2021 2023

Impact of the individual variance of eicosanoid disposition on the development
of idiosyncratic liver injury
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We focused to the inter-individual variance of the disposition of
eicosanoids, endogenous bioactive substances, as a cause of drug toxicity that occurred with
idiosyncratic manner. In this study, we aimed to clarify the regulatory mechanisms of eicosanoids
disposition in the liver. We found that 12-hydrocyeicosatetraenic acid (12-HETE) is a major
productive eicosanoid in rat liver and its production seems to be catalyzed by cytochrome P450 (CYP)

2C, not by lipoxygenase. Although the activity of prostaglandin E2 (PGE2) production was quite low,
PGE2 was immediately disappeared in rat liver. Moreover, organic anion transporting-polypeptide
(OATP) 2Al1 seems to contribute to PGE2 disappearance. These results indicated that the activities of
CYP2C, OATP2A1, and enzyme related to PGE2 disappearance are key factors to regulate eicosanoids
disposition in liver.
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