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    Abstract

In the present study, we investigated the transport of ochratoxin A (OTA) by kidney-specific organic anion transporter 1 (OAT1). When expressed in Xenopus laevis oocytes, OAT1 mediated sodium-independent uptake of OTA (Km = 2.1 μM). Piroxicam, which has been shown to prevent the nephrotoxicity of OTA, inhibited OAT1-mediated uptake of OTA. By contrast, another protective compound, aspartame, did not. Using a cell line derived from the mouse kidney terminal proximal tubule (S3) transfected with OAT1 cDNA, we investigated the transport of OTA and also its effect on cell proliferation and cell viability. S3 cells expressing OAT1 mediated the saturable transport of OTA (Km = 0.57 μM). Cell proliferation was suppressed in S3 cells expressing OAT1 when exposed to 2 and 10 μM OTA. This suppression was rescued by the coaddition of 1 mMp-aminohippurate in the media. The present study indicates that OTA is transported by OAT1 and that the accumulation of OTA via OAT1 in proximal tubular cells is the primary event in the development of OTA nephrotoxicity.


Footnotes
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	organic anion transporter
	OTA
	ochratoxin A
	PAH
	p-aminohippurate
	rNaDC1
	rat Na+-dicarboxylate cotransporter
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	organic anion transporting polypeptide
	MTT
	3-[4,5-dimethylthiazol-2-yl]-2,5-diphenyltetrazolium bromide
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