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    Abstract


N-Acetylcysteine (NAC) and dimercaptopropanesulfonate (DMPS) are sulfhydryl-containing compounds that produce a dramatic acceleration of urinary methylmercury (MeHg) excretion in poisoned animals, but the molecular mechanism for this effect is unknown. NAC and DMPS are themselves excreted in urine in high concentrations. The present study tested the hypothesis that the complexes formed between MeHg and these anionic chelating agents are transported from blood into proximal tubule cells by the basolateral membrane organic anion transporters (Oat) 1 and Oat3. Xenopus laevis oocytes expressing rat Oat1 showed increased uptake of [14C]MeHg when complexed with either NAC or DMPS but not when complexed withl-cysteine, glutathione, dimercaptosuccinate, penicillamine, or γ-glutamylcysteine. In contrast, none of these MeHg complexes were transported by Oat3-expressing oocytes. The apparentK
m values for Oat1-mediated transport were 31 ± 2 μM for MeHg-NAC and 9 ± 2 μM for MeHg-DMPS, indicating that these are relatively high-affinity substrates. Oat1-mediated uptake of [14C]MeHg-NAC and [14C]MeHg-DMPS was inhibited by prototypical substrates for Oat1, including p-aminohippurate (PAH), and wastrans-stimulated when oocytes were preloaded with 2 mM glutarate but not glutamate. Conversely, efflux of [3H]PAH from Oat1-expressing oocytes wastrans-stimulated by glutarate, PAH, NAC, DMPS, MeHg-NAC, MeHg-DMPS, and a mercapturic acid, indicating that these are transported solutes. [3H]PAH uptake was competitively inhibited by NAC (K
i of 2.0 ± 0.3 mM) and DMPS (K
i of 0.10 ± 0.02 mM), providing further evidence that these chelating agents are substrates for Oat1. These results indicate that the MeHg antidotes NAC and DMPS and their mercaptide complexes are transported by Oat1 but are comparatively poor substrates for Oat3. This is the first molecular identification of a transport mechanism by which these antidotes may enhance urinary excretion of toxic metals.
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