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Clinical study of the relationship between toxicity induced by pazopanib and
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Pazopanib, a multi-target tyrosine kinase inhibitor, is mainly metabolized
by hepatic enzymes such as cytochrome P450. Pazopanib is a substrate of OATP1B1, and It has been
considered that organic anion-transporting polypeptide (OATP) 1Bl have significant role as hepatic
drug-uptake transporter. We assessed the hepatic drug-uptake transporters related to pazopanib, and
elucidated that pazopanib is transported from blood to hepatocyte by organic cation transporter
(OCT) 1 than OATP1Bl1. Furthermore, we assessed the mechanism of drug-drug interaction between
pazopanib and irinotecan. We revealed that pazopanib have a role of inhibition to UDP-glucuronosyl
transferase (UGT) 1Al and this induced increase of SN-38 concentration. On the other hand, it was
clarified that pazopanib is not influenced hepatic uptake of SN-38 via OATP1B1.
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OCT, organic cation transporter; OAT, organic anion transporter; OATP, organic anion
transporting polypeptide; NTCP, sodium/taurocholate co-transporting peptide
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