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Abstract

Doripemem NEs Deen necanily Introducad In kMalaysia and is used for severns ineciions In e Intensive cane unil. Howeauver, Iimled data cunnently exist 0 guide oplimal
@osing In Wils soanark. We aimed o describe e population phanmacokinetics of doripanam in halaysian crikcally 1 patiems wilh sepsiks and use Mome Tark
dosing simulations o develop clinkcally relevant dosing guildelines for These pallents. In Bils pharmacokineiic study. 12 crilcally 1l adulk paflenis wih sepsils receling
500 Mg of doripenem every & N 25 3 1-hour INfusion wene ennolied. Sanial blood samples wene collected on 2 difierent days. and population PRaENMEcONStlc analysts
was performed esing a nonlinear miked-efecis modeling approach. A fwo-compariment linear model with befween-subjlec and befween-occasion varkabllly on
ClEarance Was adequaie In gescribing e data. The Gpical wolume of distrioution and Clearance of doripenam In ils onort wen2 047 Ikersig and 014 IRerskgn.
respacihely. Daripencm clearance was skgnificantly infuenced by patlemts” creatinine clearance (CLCR]), such Iat 3 30-milmin increzse in e estimated CLCR
would Incresse doripenem G by 52%. Monie Cariko dosing simulsilons suggesied hat. for pafhogens wilh a MIC of 8 mgvilier. a dose of 1,000 mg every 8has a -
Infusion 15 opfimEl for patlents with 3 CLCR of 30 0 100 mimin, whille 3 dose of 2,000 mg 2uery & h 35 3 4-h imusion s Dest for patlents maniesiing 3 CLCR of > 100
mimin. Findings from s Study Suggest Tst, for doripenam usage In Malaystan crikcally I potients, an SRemstive Gosing Sppnoach may be merRarkus, particularly
winen mukidneg reslsiance pamogens ane uoked
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Abstract

Doripenem has been recently introduced in Malaysia and is used for severe infcfions in the intensive care unit. Howaver, imited data cumently exist to quide optimal dosing in this scenario. We aimed
1o describe the population pharmacokinetics of doripenem in Malaysian crifically ill patients with sepsis and use Monte Carlo dosing simulations to develop clinically relevant dosing guideines for
these patients. In this pharmacokinetic study, 12 eritically ill adult patients with sepsis receiving 500 mg of doripenem every 8 h as a!-hour infusion were enrolled. Serial blood samples were collected
on 2 different days, and population pharmacokinetic analysis was performed using a nonlinear mixed-effects modsling approach. A fwo-compariment linear model with befween-subject and between-
occasion variabilty on clearance was adequate in describing the data. The fypical volume of distribufion and clearance of doripenem in this cohort were 0.47 itersikg and 0.14 literskg/h, respectively.
Doripenem clearance was significantly influsnced by patients’ creatinine clearance (CLcg), such that a 30-mimin increase in the estimated CLi ould increase doripenem CL by 52%. Monte Carlo
dosing simulations suggested that, for pathogens with a MIC of 8 mg/iiter, a dose of 1,000 mg every8hasad-hinfusion s optimal for patients with a CLzz of 30 to 100 mUmin, while a dose of 2,000 mg
every 8 h as a 4-h infusion is best for patients manifesting a CLe-q of >100 miimin. Findings from this study suggest that, for doripenem usage in Malaysian critically ill patients, an altemnative dosing
approach may be meritorious, paricularly when multidrug resistance pathogens are involved. Copyright © 2015, American Society for Microbiology. All Rights Reserved.
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