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BACKGROUND

Bloodstream infections (BSls), particularly those caused by Gram-negative
pathogens, are associated with increased morbidity and mortality.’

Cefiderocol, a first-in-class siderophore cephalosporin, is indicated in patients
>18 years for the treatment of complicated urinary tract infections (including
pyelonephritis) and hospital-acquired/ventilator-associated bacterial pneumonia
caused by susceptible Gram-negative microorganisms.*

The main objective of this subgroup analysis of the real-world PROVE study was
to evaluate the clinical outcomes of hospitalized patients with BSls caused by
Gram-negative bacteria, who were treated with cefiderocol.

METHODS

The PROVE study was an international, multicenter, medical chart review study of
real-world first-time cefiderocol use in patients with Gram-negative bacterial
infections.”

Eligible patients had a documented Gram-negative bacterial infection, which
prompted treatment with cefiderocol for at least 72 hours, and available data
detailing the cefiderocol starting dose, description of the Gram-negative bacterial
infection for which cefiderocol was prescribed, and discharge data

after hospitalization.”

« Primary BSI: patients with a confirmed Gram-negative pathogen in the
bloodstream, which prompted the use of cefiderocol.

« Secondary BSI: patients with a confirmed Gram-negative pathogen in the
bloodstream, but had a different primary infection site that prompted the use
of cefiderocol.

Clinical cure was defined as the resolution or improvement of signs and symptoms of
infection at end of treatment (EQOT), as judged by the physician, without evidence of
a later relapse or death.

Clinical response was defined as the resolution or improvement of signs/symptoms
of infection at EQT, as judged by the physician, excluding those patients who died
during therapy.”

30-day all-cause mortality (ACM) was analyzed and included patients who died
during their hospitalization.”

Data collected were descriptive, and further data analyses are ongoing.

RESULTS

Patients

Overall, 226 patients enrolled in PROVE had BSI (primary 47.8% [n=108];
secondary 52.2% [n=118]).

The median (IQR) duration of cefiderocol treatment was 12 (8.0-16.0) days and
41.6% of patients received combination therapy.

At the time of cefiderocol initiation over half of patients (n=125, 55.3%) were
receiving treatment in the intensive care unit and 46.0% of patients (n=104)
were in receipt of organ support (Table 1).

Pathogens

The most frequent pathogen was P, aeruginosa (35.8%), followed by

A. baumannii (20.8%) and Enterobacterales (20.8%) (Figure 1). Among 199
isolates with known carbapenem susceptibility status, 179 (89.9%) were non-
susceptible and 20 (10.1%) were susceptible; 27 isolates had unknown
carbapenem susceptibility status.

Polymicrobial BSIs were reported in 35 patients (15.5%) (Figure 1).

Table 1. Demographics, clinical characteristics, and severity of illness in
patients with BSI in the PROVE study (2020-2024)

Patients with BSI
(N=226)

Demographics

Age (years), median (IQR) 60.0 (46.0-69.0)

>65 years old, n (%) 87 (38.5)
Sex, male, n (%) 133 (58.8)
Country of enroliment, n (%)
United States of America 97 (42.9)
France 21 (9.3)
Germany 21 (9.3)
Italy 34 (15.0)
Spain 28 (12.4)
United Kingdom 25 (11.1)
Concomitant medical conditions, n (%)
Diabetes mellitus 63 (27.9)
Chronic pulmonary disease 42 (18.6)
Moderate-to-severe CKD 39 (17.3)
Congestive heart failure 35 (15.5)
Sepsis or septic shock 41 (18.1)
Severity of illness, n (%)
ICU stay at initiation of cefiderocol 125 (55.3)
Receipt of any organ support at initiation of cefiderocol 104 (46.0)
Mechanical ventilation 83 (36.7)
Vasopressor medication 68 (30.1)
Renal replacement therapy 24 (10.6)
ECMO 4 (1.8)

CKD, chronic kidney disease; ECMO, extracorporeal membrane oxygenation; ICU, intensive care unit; IQR, interquartile range.

Clinical outcomes

« The overall clinical cure rate was 63.7%; clinical cure rate was 68.5% in patients
with primary BSIs and 59.3% in those with secondary BSls.

« 30-day ACM was 19.4% in primary BSls and 29.7% in secondary BSls (Figure 2).

« Among 81 patients with monomicrobial Pseudomonas aeruginosa BSI, 72.8% had
clinical cure. The clinical cure rates in patients with monomicrobial BSIs caused
by Enterobacterales species, Acinetobacter baumannii, and Stenotrophomonas
maltophilia were 57.4%, 55.3%, and 83.3%, respectively (Figure 3).

« 30-day ACM rates were lower in infections caused by P aeruginosa (21.0%) and
Enterobacterales (21.3%) than in infections caused by A. baumannii (34.0%) and
S. maltophilia (41.7%) (Figure 3).

« Patients who received cefiderocol as empirical treatment had higher clinical cure
rate and lower 30-day ACM rate than patients receiving salvage therapy; most
patients received cefiderocol for a documented infection (Figure 4).

« Patients with BSI had lower clinical cure and clinical response rates and higher
30-day ACM rates when cefiderocol was initiated >5 days following culture
collection than patients who received cefiderocol earlier (Figure 5).
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Figure 1. Distribution of Gram-negative pathogens among patients
with BSI in the PROVE study (N=226)
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a0ther monomicrobial infections include Achromobacter spp., Achromobacter xylosoxidans, Burkholderia cepacia complex,
and Haemophilus influenzae.

Figure 2. Clinical cure, clinical response rates and 30-day ACM
overall in patients with BSI in the PROVE study,2 (N=226)
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aData are shown as % (n/N) and 95% confidence interval; n, number of patients with outcome; N, total number of patients in the category.
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CONCLUSIONS

« Patients with secondary BSI had lower clinical cure rate compared
with those with primary BSI.

Cefiderocol had good efficacy in patients infected by a range of
pathogens, including polymicrobial infections.

Higher clinical cure rates were observed with empiric treatment
compared with salvage treatment and in patients who received
cefiderocol within 0—4 days of the index culture compared with >5
days.

« However, a similar trend was not observed for 30-day ACM.

Figure 4. Clinical cure, clinical response rates and 30-day ACM by

reason for cefiderocol use? in patients with BSI in the PROVE study
(N=226)
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aReported by the investigator. Documented infection: the pathogen and susceptibilities were known, and cefiderocol use was not due to failure of
a prior antibiotic regimen. Empiric use: cefiderocol use started before the pathogen and/or susceptibilities were available to help guide the choice.
Salvage therapy: cefiderocol was used after a prior antibiotic regimen had failed; patients usually received at least 3 days of prior antibiotic therapy
to see whether there was an adequate response before the next course of antibiotic would be considered salvage. Other, including unknown: any
other reason provided by the physician.

Figure 3. Clinical cure, clinical response rates and 30-day ACM by
pathogen in patients with BSI in the PROVE study (N=226)
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a0ther monomicrobial infections include Achromobacter spp., Achromobacter xylosoxidans, Burkholderia cepacia complex,
and Haemophilus influenzae.
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Figure 5. Clinical cure, clinical response rates and 30-day ACM by
time from culture to cefiderocol initiation in patients with BSI in the
PROVE study (N=226)
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