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Introduction:

Cefiderocol isanovel siderophore cephalosporin with activity against multidrug-resistant Gram-negative
bacteria, including Acinetobacter baumannii. However, data regarding its penetration into the cerebrospinal fluid
(CSF) remain limited, particularly in central nervous system (CNS) infections such as ventriculitis.

Methods:

We report a case-based pharmacokinetic analysis of cefiderocol concentrationsin both plasmaand CSFina
neuro—intensive care patient diagnosed with ventriculitis caused by multidrug-resistant A cinetobacter
baumannii. Serial plasma and CSF samples were collected at steady state at predefined time points.

Results:

Plasma concentrations showed high variability, ranging from 15 to 138.5 mg/L. In contrast, CSF concentrations
remained stable throughout the dosing interval, ranging between 1.9 and 2.9 mg/L. Notably, CSF concentrations
consistently exceeded the minimum inhibitory concentration (M1C) of the infecting organism by 8-12 fold across
all samples, indicating sustained therapeutic exposure in the CNS.

This case demonstrates that cefiderocol achieves and maintains CSF concentrations above pharmacodynamic
targetsin apatient with ventriculitis. Factors such as blood—brain barrier disruption and the presence of an
external ventricular drain likely contributed to enhanced drug penetration. The absence of renal impairment
minimized therisk of drug accumulation, supporting the reliability of the observed pharmacokinetic profile.

Conclusion:

Cefiderocol may represent a promising therapeutic option for CNS infections caused by multidrug-resistant
Gram-negative bacteria. Thisreport providesthefirst clinical evidence of sustained cefiderocol exposurein CSF
exceeding MIC values.
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