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01. Introduction

Linezolid is a synthetic antibiotic drug from the oxazolidinone class. It is

increasingly used in pediatric intensive care units for the treatment of Gram-

positive infections

that are multi-resistant to other anti-microbial agents.

Unpredictable fluctuations in the pharmacokinetic (PK) variables of patients

may necessitate adjustment of the drug dose. The objectives of the present

study were to establish a population PK model for intravenously administered

LZD in critically ill children and to optimize individual’s initial dosing regimens.

02. Methodology

Childrens aged 0 to 18 years treated
with linezolid administered as a
discontinuous infusion were

included.
+ Dose :

Bioavailibilty : 1.
oavalll ty: Toax - 1-2h

Children > 12 ans : 600mg q12h

pediatric : 10mg/kg q8h

AUC/CMI between 80 and 120

Cmin : 2-7 mg/L

Main adverse effect :
Thrombocytopenia

Plasma proteine
Binding:
31%

Tq2 2 9-7Th Vd : 40-50L

LZD plasma concentrations were
measured using a high-performance

liquid chromatography-tandem mass

spectrometry method.

Covariates

Data were modeled using nonlinear,

mixed-effects modeling software.
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03. RESULTS

Forty-seven patients with a mean age (range) of 0.9 years (0.03 - 15.8

years) and 103 LZD concentration measurements were included.

Data were most accurately fit by :

e one-compartment model

e proportional error model

e Retaining only the variability

on clearance

e + allometric model

The model incorporating creatinine clearance affecting the inter-individual

variability (ITV) of c

earance, along with liver transplantation influencing the

[TV of clearance, and additionally including the effect of age.

eCL, eV +
Allometrie
nCL =0.6
FO = 566.9
BIC = 584.8

eCL, 8V + Allometrie +
ClLcrimCL +
Transplantes/ nCL
+ AgemCL
ncL=0.4
FO = 540.4
BIC =577.1

04. Model validation
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aCL, eV +
Allometrie +
ClLecrimCL
nCL = 0.49
FO =552.9
BIC= 575.5

ACL, 8V + Allometrie +
ClLcrimCL +
Transplantes/ nCL
nCL= 0.44
FO =545.0
BIC =572.3
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05. Conclusion

Simulations are currently being performed to

‘time

regimen for linezolid in this particularly susceptible population.

bropose an optimized dosing



