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Developments in estimation of the functional changes of transporters and drug
metabolizing enzymes during renal failure
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Several uremic tocxins have been proposed to inhibit hepatic uptake
transporters. The purpose of this study is to find possible inhibition of OATP1B1 by newly
identified uremic toxins, 6-OH indole. 6-OH indole inhibited OATP1Bl-mediated uptake of [3H]estrone
sulfate in HEK293/0ATP1B1 cells. Plasma concentration of 6-OH indole was higher in patients with
severe renal failure than that in patients without renal failure. The inhibition pattern of OATP1B1
by 6-0OH indole was long-lasting, since its inhibition was maintained after 6-OH indole was washed
out. Also, 6-OH indole inhibited uptake of estrone sulfate in primary cultured hepatocytes without
changing mRNA expression of OATP1B1. These results suggest that increase of 6-OH indole in plasma
during CKD could at least partially explain the delayed elimination of OATP1B1 substrate drugs.
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