32) 8/27 (30) 2.4 (-22.7 to 27.5)
Meropenem MIC >8 ug/mLab
Yes 6/18 (33) 7/18 (39) -5.6 (—36.9 to 25.8)
No 1/6 (17) 1/9 (11) 5.6 (NA)
EOS
I':g;‘(’::h Acinetobacter spp. 9/25 (36) 9/27 (33) 2.7 (-23.2 to 28.6)
Meropenem MIC >8 ug/mLab
Yes 7/18 (39) 8/18 (44) -5.6 (=37.7 t0 26.6)
No 1/6 (17) 1/9 (11) 5.6 (NA)

treat; NA, not applicable; spp., species.

bPost hoc analysis.

Percentages for overall mITT were calculated as the number of patients who died from any cause at or before Day 14 or Day 28 divided by the total
number of patients in the analysis populations or within subgroups with known survival status at Day 14 or Day 28.
Abbreviations: ACM, all-cause mortality; Cl, confidence interval; EOS, end of study; MIC, minimum inhibitory concentration; mITT, modified intention-to-

aPercentages are calculated using the number of patients with nonmissing baseline Acinetobacter spp. infections (ie, A. baumannii, A. nonspeciated
in the meropenem MIC >8 pg/mL category) with known survival status as the denominator (1 patient withdrew from the study).

Table adapted from Wunderink et al. Lancet Infect Dis. 2021 (plus Supplementary Material).
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Results

Table 2. Outcomes at TOC Based on Meropenem MIC >8 ug/mL for Acinetobacter spp.

(mITT Population)?

Meropenem MIC

Meropenem MIC

>8 pyg/mL? <8 pg/mL
Cefiderocol Meropenem Cefiderocol Meropenem Cefiderocol Meropenem
(n=26) (n=27) (n=18) (n=18) (n=7) (n=9)
Clinical outcomes
Clinical cure 14 (54) 15 (56) 8 (44) 9 (50) 6 (86) 6 (67)
Clinical failure 6 (23) 8 (30) 4 (22) 5 (28) 1(14) 3 (33)
Indeterminate 6 (23) 4 (15) 6 (33) 4 (22) 0 0
Microbiological outcomes
Eradication 11 (42) 9 (33) 6 (33) 4 (22) 5(71) 5 (56)
Persistence 5(19) 8 (30) 3(17) 6 (33) 1(14) 2 (22)
Indeterminate 10 (39) 10 (37) 9 (50) 8 (44) 1(14) 2 (22)
Abbreviations: mITT, modified intention-to-treat; MIC, minimum inhibitory concentration; spp., species; TOC, test of cure.
aPost hoc analysis.
Table adapted from Wunderink et al. Lancet Infect Dis. 2021.
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Phase 3 Clinical Studies

CREDIBLE-CR
Methods

* CREDIBLE-CR (NCT02714595) was a prospective, randomized, open-label, multicenter, parallel-group, descriptive, Phase 3
study that assessed the efficacy and safety of cefiderocol and BAT in hospitalized patients with severe CR bacterial infections
(Figure 2)3

* CREDIBLE-CR was a descriptive study with no hypothesis testing or formal inferential analyses?

Figure 2. CREDIBLE-CR Study Design?®

Eligibility Criteria

Cefiderocol?2 g

+ Hospitalized patients & 3 h1V g8h for 7-14 days® Primary Endpoints

with severe CR 5

bacterial infections @  Clinical cure rate at TOC visit for patients
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o . . . . .
nosocomial ° BAT¢ » Microbiological eradication rate at TOC
i 3 for patients with cUTId
pneumonia, 4 IV for 7-14 days®

BSl/sepsis, or cUTI

Abbreviations: BAT, best-available therapy; BSI, bloodstream infection; CR, carbapenem-resistant; cUTI, complicated urinary tract infection; h, hours;
HABP, hospital-acquired bacterial pneumonia; HCABP, healthcare-associated bacterial pneumonia; IV, intravenous; q8h, once every 8 hours; TOC, test

of cure; VABP, ventilator-associated bacterial pneumonia.

aCould be complemented with 1 adjunctive antibiotic therapy, excluding polymyxins, cephalosporins, and carbapenems and combinaions with a B-lactamase
inhibitor.

bCould be extended up to 21 days at the discretion of the investigator.

cSelected before randomization and could consist of up to 3 systemic antibiotics.

dDefined as all patients with a confirmed CR Gram-negative pathogen who received 21 dose of study drug.
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Phase 3 Clinical Studies

CREDIBLE-CR (Cont.)

Clinical & Microbiological Outcomes
* Patients (N=152) were randomly assigned to treatment arms (Table 3)3

Table 3. Population Randomization in Analyses Sets?®

n Cefiderocol BAT
ITT and safety population (n=150)2 101 49
CR-Micro-ITT population (n=118)P 80 38

Abbreviations: BAT, best-available therapy; CR-Micro-ITT, carbapenem-resistant microbiological ITT; ITT, intention-to-treat.

2Received treatment.
bPatient’s baseline Gram-negative pathogen was CR as confirmed by central laboratory testing.

Table adapted from Bassetti et al. Lancet Infect Dis. 2021.

* Clinical and microbiological outcomes in patients with A. baumannii and A. nosocomialis are shown in Table 44

Table 4. Summary of Outcomes at TOC in the CR-Micro-ITT Population*

Patients with A. baumannii Infection |Patients with A. nosocomialis Infection

Cefiderocol BAT Cefiderocol BAT
(n=37) (n=17) (n=2) (n=0)
Clinical outcomes
Clinical cure 16 (43) 9 (53) 0 NA
Clinical failure 17 (46) 6 (35) 1 (50) NA
Indeterminate 4 (11) 2(12) 1 (50) NA
Microbiological outcomes
Eradication 10 (27) 5(29) 0 NA
Persistence 5(14) 4 (24) 0 NA
Indeterminate 22 (60) 8 (47) 2 (100) NA
Abbreviations: BAT, best-available therapy; CR-Micro-ITT, carbapenem-resistant microbiological intention-to-treat; NA, not applicable; TOC, test of cure.
Table adapted from Bassetti et al. Lancet Infect Dis. 2021 (Supplementary Appendix).
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Phase 3 Clinical Studies

CREDIBLE-CR (Cont.)

Mortality

* Higher ACM through EOS was observed in the cefiderocol arm vs BAT arm (34% [34/101] vs 18% [9/49], respectively)*

* No deaths were considered to be related to cefiderocol (eg, drug toxicity)?

* ACM was higher in the cefiderocol arm than in the BAT arm for patients with polymicrobial Pseudomonas aeruginosa
and Acinetobacter spp. infections but identical for patients with only P. aeruginosa infections (Table 5)3

* Outcomes suggest that the difference in ACM between the cefiderocol and BAT arms may have been impacted
by the difference in ACM in the subset of patients with Acinetobacter spp. infections®

* Among patients with Acinetobacter spp. infections at baseline, the following parameters were higher in the cefiderocol arm
vs BAT arm, respectively:34
— Incidence of CrCl <50 mL/min: 33% vs 18%
— Ongoing shock: 19% vs 6%
— Shock within 31 days before randomization: 26% vs 6%
— ICU admission at randomization: 81% vs 47%
* Mortality rates at Day 14, Day 28, and EOS in patients with and without Acinetobacter spp. infections are shown in Table 6*
— An additional study compared the ACM rates with Acinetobacter spp. infections in CREDIBLE-CR with those in other
pathogen-focused studies?®
— ACM rates with Acinetobacter spp. infections in CREDIBLE-CR were found to be comparable to those reported in other
pathogen-focused studies (Figure 3)2°

Table 5. ACM Rates Through EOS (@ Table 6. Mortality at Day 14, Day 28, (@

Population*

Patients with Acinefobacier spp. Infection® Patients without Acinetobacter spp. Infection

Cefiderocol BAT Cefiderocol BAT
(n=42) (n=17) (n=59) (n=32)

Day 14 12 (29) 38 71(12) 3@
Day 28 16 (38) 3(18) 9(15) 6(19)

EOS 21(50) 3(18) 13(22) 6(19)

Figure 3. Day 28 ACM Rates in @
CR-Acinetobacter-Focused Studies?° «
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Table 5. ACM Rates Through EOS by Pathogen (Safety Population)?
nIN (%) Ce(‘:::‘;g‘;‘)m'
Acinetobacter spp.2 21/42 (50) 3/17 (18)
A. baumannii 19/39 (49) 3/17 (18)
Klebsiella pneumoniae 8/34 (24) 4/16 (25)

without Acinetobacter spp. 6/28 (21) 4/15 (27)
P. aeruginosa 6/17 (35) 2/12 (17)

without Acinetobacter spp. 2/11 (18) 2/11 (18)
Escherichia coli 1/6 (17) 0/3 (0)

without Acinetobacter spp. 0/3 (0) 0/1 (0)
Stenotrophomonas maltophilia 4/5 (80) NA

without Acinetobacter spp. 2/3 (67) NA
Data are n/N (%); n, number of cases; N, total number of patients within the category.
Abbreviations: ACM, all-cause mortality; BAT, best-available therapy; EOS, end of study; NA, not available; spp., species.
alncludes A. baumannii (cefiderocol, n=39; BAT, n=17), A. nosocomialis (cefiderocol, n=2; BAT, n=0), and A. radioresistens (cefiderocol, n=1; BAT, n=0).
Table adapted from Bassetti et al. Lancet Infect Dis. 2021.
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Table 6. Mortality at Day 14, Day 28, and EOS in Patients in the Safety Population?
Patients with Acinetobacter spp. Infection? Patients without Acinetobacter spp. Infection

Mortality,

n (%) Cefiderocol BAT Cefiderocol BAT
(n=42) (n=17) (n=59) (n=32)

Day 14 12 (29) 3(18) 7(12) 3(9)

Day 28 16 (38) 3(18) 9 (15) 6 (19)

EOS 21 (50) 3(18) 13 (22) 6 (19)

Abbreviations: BAT, best-available therapy; EOS, end of study; spp., species.
alncludes A. baumannii (cefiderocol, n=39; BAT, n=17), A. nosocomialis (cefiderocol, n=2; BAT, n=0), and A. radioresistens (cefiderocol, n=1; BAT, n=0).

Table adapted from Bassetti et al. Lancet Infect Dis. 2021 (Supplementary Appendix).
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Figure 3. Day 28 ACM Rates in CR-Acinetobacter-Focused Studies?®

CR Acinetobacter spp. infections

Clinical Trial Antibiotic Day 28 ACM Mortality % (95% Cl)
% (n/N)
colistin + rifampicin 43.3% (45/104) —
Durante-Mangoni
NCT01577862)%
( ) colistin 42.9% (45/105) @
colistin + fosfomycin 46.8% (22/47) —
Sirijatuphat
(NCT01297894)34
colistin 57.4% (27147) —
colistin + meropenem 52.2% (84/161 '—.—'
AIDA ? “ )
NCT01732250)%2
( ) colistin 46.4% (70/151) ——
cefiderocol 38.5% (15/39) . 4
CREDIBLE-CR*
(NCT02714595)3"
BAT 17.7% (3117) °

0 1.0 2l0 3'0 4.0 5'0 6'0 7'0 8.0 9l0 1(')0
This image is used under a Creative Commons CC BY NC ND 4.0 International License specific to the article published by Informa UK Limited,

trading as Taylor & Francis Group: Lodise TP et al. Expert Rev Anti Infect Ther. 2022;20(5):707-719. doi: 10.1080/14787210.2022.2020099

Abbreviations: ACM, all-cause mortality; BAT, best-available therapy; Cl, confidence interval; CR, carbapenem-resistant; CR-micro-ITT population,
CR microbiological ITT; ITT, intention-to-treat.
Figure adapted from Lodise et al. Expert Rev Anti Infect Ther. 2022.
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ARES PROVE Observational Studies Retrospective Studies

Real-World Evidence

Giannella et al (2023) conducted a retrospective, observational, descriptive cohort study (ARES) in 147 adult patients with
CR Acinetobacter spp. infections between April 2020 and April 2021 across 4 European countries. Cefiderocol was obtained
through the EAP in Europe, and initiated for 272 h in patients receiving cefiderocol for the first time. Clinical success, defined
as a composite of clinical resolution of signs and symptoms of infection at Day 14, or survival at Day 28 following the initial
dose of cefiderocol, was the primary outcome.®

* Secondary outcomes included clinical outcomes (resolution of signs and symptoms of infection and treatment failure
at Day 7 and Day 14 and relapse of primary infection), survival at Day 14 and Day 28, and safety

Results®

* Overall, 78/147 (53.1%) patients achieved clinical success, with 58 (39.5%) patients achieving resolution of infection
at Day 14 and 66 (44.9%) patients surviving through Day 28
— In total, 46 (31.3%) patients had both resolution of infection at Day 14 and survived through Day 28

¢ Similar clinical success was observed between patients with monomicrobial compared to polymicrobial infections
(58/111 patients [52.3%] vs 20/36 patients [55.6%])

— 44/96 (45.8%) patients with RTls as the primary site of infection achieved clinical success, while the clinical success
rate for BSI| with unknown source and catheter-related BSI was achieved in 12/23 (52.2%) and 12/16 (75%) patients,
respectively

* The clinical success rates for patients with and without septic shock was 26/70 (37.1%) vs 35/56 (62.5%); with and without
COVID-19 was 57/120 (47.5%) vs 21/27 (77.8%) respectively

— Where both COVID-19 and septic shock were present, the clinical success rate was 18/58 (31%)

* When cefiderocol was used as a first-line therapy, the clinical success rate was 15/22 (68.2%), while the rate was higher
in those given monotherapy compared to combination therapies (30/49 [61.2%] vs 48/98 [49%])

Safety®

* ADRs occurred in 7 (4.8%) patients with 2 (1.4%) patients experiencing 3 severe/serious ADRs
(cardiac arrest, renal tubular necrosis, and tubulointerstitial nephritis)
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Real-World Evidence

PROVE (Retrospective Cefiderocol Chart Review Study)®’

* PROVE was an international, multicenter, retrospective chart review study investigating clinical and microbiological
characteristics and outcomes following cefiderocol treatment

¢ This real-world study included patients with documented Gram-negative bacterial infections, including A. baumannii,
treated with cefiderocol for 272 h, along with information on doses, type of infection, and clinical outcomes

¢ Patients receiving cefiderocol before local commercial availability are excluded from the study

Methods®

¢ Antibiotic susceptibility testing, by zone size or MIC according to laboratory preference, was conducted locally
on index culture samples taken before cefiderocol initiation

* Susceptibility is defined according to the breakpoints recommended by CLSI M100 31st and 32" editions
(MIC<4 pg/mL; zone size 215 mm) and FDA 2022 recommendations (MIC<1 pug/mL; zone size 219 mm)

* In the less common event of cefiderocol being used empirically, cultures were collected after antibiotic initiation®

* Outcomes were clinical resolution defined as evidence of resolution/improvement without relapse of A. baumannii
infection at end of cefiderocol treatment, 30-day ACM from first cefiderocol dose, and AEs

Interim Results®

Baseline Characteristics®

¢ Atinterim analysis, 98 patients with A. baumannii infection were treated with cefiderocol (71 from the US, 27 from Europe)
* Median age on admission was 57 years

¢ Qverall, 92.9% of patients had comorbid conditions at baseline; the most frequent were hypertension (29.6%),
hemiplegia, paraplegia, or quadriplegia (16.3%), uncomplicated diabetes mellitus (15.3%), and moderate or severe
renal disease (15.3%)

Infection Sites, Pathogens, and Antimicrobial Susceptibility®
* Monomicrobial infections accounted for 61 (63.5%) of the primary infections presented by patients

* The most frequent infections were respiratory infections and bacteremia, accounting for 36% and 26.2%
of monomicrobial infections, and 57.1% and 8.6% of polymicrobial infections, respectively

* Of 90 A. baumannii isolates with susceptibility results, 83 (92.2%) were CR

¢ A. baumannii susceptibility to cefiderocol was assessed in 44 patients, of which 37 (84%) and 33 (75%)
were susceptible based on CLSI and FDA breakpoints, respectively
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Real-World Evidence

PROVE (Retrospective Cefiderocol Chart Review Study) (Cont.)

Interim Results (Cont.)

Cefiderocol Utilization®

* Documented infection was the most frequent reason for starting cefiderocol (78.6%) (Table 7)
* Treatmentin 8.2% of patients was as empiric therapy for suspected CR GNBI

* Cefiderocol was used as monotherapy in 40.8% of cases

* Median duration of cefiderocol treatment was 11.5 days

Table 7. Characteristics of Cefiderocol Utilization®

Characteristic n %
Reason for starting cefiderocol (n=98)
Documented infection 77 78.6
Salvage treatment, prior antibiotics failed 12 12.2
Empiric for suspected CR GNBI 8 8.2
Other 1 1
Any GNA used with cefiderocol? (n=58)
Aminoglycosides 2 2
Carbapenems 4 4.1
Polymyxins 17 17.3
Tetracyclines and tigecycline 26 26.5
Others 29 29.6
Abbreviations: CR, carbapenem-resistant; GNA, Gram-negative antibiotic; GNBI, Gram-negative bacterial infection.
PGNA used for at least 2 days with start date on or after cefiderocol initiation date but not after last cefiderocol dose.
Table adapted from Timsit et al. ECCMID. 2023.

Infection Severity®
* Vasopressor support was received by 30.2% of patients and was associated with ~3x the risk of mortality
* During cefiderocol treatment, 44.8% received mechanical ventilation and 57.3% were in an ICU setting
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Real-World Evidence

PROVE (Retrospective Cefiderocol Chart Review Study) (Cont.)
Results®

* Overall, 60.4% of patients achieved clinical cure and the mortality rate 30 days after starting cefiderocol was 24%
¢ Clinical cure rates and 30-day ACM for monomicrobial and polymicrobial infections varied by site (Table 8)
— Monomicrobial infections (n=61): clinical cure rate=36 (59%), 30-day ACM=14 (23%)
— Polymicrobial infections (n=35): clinical cure rate=22 (62.9%), 30-day ACM=9 (26%)
— Documented infections classified as salvage (n=12): clinical cure rate=7 (58.3%), 30-day ACM=2 (16.7%)
— Empirically treated patients (n=6): clinical cure rate=5 (83.3%); mortality=0

Table 8. Clinical Outcomes®

Overall Clinical Cure®
n % n Y
Number of patients 96 58 60.4
Index Infection Type
Monomicrobial — primary 61 635 36 59
infection site
Blood only 7 7.3 3 429
Blood & other (same
pathogen)© 9 9.4 3 333
| Respiratory only 22 22.9 14 63.6
Other sites® 23 24 16 69.6
Polymicrobial - primary 35 36.5 22 62.9
infection site | |
Blood only 1 1 1 100
| "Blood & other (same | P 21 q 50
|_pathogen)® ! !
| Respiratory only | 20 | 208 | 12 60
Other sites® | 12 | 13 | 8 67
| Other primary infection site pathogens (210%)

K. pneumoniae " 11.5 7
P. aeruginosa 15 15.6 6

636

30-Day Post-Cefiderocol

n
23

14

© | hjw & |w

wlen| = |1

Mortality

U2

Y
24

364

\

Cefiderocol Utilization
Cefiderocol as monotherapy®

Yes 39 40.6 27
| No 57 594 31

Carbapenem resistant (n=90)

Yes | 83 | 92.2 | 50

No 7 73 5

Safety’

69.2

60.2
714

* Among patients with primary A. baumannii infections (n=96), 2 (2%) patients had adverse drug reactions,

including 1 case of interstitial nephritis which resulted in drug withdrawal

Clancy et al (2024) reported the final global results of the PROVE study for patients from the US and Europe.”

Final Global Results’

¢ Of the total 1075 hospitalizations, A. baumannii infection was the primary pathogen in 195 cases
* The clinical cure rate for patients with infections due to A. baumannii treated with cefiderocol was 60.5%,

while the ACM at Day 30 was 28.2%
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Table 8. Clinical Outcomes®

30-Day Post-Cefiderocol

. . b
Overall Clinical Cure Mortality

n % n % n %
Number of patients? 9% | | 58 | 604 | 238 | 24

Index Infection Type

mge"c‘:ch;?t'Z'a' ~ primary 61 63.5 36 59 14 23
Blood only 7 7.3 3 42.9 3 42.9
S;ﬁggir?)tf‘er (same 9 9.4 3 333 4 44.4
Respiratory only 22 22.9 14 63.6 3 13.6
Other sites® 23 24 16 69.6 4 17
:’;L‘L‘:fr:‘:’t':' ~ primary 35 36.5 22 62.9 9 26
Blood only 1 1 1 100 - -

E;‘iﬁggi:;fer (same 2 2.1 1 50 1 50
Respiratory only 20 20.8 12 60 5 25
Other sites® 12 13 8 67 3 25
Other primary infection site pathogens (210%)

K. pneumoniae 11 11.5 7 63.6 4 36.4
P. aeruginosa 15 15.6 6 40 5 33.3
Cefiderocol as monotherapy®

Yes 39 40.6 27 69.2 6 15.4
No 57 59.4 31 54.4 17 29.8
Carbapenem resistant (n=90

Yes 83 92.2 50 60.2 23 27.7
No 7 7.3 5 71.4 — —

aNumber of patients includes only those with a primary site culture of A. baumannii; two co-infections unrelated to the primary infection that prompted
cefiderocol use were excluded.

bClinical cure based on answer to the Clinical Assessment question: resolved, improved = cured; resolved then relapse, failure, or unknown = Not cured.
cSame A. baumannii pathogen at both sites.

dOther sites include bone/joint, skin/wound, urine, intra-abdominal, other.

eMonotherapy defined as cefiderocol only without overlap of other Gram-negative antibiotics.

Table adapted from Timsit et al. ECCMID. 2023.
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Real-World Evidence

Observational Studies®'"

Cohort Study?®

* An observational cohort study examined the association between cefiderocol-containing treatment regimens
and 28-day mortality in ICU patients (N=121) with VAP due to CRAB, as well as COVID-19

* Effect of cefiderocol was assessed as both monotherapy and in combination (within 72 h of treatment initiation)
with other agents for the treatment of CRAB

Methods?

* The study population included patients 218 years of age

* Cefiderocol was administered as 2 g q8h (3 h infusion), adjusted for renal function

* All patients also received high-dose nebulized colistimethate

* Propensity scores were calculated to balance the patients that received either cefiderocol or non-cefiderocol regimens

Outcome Measures?
* Primary outcome was 28-day ACM
* Secondary outcomes:
— Need for IMV 28 days following CRAB-VAP diagnosis
— Cefiderocol resistance development (based on EUCAST clinical breakpoints)
— VAP relapse
— Microbiological failure

Results®

Patient Characteristics®

e 28 (23%) patients were female

* Median age (IQR) was 66 (59-72) years
* Median (IQR) CCI was 4 (3-6)

* Median (IQR) SOFA score was 8 (5-10)

Treatment Regimens?
* 55 patients received a cefiderocol-containing treatment regimen; 66 received a non-cefiderocol containing regimen
* Patients received cefiderocol as monotherapy or in combination with other antibiotics for CRAB. The most frequent were:
— Cefiderocol monotherapy: 12 (21.8%)
— Cefiderocol + colistin: 18 (29%)
— Cefiderocol + colistin + tigecycline: 11 (20%)
* Non-cefiderocol treatment regimens most frequently included:
— Colistin + tigecycline + fosfomycin: 48 (72.7%)
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Real-World Evidence

Observational Studies (Cont.)

Cohort Study (Cont.)

Results (Cont.)

Study Outcomes®

* Patients receiving a cefiderocol treatment regimen had significantly lower 28-day mortality (44%) compared to non-cefiderocol
regimens (67%) (P=0.011)

* Microbiological failure occurred more frequently with cefiderocol regimens compared to non-cefiderocol containing regimens
(53% vs 31%, respectively) (P=0.038)

* Relapse of VAP occurred in 16% and 13% of patients that received cefiderocol regimens and cefiderocol non-containing
regimens, respectively (P=0.73)

* The need for mechanical ventilation within 28 days of VAP diagnosis occurred in 35% and 4.5% of patients that received
cefiderocol regimens and non-cefiderocol containing regimens, respectively (P=0.008)

* The propensity-adjusted multiple logistic regression model showed cefiderocol treatment was predictive of 28-day survival
(OR, 0.35; 95% ClI, 0.14 to 0.83)

* Multiple variables were significantly associated with greater risk of 28-day mortality:
— CCI (OR, 1.36; 95% ClI, 1.16 t0 1.78)
— SOFA score (OR, 1.24; 95% ClI, 1.09 to 1.57)
— Septic shock (OR, 3.71; 95% ClI, 1.44 to 12.73)

* Of 20 (10%) patients with follow-up susceptibility results that received cefiderocol, 2 developed resistance

Safety®

* Incidence of AEs was not significantly different between the treatment groups

* AKI was reported in 5 (9.1%) patients in the cefiderocol group and in 11 (17%) patients in the non-cefiderocol treatment group
(P=0.22)
— LFTs >2x ULN occurred in 1 patient in each group
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Real-World Evidence

Observational Studies (Cont.)

Comparative Study®

* A comparative, retrospective, observational, study was conducted to evaluate the safety and efficacy of cefiderocol
vs colistin treatment in patients with BSI due to monomicrobial CRAB (N=118)

Methods®

* The study population included patients =18 years of age

* Patients had to receive 248 h of cefiderocol treatment

* 43 patients were treated with cefiderocol-based regimens; 75 patients received colistin-based regimens

Outcome Measures®
* Primary endpoint was 30-day ACM
* Key secondary endpoints included:
— Incidence of 30-day infection-related mortality
— Incidence of severe AEs to antibiotic treatment
— 90-day recurrence of BSI due to CRAB
— Resistance development to cefiderocol or colistin during treatment

— Predictors of 30-day ACM were assessed by using multivariate Cox regression as well as an adjustment analysis
based on IPTW methodology

Results®
Demographic and Clinical Characteristics®
* 59% of patients were male
* Median (IQR) age was 70 (62-79) years
* Median (IQR) CCl was 6 (4-8)
* Common comorbidities included renal failure (42%), type 2 diabetes (36%), and chronic heart disease (25%)
* Differences in baseline clinical characteristics among cefiderocol-treated and colistin-treated patients included:
— More frequent use of cefiderocol (37%) compared to colistin monotherapy (4%) (P<0.001)
— More patients in the colistin group vs the cefiderocol group had BSI that needed surgical source control (31% vs 7%)
(P=0.003)
— More patients in the cefiderocol-based regimen group received targeted therapy within 24 h of infection onset (37%)
compared to the colistin-based regimen group (21%) (P=0.036)
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Real-World Evidence

Observational Studies (Cont.)

Comparative Study (Cont.)

Results (Cont.)

Outcome Measures®

* 30-day ACM occurred in 17 (40%) patients in the cefiderocol group vs 44 (59%) patients in the colistin group (P=0.045)

* 30-day infection-related mortality occurred in 13 (30%) cefiderocol-treated patients and in 42 (56%) colistin-treated
patients (P=0.007)

* 90-day BSI recurrence/relapse occurred in 4 (9%) and 4 (5%) patients in the cefiderocol and colistin group,
respectively (P=0.409)

* The development of cefiderocol resistance occurred in 2 (5%) patients following treatment, while development of resistance
was not detected in the colistin-treated group

* Multivariate analyses identified independent risk factors for 30-day ACM:
— Cefiderocol-based treatment regimen (aHR, 0.49; 95% CI, 0.25 to 0.93; P=0.029)
— Increased age (aHR, 1.03; 95% CI, 1.00 to 1.05; P=0.035)
— Septic shock (aHR, 1.93; 95% Cl, 1.05 to 3.53; P=0.033)
— Receipt of appropriate antibiotic therapy beyond 72 h of BSI onset (aHR, 2.42; 95% ClI, 1.11 to 5.25; P=0.025)

— An IPTW-adjustment analysis confirmed that cefiderocol was independently associated with lower 30-day
mortality rate (aHR, 0.53; 95% CI, 0.27 to 0.98; P=0.047) while septic shock was associated with mortality
(aHR, 2.81; 95% ClI, 1.35 to 5.84; P=0.005)

Safety®

* Incidence of AEs associated with antibiotic treatment was higher in the colistin group compared to the cefiderocol group
(P=0.022)
— 1 (2%) cefiderocol-treated patient experienced an allergic skin rash
— 12 (16%) colistin-treated patients experienced a Grade 3—4 AE, including AKI (n=10) and PN (n=2)
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Real-World Evidence

Observational Studies (Cont.)

Retrospective Cohort Study'®
¢ A retrospective observational cohort study was conducted in patients with CRAB infections who were consecutively
hospitalized at the University Hospital of Pisa in Italy between June 2019 and August 2021 (Figure 4)

Figure 4. Study Design™

Cefiderocol-based Primary Endpoint

regimen® 2 g

3hlV g8h, 248 h + 30-day ACM (death within 30 days
of CRAB infection)

» 218 years of age N=124
. i i Secondary Endpoint
CRAB infections Colistin-based regimen®

USIAAN 9 M IU (loading dose) followed » Occurrence of AEs during antibiotic
by 4.5 M IU, q12h, 248 h treatment and microbiological failured

Eligibility Criteria

Abbreviations: ACM, all-cause mortality; AE, adverse event; CRAB, carbapenem-resistant A. baumannii; EOT, end of treatment; h, hours; 1U, international
unit; 1V, intravenous; M, million; q12h, once every 12 hours; g8h, once every 8 hours.

aMonotherapy (n=15) or in combination with other antibiotics (n=32) based on clinical judgment.

Adjusted for renal dosing if needed.

¢Administered with other antibiotics based on clinical judgment.

dDefined as CRAB from the same infection site, isolated =7 days after EOT.

Methods'®

* Infections were classified according to CDC/NHSN criteria as BSI (n=79), VAP (n=35), and others (n=10)

* Clinical data were collected from Day 1 of CRAB isolation through Day 30

* Multivariable analysis using Cox proportional hazards regression was conducted to identify the independent factors
that were associated with 30-day ACM
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Real-World Evidence

Observational Studies (Cont.)
Retrospective Cohort Study (Cont.)
Results™
30-Day Mortality®
¢ 30-day ACM for the cefiderocol group was 34% and 55.8% in the colistin arm (P=0.018)
* A subgroup analysis in patients with BSI and VAP was conducted for mortality at Days 14 and 30 (Figure 5)
— 30-day ACM in BSI for cefiderocol and colistin groups was 7 (25.9%) and 30 (57.7%), respectively (P=0.007)

— In patients with VAP, 30-day ACM was 7 (58.3%) in the cefiderocol arm and 13 (56.5% ) in the colistin arm
(no statistically significant difference; P=0.918)

Figure 5. 14- and 30-Day Mortality in Patients with BSI and VAP°

Bloodstream Infections Ventilator-Associated Pneumonia
70% 70% P=0.918
P=0.007 P=0.288
57.7% 58.3% 56.5%
60% P=0.001 (3052) 60% 52 2% (7112)  (13/23)
(12/23)
50% 42.3% 50%
(22/52)
40% 40% 33.3%
(4/12)
25.9%
30% (7/27) 30%
20% 20%
7.4%
10% (2/27) 10%
14-day mortality 30-day mortality 14-day mortality 30-day mortality
m Cefiderocol Containing Regimens  mColisitn Containing Regimens m Cefiderocol Containing Regimens m Colistin Containing Regimens

Abbreviations: BSI, bloodstream infection; VAP, ventilator-associated pneumonia.
Figure adapted from Falcone et al. Antimicrob Agents Chemother. 2022.
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Real-World Evidence

Observational Studies (Cont.)
Retrospective Cohort Study (Cont.)
Results (Cont.)

30-Day Mortality (Cont.)'°

* Results from multivariable analysis showed that cefiderocol was seen as a protective factor for 30-day mortality
compared with colistin-based regimens (HR, 0.32; 95% ClI, 0.18 to 0.57; P<0.001) (Figure 6)

Figure 6. Cox Regression Multivariable Analysis of Factors Independently Associated with 30-Day Mortality'®

Analysis and Factor q Adjusted HR (95% CI), P value

Cox regression multivariable analysis

Septic shock o 2.56 (1.11-5.94), P=0.028
SOFA score - 1.15 (1.05-1.27), P=0.003
Age S 1.05 (1.02-1.07), P=0.001
Cefiderocol-based antibiotic regimensa - 0.32 (0.18-0.57), P<0.001
PS analysis
Cefiderocol-based antiobiotic regimens 0.44 (0.22-0.66), P<0.001
(IPTW-adjusted) ——
4 0 : 2 3 4 5 6
) Favors survival Favors mortality g

Abbreviations: Cl, confidence interval; HR, hazard ratio; IPTW, inverse-probability treatment weighted; PS, propensity score;
SOFA, sequential organ failure assessment.

aCompared with colistin-based regimens.

Figure adapted from Falcone et al. Antimicrob Agents Chemother. 2022.
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Real-World Evidence

Observational Studies (Cont.)

Retrospective Cohort Study (Cont.)

Results (Cont.)

Microbiological Failure and Resistance®

* Microbiological failure rate was calculated for 120 patients with follow-up culture and were not statistically significant between
treatment groups (Table 9)

¢ Cefiderocol patients experienced microbiological failure (n=8), which included 7 patients with burns and 4 isolates (50%)
with resistant MICs (based on EUCAST breakpoints of 4 to 232 ug/mL)

¢ Of the 4 cases with resistant MICs, 2 developed during treatment and 2 emerged after cefiderocol discontinuation
¢ All patients in the cefiderocol group experiencing failure had BSI; of these, 6 patients received cefiderocol monotherapy

* Microbiological failure was significantly higher in the cefiderocol patients treated with monotherapy vs combination therapy
(42.9% vs 6.3%) (P=0.006)

Table 9. Microbiological Failure Rates in Patients'®

Cefiderocol Arm, n/N (%) Colistin Arm, n/N (%)

Microbiological failure rates 8/46 (17.4) 5/74 (6.8) 0.079

Table adapted from Falcone et al. Antimicrob Agents Chemother. 2022.

Safety'0

* An AE occurred in 1 (2.1%) patient treated with cefiderocol and 16 (21.1%) patients treated with colistin-based regimens
(P=0.003)
e All AEs in the colistin-based group were AKI during treatment, and in the cefiderocol group were skin rash
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Real-World Evidence

Observational Studies (Cont.)
Retrospective Comparative Study'"

* A retrospective observational study (N=73) was conducted to evaluate the impact of cefiderocol compared to colistin
in patients with VAP and concomitant BSI due to CRAB and COVID-19

* The primary goal was to identify and assess risk factors associated with survival or death 30 days after VAP onset

Methods""
* This was a single-center study of patients that were admitted between March 2020 to August 2022 to the COVID-ICU
of a tertiary care hospital

¢ Susceptibility was established according to EUCAST interpretive criteria
— For cefiderocol, disc diffusion was utilized

* Data were analyzed via multivariate analysis, including Cox regression model and a proportional hazards model analysis
— A PS was included in the model to address the nonrandomized treatment groups

Results’
* Demographic data and clinical characteristics are presented in Table 10

Table 10. Comparisons Between
Cefiderocol and Colistin Regimens
in Targeted Therapy''

€

* 67 (91.7%) patients developed septic shock, and 42 (57.5%) and 59 (80.8%) of patients died at 14 days and 30 days,
respectively
* All A. baumannii isolates were classified as XDR or PDR
* 54 (74%) patients received a colistin-containing treatment regimen:
— 12 (22.2%) colistin monotherapy
— 12 (22.2%) colistin + meropenem + tigecycline
— 9 (16.6%) colistin + meropenem
— As targeted therapy, median (IQR) treatment duration for colistin was 11 (6—15) days
* 33 (45.2%) out of all study patients received aerosolized colistin as adjunctive therapy
* 19 (26%) patients received a cefiderocol-containing treatment regimen (all were combination treatment):
— 6 (31.5%) cefiderocol + fosfomycin
— 3 (15.8%) cefiderocol + fosfomycin + tigecycline
— 3 (15.8%) cefiderocol + meropenem + fosfomycin + tigecycline
— As targeted therapy, median (IQR) treatment duration for cefiderocol was 12 (9—14) days
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Table 10. Comparisons Between Cefiderocol and Colistin Regimens in Targeted Therapy'"

Cefiderocol Colistin

VEUETI LS Regimen Regimen P Value
n=19 n=54

Patient history factors and comorbidities

Male sex, n (%) 5(26.3) 13 (24) 0.879
Age, median (IQR), years 61 (52.5-70.5) 60 (52.5-65) 0.755
Previous hospitalization (90 days), n (%) 0 3 (5.5) 0.083
Previous ICU (90 days), n (%) 0 1(1.8) 0.322
>2 comorbidities, n (%) 13 (68.4) 28 (51.8) 0.391
Cardiovascular disease, n (%) 15 (78.9) 28 (51.8) 0.060
Heart failure, n (%) 2 (10.5) 7 (12.9) 0.765
CCl, median (IQR), points 2.6 (1.25-3.75) 2.9 (1-4) 0.216
Diabetes, n (%) 6 (31.5) 15 (27.7) 0.771
Previous and targeted antibiotic therapy during hospitalization

Duration of previous therapy, median (IQR), days 9 (5.5-12) 9 (5-13) 0.912
Duration of targeted therapy, median (IQR), days 12 (9-14) 11 (6-15) 0.566
Abbreviations: CCI, Charlson Comorbidity Index; ICU, intensive care unit; IQR, interquartile range.

Table adapted from Russo et al. Int J Antimicrob Agents. 2023.
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Real-World Evidence

Observational Studies (Cont.)
Retrospective Comparative Study (Cont.)
Results (Cont.)

Outcome Measures'"

* Age (HR, 1.12; 95% CI, 1.01 to 1.1; P=0.001) and COPD (HR, 1.4; 95% CI, 1.3 to 12.2; P=0.022) were independently
associated with 30-day mortality

¢ Cefiderocol treatment regimens (HR, 0.34; 95% ClI, 0.1 to 0.56; P<0.001) and cefiderocol combined with fosfomycin
(HR, 0.22; 95% ClI, 0.1 to 0.55; P<0.001) were independent factors associated with survival at Day 30. These results
were also confirmed by PS analysis

¢ Survivors and nonsurvivors, respectively, significantly differed on multiple characteristics, including the following:
— Median age (60 vs 64 years; P=0.031)
— CKD (0% vs 10.1%; P=0.013)
— COPD (7.1% vs 25.4%; P=0.026)
— Time to negativization of blood cultures (2 vs 4 days; P=0.002)

¢ Patients treated with cefiderocol-containing regimens had significantly lower mortality rates compared to patients
treated with colistin at both Day 14 (5.2% vs 75.9%; P<0.001) and Day 30 (31.5% vs 98.1%; P<0.001) (Figure 7)

* The development of cefiderocol resistance was observed in 2 patients

Figure 7. 14- and 30-Day Mortality Rates in Cefiderocol vs Colistin Treatment Groups™’
P<0.001

100% 98%

90% P<0.001
80% 76%
70%
60%
50%
40%
30%
20%
10%
0%

14-day mortality 30-day mortality

B Cefiderocol Containing Regimens B Colistin Containing Regimens

Figure adapted from Russo et al. Int J Antimicrob Agents. 2023.
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Real-World Evidence

Additional Retrospective Studies'%'3

Retrospective Cohort Study'?

* A retrospective cohort study was conducted in adult inpatients from a single university hospital with documented infection
by CRAB receiving cefiderocol-based treatment

* Patients with documented CRAB infections who were treated the previous year with colistin-based therapy served
as the control group

* 111 patients with BSI or pneumonia were enrolled; 60 (54.1%) received cefiderocol-based treatment and 51 (45.9%)

received colistin-based therapy

Methods'?
* MICs were classified per breakpoints established by EUCAST
* Primary outcomes:
— Clinical cure, defined as resolution of signs/symptoms of infection 14 days following the initiation of treatment
— 30-day ACM
* Secondary outcomes:
— Microbiological cure, defined as no further isolation of A. baumannii from the primary infection site after 7 to 14 days
of treatment
— lIdentification of clinical and laboratory predictors as significant risk factors in study outcomes
 Differences in clinical outcomes between patients treated with cefiderocol either as monotherapy or as combination therapy
were also assessed

Results?
e Select demographic data and clinical characteristics are presented in Table 11

* 60 patients were treated with cefiderocol:

— 30 (50%) received monotherapy
— 30 (50%) also received fosfomycin (13.3% of cases), tigecycline (30% of cases), and meropenem (18.3% of cases)

* 51 patients were treated with colistin-based therapy the previous year:

— No patients received monotherapy
— Colistin was combined with tigecycline (96.1% of cases), meropenem (80.4% of cases), and fosfomycin (5.8% of cases)

Table 11. Select Demographic and Clinical @
Characteristics of Study Population'? b

Overall Cefiderocol P Value

Characteristics n=111 n=60

Age, years, median (IQR) 69 (59-78) 62 (48-T5) 72 (64-81) <0.001
Diabetes, n (%) | 27 (24) | 10(17) [ 17 (33) 0.041
Obesity, n (%) [ 41(37) | 16 (27) [ 25 (49) 0.015
8BS, n (%) | 53 (47.7) | 34 (56.6) [ 19(37.2) 0.003
Pneumonia, n (%) 58 (52.3) 26 (43.4) 32 (62.8) 0.003
Length of stay, days, median (IQR) [ 45 (24-70) | 52 (32-73) [ 34 (20-72) 0.023
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Table 11. Select Demographic and Clinical Characteristics of Study Population'?
Characteristics Cefid_erocol CoEstin P Value
n=60 n=51
Age, years, median (IQR) 69 (59-78) 62 (48-75) 72 (64-81) <0.001
Diabetes, n (%) 27 (24) 10 (17) 17 (33) 0.041
Obesity, n (%) 41 (37) 16 (27) 25 (49) 0.015
BSI, n (%) 53 (47.7) 34 (56.6) 19 (37.2) 0.003
Pneumonia, n (%) 58 (52.3) 26 (43.4) 32 (62.8) 0.003
Length of stay, days, median (IQR) 45 (24-70) 52 (32-73) 34 (20-72) 0.023
Abbreviations: BSI, bloodstream infection; IQR, interquartile.
Table adapted from Mazzitelli et al. Microorganisms. 2023.
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Real-World Evidence

Additional Retrospective Studies (Cont.)

Retrospective Cohort Study (Cont.)

Results (Cont.)'?

* Total mortality rate was 43% (n=48) and was higher in patients treated with cefiderocol (51%) vs patients receiving colistin
(37%) (P=0.13)™"

* Clinical cure and microbiological cure did not significantly differ between treatment groups "
— Clinical cure: 44 (73%) for cefiderocol and 34 (67%) for colistin-based regiments (P=0.44)
— Microbiological cure: 26 (43%) for cefiderocol and 21 (41%) for colistin (P=0.82)

* No significant differences in outcome were observed between cefiderocol monotherapy and combination treatment groups ™
— Mortality: 10 (33.3%) for monotherapy and 16 (53.3%) for combination therapy (P=0.81)
— Clinical cure: 23 (76.7%) for monotherapy and 21 (70%) for combination therapy (P=0.55)
— Microbiological cure: 15 (50%) for monotherapy and 11 (36.7%) for combination therapy (P=0.29)

* Overall analysis using a PS weighting approach found no significant differences in clinical outcomes comparing cefiderocol-
based and colistin-based treatment regimens, and no independent predictors of clinical cure or mortality were identified "

Safety'2
* Significantly more patients taking colistin developed AKI (13; 25.5%) vs those receiving cefiderocol (6; 10%) (P=0.031)
* No adverse reactions or notable laboratory value changes occurred in patients that received cefiderocol
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Real-World Evidence

Additional Retrospective Studies (Cont.)

Retrospective Multicenter Study'3
A retrospective, multicenter, blinded, cohort study was conducted in Italy for adult ICU patients with COVID-19 and CRAB
co-infections between January 2020 to April 2021 (Figure 8)

Figure 8. Study Design'®

Cefiderocol 2 g Primary Endpoint

: e il gdjustments 2 * ACM at Day 28 following the
Eligibility Criteria kidney function (monotherapy) diagnosis of CRAB infection
» 218 years of age N=107
+ COVID-19 and CRAB :
co-infections Colistin Secondary Endpoint

(mostly as combination + Clinical cure? and microbiological
therapy) cure® at Day 14

Abbreviations: ACM, all-cause mortality; COVID-19, Coronavirus disease 2019; CRAB, carbapenem-resistant A. baumannii; q8h, once every 8 hours.

aResolution of fever and hypotension.
bClearance of bacteria from follow-up blood samples or respiratory samples.

Results™
* Patient clinical characteristics are presented in Table 12, and outcome measures assessed at Day 14 and Day 28
are presented in Table 13

Table 12. Clinical Characteristics'3

Overall (N=107) Cefiderocol (n=42) Colistin (n=65)
Lower RTI 44 (41) - _
BSI 62 (58) - -
Septic shock 43 (41) 18 (46) 25 (38)
Appropriate antibiotic treatment 41 (38) 20 (47) 21 (32)
Abbreviations: BSI, bloodstream infection; RTI, respiratory tract infection.
Table adapted from Pascale et al. JAC Antimicrob Resist. 2021.

Table 13. Clinical and Microbiological Outcomes at Day 14 and Day 283

Outcome, n (%) Cefiderocol (n=42) Colistin (n=65)

Clinical cure (Day 14) 17 (40) 24 (36) 0.453
Microbiological cure (Day 14) 12 (28) 14 (21) 0.246
Death (Day 14) 17 (40) 33 (51) 0.147
Death (Day 28) 23 (55) 38 (58) 0.706

Table adapted from Pascale et al. JAC Antimicrob Resist. 2021.
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¢ Several studies that evaluated the in vitro susceptibility of resistant Acinetobacter spp. to cefiderocol are summarized
in Table 14419

¢ |ID-CAMHB was used in the MIC determination for cefiderocol and CAMHB for other antibiotics unless specified otherwise

Table 14. List of Surveillance Studies’-"° @ Figure 9. Trends in the Number (US and @
Global) of (A) ABC Isolates (n=4806) and
= (B) CRAB Isolates from Over 5 Years of the =
SENTRY Surveillance Program (2020-2024) 4
A
ABC CRAB Rate in ABC
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Figure 10. Susceptibility to Cefiderocol by @ Figure 11. Susceptibility to Cefiderocol by @
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from US Hospitals during the SENTRY = from European Hospitals during the SENTRY —
Surveillance Program (2020-2024)' Surveillance Program (2020-2024)
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Figure 12. Distribution of Infection (A Figure 13. Distribution of CRAB @
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Table 15. Activity of Cefiderocol and @ Figure 14. Cefiderocol MIC Distribution @
BL-BLI Combinations against ABC « of MBL-producing ABC US and Global «
and Resistant Subsets from the US> - Isolates (n=29)16 -
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Table 16. Antimicrobial Activity of Cefiderocol @ Table 17. Cefiderocol MIC Distribution @
and Comparator Agents Tested against MBL- « for the 95 CRAB Isolates'® «

producing ABC US and Global Isolates
Collected during the SENTRY Antimicrobial
Surveillance Program (n=29)6

Cefiderocol MIC (ug/mL)

Number | MICy | MICs | 425 0.25 0.5

- 4
24 1
o a7 FDA criteria 5 5 s s | R
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Table 18. MIC Values for Cefiderocol @
and Comparator Agents Tested against
a Collection of 113 A. baumannii Clinical =
Isolates®
Antimicrobial Agent "
Cefiderocol | 05 | 64 =0.03 to >64 90 (79.6) | 1(0.88) 23(20.35)
Cefegime >16 >16 =0.125 o >16 15(13.27) 4(354) 94 (B3.18)
Cefazidime—avibactam® >16 >16 50125 1o >16 NA | NA NA
Meropenem >16 >16 0125t >16 22(1947) | 2(1.TM 89 (78.76)
Meropenem-vaborbactam® >16 16 0.125t0 >16 NA NA NA
Imipenem-relebactam? | >16 | >16 01250 >16 NA | NA NA
Ampicilin-sulbactam 32 B4 52 1o >64 24(21.24) 20017.7) 63 (61.06)
2 4 NA NA NA
ale 8 =8 19(16.81) NA 94 (83.18)
05 I 1] NA I 99 (87.61) 14 (12.38)
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Table 14. List of Surveillance Studies'+-1° @

Collection

Number Susceptibility Testing

VEED el of Isolates | and Interpretive Criteria

Countries

» Figure 9 shows the trend in the number of (A) ABC isolates
and (B) CRAB isolates over the 5-year study period

SENT.RY . » Consistently high activity was observed for cefiderocol against
Antimicrobial US and ABC over the 5-year period studied — see Figure 10 and
Surveillance |0 0 4806 ABC | * Broth microdilution co o yearp Flgure 15
f’;:gmr::; 20202024 |'S0lates | - CLSI breakpoints — Susceptibility to cefiderocol was 93.2-98.9% for all
et al 2025) ABC isolates, and 87-97.7% for the CRAB subset
+ Susceptibilities of 89.4% and 87% were observed for
CRAB isolates in the US and Europe in 2024, respectively
» 587 isolates (29.4%) were identified as CRAB. The distribution of
infection types caused by CRAB isolates is shown in Figure 12,
and the distribution of CRAB among the 9 US Census Regions
is shown in Figure 13
» 507 (86.4%) of the 587 CRAB isolates were shown to carry
SENTRY . .
. . carbapenemase genes, with blagy, 3 being the most common
Antimicrobial . P
Surveillance Us 1999 ABC | ° Broth microdilution — see Table 15
P:'Jo ram 2020-2024 |isolates » CLSI/FDA * Cefiderocol was determined to have the lowest MIC,qq
(Me%des breakpoints (0.12/1 mg/L; 92.9-97.7% susceptible) against all ABC isolates,

while retaining 81.8-94.4% susceptibility against overall CRAB
(MIC4y=2 mg/L) — see Table 15

* In the subset of 80 CRAB isolates (13.6%) that did not carry
acquired carbapenemases, cefiderocol inhibited 91.2% and
78.8% of isolates based on CLSI and FDA breakpoints,
respectively

et al 2025)15

» MIC values for cefiderocol ranged from 0.06—16 pg/mL,
with IMP-carrying isolates showing lower values compared
with NDM-carrying isolates — see Figure 14

SENTRY » According to CLSI, EUCAST, and FDA breakpoints, respectively,
Antimicrobial 29 ABC . _— 82.8%, 69%, and 44.8% of the ABC isolates showed susceptibility
. US and . + Broth microdilution )
Surveillance isolates to cefiderocol — see Table 16
Europe . * CLSI/FDA/EUCAST - .
Program 2001-2022 carrying breakpoints — Most comparator antimicrobial agents showed lower
(Dedonge MBLs P susceptibilities (<30%), with minocycline and colistin

et al 2025)16 being the only other active agents — see Table 16

» Additional B-lactamases were commonly detected in
NDM-carrying ABC isolates, but no correlation between
this and cefiderocol MIC value could be determined

Abbreviations: ABC, A. baumannii complex; CLSI, Clinical and Laboratory Standards Institute; CR, carbapenem-resistant; CRAB, carbapenem-resistant
A. baumannii-calcoaceticus species complex; EUCAST, European Committee on Antimicrobial Susceptibility Testing; FDA, US Food and Drug Administration;
IMP, imipenemase B-lactamase; MDR, multidrug-resistant; MIC, minimum inhibitory concentration; NDM, New Delhi metallo-B-lactamase; OXA, oxacillinase;
US, United States.
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Table 14. List of Surveillance Studies (Cont.)"+-1° @
Collection o .
Years and Number Susceptlblllgy Tes_tlng_ Results
. of Isolates | and Interpretive Criteria
Countries
* 146 (91.8%) CRAB isolates were demonstrated
to be susceptible to cefiderocol (with MIC59, values
. . _— of 0.5 and 2 mg/L)
Palavecino us 159 CRAB  Broth microdilution ~ MIC values were also 0.5 and 2 ma/L amon
etal 202517 |2019-2024 isolates - CLSI breakpoints V5090 VATUIE ' g'-among
isolates positive for the blagya 3 gene (n=116), while
MICs,q0 Values were 0.25 and 1 mg/L for isolates
carrying the blagya.oa40 9€N€ (N=17)
+ Cefiderocol MICs ranged from 0.125-4 pg/mL
(MICsqj90 Was 1/2 pg/mL)
Ymara 95 CRAB . CLSI and FDA < A s'lngle CRAB isolate Wa§ dgflned as gusceptlble to
Peru . ) cefiderocol as per CLSI criteria, but resistant by FDA
et al 20258 isolates breakpoints . N
criteria (MIC=4 pg/mL)
» Using FDA criteria, a total of 21 CRAB isolates (22.1%)
were defined as intermediate — see Table 17
Argenhpa, » Susceptibility rates to cefiderocol and comparator
Azerbaijan, L . !
Croatia. Greece antibiotics are shown in Table 18. The cefiderocol
Ballesté- ltal Mc’)rocco " 113 CR MICs5,q0 Values were 0.5/>64 pg/mL, with an overall
Delpierre Mo)z/,ambi e " |or MDR * Broth microdilution susceptibility rate of 79.6%
p 19 aue | A. baumannii| + CLSI breakpoints * 67 (75.3%) of 89 meropenem-resistant A. baumannii
et al 2022 Peru, and Spain |; . . )
(collection isolates isolates were susceptible to cefiderocol
* 76 (76.8%) of 99 MDR A. baumannii isolates
year was not . X
o were susceptible to cefiderocol
specified)
Abbreviations: ABC, A. baumannii complex; CLSI, Clinical and Laboratory Standards Institute; CR, carbapenem-resistant; CRAB, carbapenem-resistant
A. baumannii-calcoaceticus species complex; EUCAST, European Committee on Antimicrobial Susceptibility Testing; FDA, US Food and Drug Administration;
IMP, imipenemase B-lactamase; MDR, multidrug-resistant; MIC, minimum inhibitory concentration; NDM, New Delhi metallo-f-lactamase; OXA, oxacillinase;
US, United States.
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Figure 9. Trends in the Number (US and Global) of (A) ABC Isolates (n=4806) and (B) CRAB Isolates
from Over 5 Years of the SENTRY Surveillance Program (2020-2024)4
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Abbreviations: ABC, A. baumannii complex; CRAB, carbapenem-resistant A. baumannii-calcoaceticus species complex; US, United States.
Figure adapted from Yamano et al. IDWeek. 2025.

Figure 10. Susceptibility to Cefiderocol by Year of ABC vs CRAB Isolates Collected from US Hospitals
during the SENTRY Surveillance Program (2020-2024)'4
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Abbreviations: ABC, A. baumannii complex; CRAB, carbapenem-resistant A. baumannii-calcoaceticus species complex; US, United States.
Figure adapted from Yamano et al. IDWeek. 2025.
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Figure 11. Susceptibility to Cefiderocol by Year of ABC vs CRAB Isolates Collected from European
Hospitals during the SENTRY Surveillance Program (2020-2024)'4
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Abbreviations: ABC, A. baumannii complex; CRAB, carbapenem-resistant A. baumannii-calcoaceticus species complex.
Figure adapted from Yamano et al. IDWeek. 2025.




Fetroja® - Activity Against
Resistant Acinetobacfter spp.-

This medical response contains information in addition to that provided in the Fetroja® (cefiderocol) for injection, for intravenous use Full
Prescribing Information approved by the US Food and Drug Administration (FDA). Shionogi does not recommend the use of Fetroja in any
manner other than as described in the Full Prescribing Information. Please read the attached Fetroja Full Prescribing Information.

@) sHioNoGl

ST Phase 3 Real-World Surveillance Relevant Prescribing Literature Search,
ry Clinical Studies Evidence Studies Information Abbreviations & References
Figure 12. Distribution of Infection Types caused by CRAB (US Isolates)s
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Abbreviations: BSI, bloodstream infections; CRAB, carbapenem-resistant A. baumannii-calcoaceticus species complex;
IAl, intra-abdominal infections; SSSI, skin and skin structure infections; UTI, urinary tract infections.
Figure adapted from Mendes et al. IDWeek. 2025.
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Figure 13. Distribution of CRAB (n=587) among US Census Regions'®
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Abbreviations: CRAB, carbapenem-resistant A. baumannii-calcoaceticus species complex; US, United States.
Figure adapted from Mendes et al. IDWeek. 2025.
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Table 15. Activity of Cefiderocol and BL-BLI Combinations against ABC and Resistant Subsets
from the US™5

MIC5q,q0 in mg/L (% Susceptible by CLSI/FDA Criteria)®

Phenotype/Genotype® Cefiderocol | Imipenem-— Meropenem Ampicillin— | & ¢ idime | Colistin
(Number Tested) Relebactam Sulbactam
All (1999) 0.12/1 0.25/>8 0.5/>32 4/64 8/>32 0.5/1
(97.7/92.9) (72) (70.7) (67.6) (66.8) (96.5)
0.25/2 >8/>8 >32/>32 32/>64 >32/>32 0.5/1
Carb-NS (587) (94.4/81.8) (4.8) (0.2) (12.1) (16.5) (95.1)
Carbapenemase-positive (507) 0.25/2 >8/>8 >32/>32 32/>64 >32/>32 0.5/1
P P (94.9/82.2) (0.8) (0) (4.3) (18.3) (95.1)
0.5/2 >8/>8 >32/>32 32/>64 >32/>32 0.5/1
OXA-23 (301) (95.3/81.4) 0) 0) (1) (13.6) (93.7)
0.25/2 >8/>8 >32/>32 32/>64 32/>32 0.5/0.5
OXA-24 (178) (97.8/88.2) (2.2) (0) (9.6) (27) (97.7)
0.5/64 >8/>8 >32/>32 64/>64 >32/>32 0.5/1
C
Other® (28) (71.4/53.6) 0) 0) (7.1) (14.3) (92.9)
Carbapenemase-negatived (80) 0.25/4 8/>8 16/32 8/64 >32/>32 0.5/1
P 9 (91.2/78.8) (30) (1.2) (61.2) (5) (95)
Abbreviations: ABC, A. baumannii complex; BL-BLI, B-lactam—@B-lactamase inhibitor; Carb-NS, carbapenem-nonsusceptible; CLSI, Clinical and
Laboratory Standards Institute; FDA, US Food and Drug Administration; MIC, minimum inhibitory concentration; OXA, oxacillinase; US, United States.
aCarb-NS defined as isolates NS to imipenem and/or meropenem based on CLSI criteria (MIC values 24 mg/L).
bCefiderocol MIC results were interpreted according to the CLSI/FDA breakpoints, whereas comparator agent MIC results were interpreted based on
the FDA susceptible breakpoint for imipenem-relebactam, and CLSI criteria for other agents, including intermediate results provided by the respective
colistin breakpoint.
°Includes blaypw.q (1), blanpw.1 + blaoxazs (8), blanpu-1 + blaoxass (1), blanpm.s + blaoxa.2s (1), blaoxassike (), blaoxazs + blaoxa.2a (12).
dAcquired carbapenemase genes not detected.
Table adapted from Mendes et al. IDWeek. 2025.




Fetroja® - Activity Against @) sHioNoGl
Resistant Acinetobacfter spp.-

This medical response contains information in addition to that provided in the Fetroja® (cefiderocol) for injection, for intravenous use Full
Prescribing Information approved by the US Food and Drug Administration (FDA). Shionogi does not recommend the use of Fetroja in any
manner other than as described in the Full Prescribing Information. Please read the attached Fetroja Full Prescribing Information.

Summa Phase 3 Real-World Surveillance Relevant Prescribing Literature Search,
Y Clinical Studies Evidence Studies Information Abbreviations & References

0.06 0.12 0.25

Figure 14. Cefiderocol MIC Distribution of MBL-producing ABC US and Global Isolates (n=29)16
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Abbreviations: ABC, A. baumannii complex; IMP, imipenemase metallo-B-lactamase; MBL, metallo-B-lactamase; MIC, minimum inhibitory concentration;
NDM, New Delhi metallo-B-lactamase; VIM, Verona integron-encoded metallo-B-lactamase.
Table adapted from DeJonge et al. IDWeek. 2025.
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Table 16. Antimicrobial Activity of Cefiderocol and Comparator Agents Tested against MBL-producing
ABC US and Global Isolates Collected during the SENTRY Antimicrobial Surveillance Program (n=29)'6

Antimicrobial MIC (g/mL) EUCAST®
Agent MIC;, | MIC,, | Range A

Cefiderocol 2 16 0.06 to 16 82.8 3.4 13.8 69P 31P 44.8 241 31
Sulbactam- >32 | >32 | 2t0>32 | 276 0 724 276 0 724
durlobactam

Ampicillin- >64 | >64 | 4to>64 | 103 0 89.7 10.3 0 89.7
sulbactam

Imipenem-- >16 | >16 | 1t0>16 34 0 | 96
relebactam

Meropenem >32 >32 4 t0 >32 0 3.4 96.6 0 3.4 96.6 0 3.4 96.6
Imipenem >8 >8 >8 0 0 100 0 0 100 0 0 100
Ceftazidime >32 >32 >32 0 0 100 0 0 100
Minocycline 2 32 0.12to0 32 82.8 0 17.2 82.8 0 17.2
Colistin 0.25 0.5 0.12to 8 96.6 3.4 96.6 3.4

Abbreviations: ABC, A. baumannii complex; CLSI, Clinical and Laboratory Standards Institute; EUCAST, European Committee on Antimicrobial
Susceptibility Testing; FDA, US Food and Drug Administration; |, intermediate; MBL, metallo-B-lactamase; MIC, minimum inhibitory concentration;

R, resistant; S, susceptible; US, United States.

aCriteria as published by CLSI (2024), EUCAST (2024), and FDA (2024).

®There are insufficient clinical data to determine a clinical breakpoint, but isolates with MIC values >2 pg/mL will likely be resistant.

Table adapted from DeJonge et al. IDWeek. 2025.
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Table 17. Cefiderocol MIC Distribution for the 95 CRAB Isolates'8

Cefiderocol MIC (ug/mL)

Number | MIC;, | MICy | g.125 0.25 0.5 1
CRAB 95 1 2 4 7 19 43 21 1
FDA criteria S S S S I R
CLSI criteria S S S S S S
Abbreviations: CLSI, Clinical and Laboratory Standards Institute; CRAB, carbapenem-resistant A. baumannii; FDA, US Food and Drug Administration;

|, intermediate; MIC, minimum inhibitory concentration; MIC5,;, minimum concentration that inhibits 50% of isolates; MICg4,, minimum concentration that

inhibits 90% of isolates; R, resistant; S, susceptible; US, United States.
Table adapted from Ymana et al. Microbiol Spectr. 2025.
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Table 18. MIC Values for Cefiderocol and Comparator Agents Tested against a Collection
of 113 A. baumannii Clinical Isolates™

Antimicrobial Agent

Cefiderocol 0.5 >64 <0.03 to >64 90 (79.6) 1(0.88) 23 (20.35)
Cefepime >16 >16 <0.125to >16 15 (13.27) 4 (3.54) 94 (83.18)
Ceftazidime—avibactam? >16 >16 <0.125to >16 NA NA NA
Meropenem >16 >16 0.125 to >16 22 (19.47) 2 (1.77) 89 (78.76)
Meropenem—vaborbactam? >16 >16 0.125to >16 NA NA NA
Imipenem-relebactam? >16 >16 0.125 to >16 NA NA NA
Ampicillin-sulbactam 32 64 <2 to >64 24 (21.24) | 20(17.7) | 69 (61.06)
Ciprofloxacin >8 >8 <0.125 to >8 12 (10.62) 0 (0) 101 (89.38)
Minocycline 4 >8 <0.25 to >8 65 (57.52) | 21(18.58) | 27 (23.89)
Tigecycline? 2 4 <0.125t0 >4 NA NA NA
Trimethoprim—sulfamethoxazole >8 >8 <0.25t0 >8 19 (16.81) NA 94 (83.18)
Colistin® 0.5 8 <0.25to >8 NA 99 (87.61) 14 (12.39)
Abbreviations: CLSI, Clinical and Laboratory Standards Institute; |, intermediate; MICs;,49, minimum concentration that inhibits 50%/90% of the isolates;
NA, not available; R, resistant; S, susceptible.

aNo breakpoints available at CLSI.

bCLSI update released in April 2021 removed the susceptible breakpoint for colistin; only intermediate (<2 pg/mL) and resistant (24 pug/mL) breakpoints
for colistin are available.

Table adapted from Ballesté-Delpierre et al. Antibiotics (Basel). 2022
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Relevant Prescribing Information

Fetroja is indicated in patients 218 years for the treatment of:2"
¢ Complicated UTI, including pyelonephritis caused by the following susceptible Gram-negative microorganisms:

— Escherichia coli

— Klebsiella pneumoniae

— Proteus mirabilis

— Pseudomonas aeruginosa

— Enterobacter cloacae complex

* Hospital-acquired bacterial pneumonia and ventilator-associated bacterial pneumonia (HABP/VABP),
caused by the following susceptible Gram-negative microorganisms:

— Acinetobacter baumannii complex
— Escherichia coli

— Enterobacter cloacae complex

— Klebsiella pneumoniae

— Pseudomonas aeruginosa

— Serratia marcescens

Fetroja is contraindicated in:2!
¢ Patients with a known history of severe hypersensitivity to cefiderocol or other p-lactam antibacterial drugs,
or any other component of Fetroja.

Please read the attached Fetroja Full Prescribing Information.
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Literature Search

As of June 2026, a computerized search of the published medical literature using internal and external databases (eg, PubMed®)
has identified additional relevant references regarding the use of cefiderocol in treating resistant Acinetobacter spp. For your review,
these references are listed in the bibliography that follows:

* Russo A, Gulli SP, Vena A, et al. Predictors of mortality and therapeutic efficacy in carbapenem-resistant Acinetobacter
baumannii bacteremia. J Infect. 2026;92(5):106742. [Web Link]

+ Boliikbasi Y, Ongen B. In vitro activity of cefiderocol, eravacycline, and imipenem-relebactam against multidrug-resistant
Acinetobacter baumannii clinical isolates. Antibiotics (Basel). 2026;15(3):246. [Web Link]

» Hadzifejzovic M, Guevara Lara D, Sakka SG. Cefiderocol for treatment of ventriculitis (4MRGN A. baumannii)-results
of therapeutic drug monitoring in blood and cerebrospinal fluid. Antibiotics (Basel). 2026;15(2):139. [Web Link]

* Accurso G, Ancona A, Costa GM, et al. Recurrence of postneurosurgical central nervous system infection caused
by Acinetobacter baumannii in a critically ill patient treated with cefiderocol. A case report. Case Rep Infect Dis.
2026;2026:7327571. [Web Link]

* Finch NA, Granillo A, Pouya N, Bhimraj A, Miller WR, Tam VH. Pharmacokinetics of cefiderocol in a patient with carbapenem-
resistant Acinetobacter baumannii ventriculitis: a case report. Pharmacotherapy. 2025;45(1):66-69. [Web Link]

* Miller MJ, Liu R, Miller PA. An in vitro comparative study of cefiderocol, siderophore-aztreonam and siderophore-daptomycin
conjugates against select Gram-negative bacteria. Preprint 19 Nov 2025. [Web Link]

*  Murphy M, Shah PJ, Thibeaux M. Cefiderocol-containing regimens versus best available therapy for carbapenem-resistant
Acinetobacter infections. Am J Health Syst Pharm. 2025;82(Suppl 6):S2995-S3002. [Web Link]

« Buonomo AR, Scotto R, Esposito N, et al. Treatment of carbapenem-resistant Acinetobacter baumannii in real life (T-ACI):
a prospective single-center observational study. Antibiotics (Basel). 2024;13(11):1007. [Web Link]

« El Ghali A, Kunz Coyne AJ, Lucas K, et al. Cefiderocol: early clinical experience for multi-drug resistant Gram-negative
infections. Microbiol Spectr. 2024;12(2):e0310823. [Web Link]

» Gatti M, Cosentino F, Giannella M, Viale P, Pea F. Clinical efficacy of cefiderocol-based regimens in patients with
carbapenem-resistant Acinetobacter baumannii infections: A systematic review with meta-analysis. Int J Antimicrob
Agents. 2024;63(2):107047. [Web Link]

« Lasarte-Monterrubio C, Guijarro-Sanchez P, Alonso-Garcia |, et al. Epidemiology, resistance genomics and susceptibility
of Acinetobacter species: results from the 2020 Spanish nationwide surveillance study. Euro Surveill. 2024;29(15):2300352.
[Web Link]

« Oliva A, Liguori L, Covino S, et al. Clinical effectiveness of cefiderocol for the treatment of bloodstream infections due to
carbapenem-resistant Acinetobacter baumannii during the COVID-19 era: a single center, observational study. Eur J Clin
Microbiol Infect Dis. 2024;43(6):1149-1160. [Web Link]
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» Petrucci F, Perciballi B, Capparuccia MR, et al. Compassionate use of cefiderocol in a complex case of extensively drug-
resistant Acinetobacter baumannii fracture-related infection: a comprehensive approach and multidisciplinary management
(published correction appears in Infection. 2024;52(6):2559. [Web Link]). Infection. 2024;52(6):2487-2493. [Web Link]

» Shields RK, Dorazio AJ, Tiseo G, et al. Frequency of cefiderocol heteroresistance among patients treated with cefiderocol
for carbapenem-resistant Acinetobacter baumannii infections. JAC Antimicrob Resist. 2024;6(5):dlae146. [Web Link]

« Caldo F, Onorato L, De Luca |, et al. Outcome of patients with carbapenem-resistant Acinetobacter baumannii infections
treated with cefiderocol: a multicenter observational study. J Infect Public Health. 2023;16(9):1485-1491. [Web Link]

- Dalfino L, Stufano M, Bavaro DF, et al. Effectiveness of first-line therapy with old and novel antibiotics in ventilator-associated
pneumonia caused by carbapenem-resistant Acinetobacter baumannii: a real life, prospective, observational, single-center
study. Antibiotics (Basel). 2023;12(6):1048. [Web Link]

«  Campogiani L, Crea AMA, Minardi ML, et al. Real-life data on cefiderocol efficacy and safety to treat multidrug-resistant
Acinetobacter baumannii infections. Open Forum Infect Dis. 2023;10(12):0fad627. [Web Link]

+ Fendian AM, Albanell-Fernandez M, Tuset M, et al. Real-life data on the effectiveness and safety of cefiderocol in severely
infected patients: a case series. Infect Dis Ther. 2023;12(4):1205-1216. [Web Link]

» Gatti M, Rinaldi M, Tonetti T, et al. Pharmacokinetics/pharmacodynamics of cefiderocol administered by continuous infusion
in a case series of critically ill patients with carbapenem-resistant Acinetobacter baumannii infections undergoing continuous
venovenous haemodiafiltration (CVVHDF). Int J Antimicrob Agents. 2023;62(2):106852. [Web Link]

» Passerotto RA, Lamanna F, Farinacci D, et al. Ventilator-associated pneumonia (VAP) and pleural empyema caused by
multidrug-resistant Acinetobacter baumannii in HIV and COVID 19 infected patient: a case report. Infect Med (Beijing).
2023;2(2):143-147. [Web Link]

» Quirino A, Cicino C, Scaglione V, et al. In vitro activity of cefiderocol against carbapenem-resistant Acinetobacter baumannii
clinical isolates: a single center experience. Mediterr J Hematol Infect Dis. 2023;15(1):e2023043. [Web Link]

* Gill CM, Abdelraouf K, Oota M, et al. Assessment of sustained efficacy and resistance emergence under human-simulated
exposure of cefiderocol against Acinetobacter baumannii using in vitro chemostat and in vivo murine infection models.
JAC Antimicrob Resist. 2022;4(3):dlac047. [Web Link]

* Holger DJ, Kunz Coyne AJ, Zhao JJ, Sandhu A, Salimnia H, Rybak MJ. Novel combination therapy for extensively drug-
resistant Acinetobacter baumannii necrotizing pneumonia complicated by empyema: a case report. Open Forum Infect Dis.
2022;9(4):0fac092. [Web Link]

« NiW,Wang, Ma X, et al. In vitro and in vivo efficacy of cefiderocol plus tigecycline, colistin, or meropenem against
carbapenem-resistant Acinetobacter baumannii. Eur J Clin Microbiol Infect Dis. 2022;41(12):1451-1457. [Web Link]

» Sansone P, Giaccari LG, Coppolino F, et al. Cefiderocol for carbapenem-resistant bacteria: handle with care! a review
of the real-world evidence. Antibiotics (Basel). 2022;11(7):904. [Web Link]



https://doi.org/10.1007/s15010-024-02306-w
https://doi.org/10.1007/s15010-024-02294-x
https://doi.org/10.1093/jacamr/dlae146
https://doi.org/10.1016/j.jiph.2023.06.009
https://doi.org/10.3390/antibiotics12061048
https://doi.org/10.1093/ofid/ofad627
https://doi.org/10.1007/s40121-023-00776-3
https://doi.org/10.1016/j.ijantimicag.2023.106852
https://doi.org/10.1016/j.imj.2023.02.004
https://doi.org/10.4084/mjhid.2023.043
https://doi.org/10.1093/jacamr/dlac047
https://doi.org/10.1093/ofid/ofac092
https://doi.org/10.1007/s10096-022-04503-7
https://doi.org/10.3390/antibiotics11070904

Fetroja® - Activity Against @) sHioNoGl
Resistant Acinetobacfter spp.-

This medical response contains information in addition to that provided in the Fetroja® (cefiderocol) for injection, for intravenous use Full
Prescribing Information approved by the US Food and Drug Administration (FDA). Shionogi does not recommend the use of Fetroja in any
manner other than as described in the Full Prescribing Information. Please read the attached Fetroja Full Prescribing Information.

Summa Phase 3 Real-World Surveillance Relevant Prescribing Literature Search,
Y Clinical Studies Evidence Studies Information Abbreviations & References

Literature Search Abbreviations References

10f3 20f3 30of3

Literature Search (Cont.)

* Abdul-Mutakabbir JC, Nguyen L, Maassen PT, et al. In vitro antibacterial activity of cefiderocol against multidrug-resistant
Acinetobacter baumannii. Antimicrob Agents Chemother. 2021;65(9):e0264620. [Web Link]

» Carcione D, Siracusa C, Sulejmani A, et al. In vitro antimicrobial activity of the siderophore cephalosporin cefiderocol
against Acinetobacter baumannii strains recovered from clinical samples. Antibiotics (Basel). 2021;10(11):1309. [Web Link]

« Cipko K, Gordon AK, Adhikari S, Konecny P. Cefiderocol treatment of Pseudomonas aeruginosa and extensively
drug-resistant Acinetobacter baumannii retained spinal hardware infection causing reversible acute interstitial nephritis.
Int J Infect Dis. 2021;109:108-111. [Web Link]

« Gatti M, Bartoletti M, Cojutti PG, et al. A descriptive case series of pharmacokinetic/pharmacodynamic target attainment and
microbiological outcome in critically ill patients with documented severe extensively drug-resistant Acinetobacter baumannii
bloodstream infection and/or ventilator-associated pneumonia treated with cefiderocol. J Glob Antimicrob Resist. 2021;27:
294-298. [Web Link]

* Mabayoje DA, NicFhogartaigh C, Cherian BP, Tan MGM, Wareham DW. Compassionate use of cefiderocol for carbapenem-
resistant Acinetobacter baumannii prosthetic joint infection. JAC Antimicrob Resist. 2021;3(Suppl 1):i21-i24. [Web Link]

« Poirel L, Sadek M, Nordmann P. Contribution of PER-Type and NDM-Type B-Lactamases to cefiderocol resistance
in Acinetobacter baumannii. Antimicrob Agents Chemother. 2021;65(10):e0087721. [Web Link]

« Zaidan N, Hornak JP, Reynoso D. Extensively drug-resistant Acinetobacter baumannii nosocomial pneumonia successfully

treated with a novel antibiotic combination. Antimicrob Agents Chemother. 2021;65(11):e0092421. [Web Link]

Please keep in mind that medical literature databases, while considered a major source of biomedical information,
are selective in their sources, and the information derived from them should not be considered all-inclusive.
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Abbreviations
ABC A. baumannii complex CR-Micro-ITT CR microbiological ITT
ACM all-cause mortality cUTI complicated urinary tract infection
ADC Acinetobacter-derived cephalosporinase (074 Czechia
ADR adverse drug reaction DE Germany
AE adverse event DTR difficult-to-treat resistant
aHR adjusted hazard ratio EAP Early Access Program
AKI acute kidney injury EOS end of study
AmpC chromosomal cephalosporinase EOT end of treatment
AR Argentina EUCAST gz;%p;i?igiﬁgn;gittitsg on Antimicrobial
BAT best-available therapy FDA US Food and Drug Administration
BE Belgium g grams
BL B-lactamase GNA Gram-negative antibiotic
BL-BLI B-lactam—B-lactamase inhibitor GNBI Gram-negative bacterial infection
BR Brazil GR Greece
BSI bloodstream infection h hours
CAMHB cation-adjusted Mueller—Hinton broth HABP hospital-acquired bacterial pneumonia
Carb-NS carbapenem-nonsusceptible HCABP healthcare-associated bacterial pneumonia
CClI Charlson comorbidity index HR hazard ratio
CDC Centers for Disease Control and Prevention I intermediate
Cl confidence interval 1Al intra-abdominal infection
CKD chronic kidney disease ICU intensive care unit
CLSI Clinical and Laboratory Standards Institute ID-CAMHB iron-depleted cation-adjusted Mueller-Hinton broth
COPD chronic obstructive pulmonary disease IL Israel
COVID-19 coronavirus disease 2019 IMP imipenemase metallo-B-lactamase
CR carbapenem-resistant IMV invasive mechanical ventilation
CRAB carbapenem-resistant A. baumannii IN India
CrCl creatinine clearance IPTW inverse-probability treatment weighted
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IQR interquartile range PS propensity score
U international unit g8h every 8 hours
\Y intravenous g12h every 12 hours
LFT liver function test R resistant
M million RO Romania
MBL metallo-B-lactamase RTI respiratory tract infection
MDR multidrug-resistant S susceptible
MIC minimum inhibitory concentration SOFA sequential organ failure assessment
MICsor00 minimum concentration that inhibits Spp. species
50%/90% of the isolates
mITT modified intention-to-treat SSSI skin and skin structure infection
NA not applicable TEM Temoneira
NDM New Delhi metallo-B-lactamase TOC test of cure
NGS next-generation sequencing TR Turkey
NHSN National Healthcare Safety Network ULN upper limit of normal
NR not reported us United States
NS nonsusceptible UTI urinary tract infection
OR odds ratio VABP ventilator-associated bacterial pneumonia
OXA oxacillinase VAP ventilator-associated pneumonia
PCR polymerase chain reaction VIM Verona integron-encoded metallo-B-lactamase
PDR pandrug resistant WGS whole genome sequencing
PIHP pneumonia in hospitalized patients XDR extensively drug resistant

PN peripheral neuropathy
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