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BACKGROUND

* Pseudomonas aeruginosa, Burkholderia cepacia complex,
Stenotrophomonas maltophilia, and Achromobacter xylosoxidans are
among the most common Gram-negative pathogens associated with
cystic fibrosis (CF) lung infections, and chronic lung infections are the
primary cause of morbidity and mortality in CF.

« The use of triple therapy (i.e., elexacaftor + tezacaftor + ivacaftor) has
significantly improved clinical outcomes for many patients with CF
and may confer benefits in terms of colonization diversity.? However,
the need persists for treatments that address multidrug-resistant
infections.

« Cefiderocol is a siderophore cephalosporin antibiotic with potent
activity against a broad range of Gram-negative bacteria, including
carbapenem-resistant strains. It has been approved by the US Food
and Drug Administration for the treatment of complicated urinary
tract infections (including pyelonephritis) and hospital-acquired and
ventilator-associated bacterial pneumonia.’

«  PROVE was an international, observational medical chart review study
of cefiderocol use in patients with serious Gram-negative bacterial
infections; this poster presents the data for the cohort of hospitalized
patients with CF in the PROVE study.

METHODS

* PROVE collected data between November 2020 and July 2024 from
patients who were hospitalized with confirmed Gram-negative
bacterial infections and were treated with cefiderocol for the first time
for >72 hours;* CF was reported as a comorbidity.

 Information about baseline demographics, clinical characteristics,
cefiderocol use, and rates of clinical response and all-cause mortality
(ACM) were collected and analyzed descriptively.

o Clinical response was defined as resolution or improvement of signs or
symptoms at end of treatment (EOT) as judged by the physician,
excluding patients who died during therapy.

o ACM rates included patients who died within 14 or 30 days of
cefiderocol initiation.

 Additional analyses are ongoing to collect more detailed information.

RESULTS

* Clinical outcomes data were gathered for 44 cefiderocol-treated
patients with CF and serious Gram-negative bacterial infections;
demographics and baseline clinical characteristics are shown in
Table 1 and Figure 1.

o Twenty-three patients (52.3%) were enrolled in the United States.

o Overall, 17 patients (38.6%) were in intensive care at initiation
of cefiderocol.

o The most common pre-existing medical condition was diabetes
(61.4% of patients).

* The majority of the cohort (79.5%) had monomicrobial infections,
mostly with P aeruginosa (63.6%) (Figure 2).

« Approximately 90% of patients had risk factors for acquiring
carbapenem-resistant strains, including 25% of patients who were
Immunocompromised, indicating that they may have been transplant
recipients (Table 1).

* Overall clinical outcomes in patients with CF in PROVE are shown in
Figure 3; the rate of clinical response at EOT was 72.7% (32/44).

« Higher rates of clinical response at EOT were recorded in patients
receiving cefiderocol as empiric treatment or for documented
infection rather than as salvage therapy (Figure 4).

* In patients with P aeruginosa infections, clinical response and 30-day
ACM rates were 71.4% and 21.4%, respectively (Figure 5).

Figure 1. Most Common Pre-existing Medical Conditions in Patients With CF
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Table 1. Demographics and Baseline Clinical Characteristics in Patients With CF Receiving Cefiderocol in
the PROVE Study (2020-2024)

Patients with CF (N=44)

Parameter

Demographics

Age (years), median (IQR) 31.0 (25.5-40.5)

Sex, male, n (%) 21 (47.7)

Country of origin, n (%)

United States of America 23 (52.3)
France 12 (27.3)
Germany 1 (2.3)
Spain 3 (6.8)
United Kingdom 5(11.4)

Treatment pattern

Length of hospital stay (days), median (IQR)? 21.0 (9.5-44.5)
13.0 (7.5-17.5)

26 (59.1)

Duration of cefiderocol use (days), median (IQR)

Combination therapy, n (%)

Severity of illness at cefiderocol initiation, n (%)

ICU stay 17 (38.6)
Mechanical ventilation 9 (20.5)
Vasopressors 6 (13.6)

Site of infection, (%)

Respiratory 38 (86.4)
Blood 1(2.3)
Intra-abdominal 2 (4.5)
Skin and skin structure 1(2.3)
Other 2 (4.5)
None 4 (9.1)
Admitted to hospital in past 6 months 30 (68.2)
History of CR-GNBI or colonization within last 6 months 25 (56.8)
Received carbapenem or non-response to carbapenem in prior 30 days 17 (38.6)
Were on ventilator at any point before taking the index culture sample 12 (27.3)
Immunocompromised 11 (25.0)
Recent travel history to a foreign country 2 (4.5)
Other 1(2.3)

Number of risk factors for CR-GNBI

0 4 (9.1)

1 12 (27.3)
2 9 (20.5)
3 11 (25.0)
>4 8 (18.2)

CR-GNBI, carbapenem-resistant Gram-negative bacterial infection; ICU, intensive care unit; IQR, interquartile range.
aFrom admission date to discharge date.

Figure 2. Distribution of Gram-negative Pathogens in Patients with CF in the PROVE Study (N=44)
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CONCLUSIONS

A clinical response rate of 72.7% was observed with cefiderocol
treatment in patients with CF, most of whom had risk factors for
acquiring carbapenem-resistant infections.

Patients receiving cefiderocol as salvage therapy had lower rates of
clinical response than those treated empirically or for documented

iInfections, suggesting better outcomes with earlier use in patients
with CF.

Cefiderocol may play an important role in addressing difficult-to-treat
Gram-negative infections in patients with CF.

Figure 3. Overall Clinical Outcomes of Cefiderocol Treatment in Patients With CF in the
PROVE Study (N=44), % Patients (95% ClI)
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Figure 4. Clinical Response at EOT by Reason for Cefiderocol Use,2 Category % (95% Cl)
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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 5. Clinical Response at EOT and 30-day ACM Rates by Pathogen in Patients With CF
Receiving Cefiderocol Treatment in the PROVE Study (N=44)
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