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Organic anion transporting polypeptide (OATP) family is consisted of 11 members, and
some of them are involved in the hepatic handling of endogenous compounds and
xenobiotics. Among them, first of all I focused on OATP-B which is expressed in both
of intestine and liver. Immunohistochemical analysis revealed that OATP-B is
localized at the brush-border membrane in intestinal epithelial cells. When examined
in the transfected cultured cells, OATP-B exhibited higher transport activity and broader
substrate selectivity in acidic pH compared with neutral pH. Since OATPs transport
various drugs, the functional alteration by genetic polymorphisms may cause the inter-
individual variability of drug disposition. Measurements of the intrinsic activity of
genetic variants of OATP by in vitro transfected cells suggested the alteration of activity
by genetic polymorphisms. Although many OATPs and other anion transporters
recognize. estrone-3-sulfate as a substrate, the biological relevance is unclear. Estrone-
3-sulfate is a major circulating estrogen precursor, and could be used as active estrogen
to breast cancer cells, leading to the progression of hormone-dependent breast cancer
cells. Thus, I demonstrated that the internalization of estrone-3-sulfate into breast
cancer cells is mediated by specific transporter(s), and inhibition of the transporter can
suppress the proliferation of breast cancer cells. These findings will provide useful

information for clinical utilization of transporters as the drug targets and optimization of
drug therapy.
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HEENICHBITS SLC I U AR—F—DEENOIRIL. EXERDDOECE
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IZ cCRNA ZABZEHEMEE. RMTLEOBMDABIEEN TS h—ITELZEA
BTOEMZEREMTHERT 2 HiEE A, TOME, OATP-B B LU
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WAL OETEIA D AR ZIRB T 2ICE > /=, RT-PCR DOfER. A
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