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Population pharmacokinetic analysis of anti-infective drugs considering
clearance with/without continuous renal replacement therapy in intensive care
unit patients
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The present research aimed to develop population pharmacokinetic (PPK)
models considering clearance with/without continuous renal replacement therapy (CRRT) of anti-MRSA
agents and carbapenems frequently used for empirical treatment in patients with severe infection
admitted to the intensive care unit (ICU). At first, we successfully established the high-throughput

simultaneous quantification method for these anti-infective agents and high sensitive
qguantification method for total and free concentrations. Next, we attempted a PPK analysis of
doripenem with ADVAN6 of NONMEM for ICU patients. The model fit was refined by incorporating the
clearance with CRRT into an elimination pathway, succeeding in building a doripenem PPK model
considering clearance with/without CRRT.
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