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Population pharmacokinetics of capecitabine in colorectal cancer patients
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Abstract: Objective To investigate the population pharmacokinetic characteristics of capecitabine and its possible influencing
factors in colorectal cancer patients. Methods 56 colorectal cancer patients were chosen as the research objects. After a single dose
of 0.6 g (0.15 g, 4 tablets, orally) of capecitabine tablets, blood samples were collected from multiple sites, the plasma concentration
of capecitabine was determined by HPLC-MS/MS. The nonlinear mixed effect model and program (NONMEM) were used to
analyze the data, the population pharmacokinetic model of capecitabine was established and its population pharmacokinetic
parameters were obtained. Results The final model is one-compartment model with first order absorption and elimination.
Population typical pharmacokinetic parameters of the model: clearance (CL) is 265 L/h, apparent volume of distribution (V) is 329 L,
and the absorption rate constant (Ka) is 2.15 h™!. Demographic factors (age, gender, body weight, etc.) and liver kidney clearance
related factors (creatinine clearance rate, bilirubin and albumin, etc.) have no significant effect on the clearance of capecitabine.
Conclusion The model is stable and can well fit the population pharmacokinetic characteristics of capecitabine in Chinese patients
with colorectal cancer, which can be used for developing a individualized administration scheme in clinical.
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Fig. 1 Capecitabine population pharmacokinetic diagnostic chart
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Fig. 2 Capecitabine population pharmacokinetic diagnostic chart
R2 FHEMREEALGTFER NI
Table 2 \Verification of capecitabine population pharmacokinetic model
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Fig. 3 Population pharmacokinetic model validation by VPC
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