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Organic anion transporting polypeptide (OATP) plays a key role for the drug disposition
and risk assessment of OATP-mediated DDIs is an integral part of drug development.
However, the difficult aspects for the prediction of DDIs is remained for its complex
mechanism of OATP inhibition. Then, we focused on time dependent OATP1B1
inhibition among various features of OATP1B1 inhibition and try to establish the new
approach for the prediction of OATP1B1-mediated DDIs. In the present study, three R
value (R1, Rz and Rs), the predicted ratio of the victim drug’s AUC, was calculated and
compared with observed AUC ratio (4.6-15) in clinical. R; values (1.80-2.07),
recommended in DDI guideline/draft guidance, were much lower than observed AUC
ratio. On the other hand, Rz values (22.1-88.9) estimated based on inactivation and
recovery parameters of OATP1B1 were higher than observed AUC ratio, and Rs (1.74—
5.49) values considered both R: and Rs values, and contribution ratio of OATP1B1 to
overall hepatic uptake was close to observed AUC ratio. These results suggest that Ro
value can help to avoid the false negative prediction and Rs value is an alternative index
for quantitative prediction of OATP1B1-mediated DDIs mediated by time dependent
inhibitor drugs.
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Asunaprevir  1.03 1.02 1.03 NA
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