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Clinical pharmacokinetic study for management of drug side effects
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We investigated hepatic uptake of gemcitabine (GEM) in rat and human. The uptake
mechanism involved high- and low-affinity saturable components with Km values of micromolar and
millimolar order, respectively. Our results suggested that the hepatic extraction of GEM is predominantly
mediated by the low-affinity nucleoside transporter ENT2 at clinically relevant hepatic concentrations of
GEM, the uptake would not be completely saturated. This is critical for hepatic arterial infusion (HAI),
because saturation of hepatic uptake would result in a marked increase of GEM concentration, abrogating
the advantage of HAI over i.v. administration in terms of severe adverse events. We investigated
pharmacokinetics of linezorid (LZD) in rat and human. The incidence of thrombopenia was increased
according to the increase of plasma concentration of LZD. We also found that long-term enteral nutrition
affected that the expression of transporters and metabolic enzymes in the liver and small intestine.
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