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PURPOSE

To develop a reduced physiologically based pharmacokinetic (PBPK) model using a top-down approach in
patients with severe nosocomial pneumonia

PHYSIOLOGICALLY BASED PHARMACOKINETIC ANALYSIS

Based on a previous compartmental PK analysis and real values taken from the literature [1|, total clearance and tissue-to-blood partition coefficients were
estimated to describe the meropenem disposition in pneumonic patients. Patient data used are from the clinical trial PROMESSE (PROtocol MEropenem

Steady State Evaluation)!2l.
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EXTERNAL VALIDATION & EXTRAPOLATION IN OTHER POPULATIONS

External validation consisted in comparing model predictions (90 % prediction interval) with independent measured concentrations (digitized data).

Other pneumonic populations Patients with various degrees of Morbidly obese patients [5]
renal function [4]
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Conclusion : All internal and external validation steps gave satisfactory results.
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