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Of organic anion transporters (OAT) evaluated in this study (OAT1, OAT3, and
0AT4), OATl-mediated transport of methylmalonic acid was indicated. Furthermore, the uptake of
methylmalonic acid by rat kidney slice was inhibited by probenecid, an OAT inhibitor. Since OAT1 is
responsible for the renal secretion of various drugs by basolateral uptake at the blood facing
membrane, OAT1-mediated uptake of methylmalonic acid from the plasma may be involved in the renal
toxicity and urinary secretion of methylmalonic acid in methylmalonic acidemia. With respect to
methylmalonic acid transport on the luminal side of renal epithelia, sodium ion-dependent uptake of
methylmalonic acid by rat renal brush border membrane vesicles was detected. However, overexpression
of sodium-dependent dicarboxylate transporter 1 (NaDC1l) and sodium-coupled monocarboxylate
transporter 2 (SMCT2) had negligible effect on the cellular uptake of methylmalonic acid.
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