(®)
2013 2014

Change in the PK profile of metabolites by inhibition of metabolic enzyme:
elucidation of mechanism and establishment of predictive method

Kataoka, Makoto
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In order to predict the change in the PK profile of metabolites in DDI induced
humans, PK profiles of parent drugs and metabolites In rats and monkeys were investigated. It was found
that the sgstemic exposure of not only parent drugs but also their metabolites was significantly
increased by DDI. Furthermore, this phenomenon was also observed in monkeys in which systemic clearance
is comparable to that in humans. These findings indicated that significant increase of systemic exposure
of metabolites by DDI could observe in humans. Metabolic activity and the change in it by DDI in the part
of metabolic organ are important to determine the PK profile of metabolites. The mathematical modeling
has been made to simulate our finding phenomenon, which can be useful to understand and predict the
change in the PK profile of metabolites by DDI.
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