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The accumulated uremic toxins inhibit the expression of various renal
transporters and this inhibition may further reduce renal function and subsequently cause the
accumulation of uremic toxins. Recently, we have revealed that human kidney-specific organic anion
transporter SLCOAC1 excretes uremic toxins, and the up-regulation of SLCO4C1 resulted in the
reduction of blood pressure and renal inflammation in a CKD. We revealed that the uremic toxin
transporter, SLCO4Cl, is negatively regulated by a representative uremic toxin indoxyl sulfate,
through a transcription factor GATA3. The removal of indoxyl sulfate and blocking its si%naling
pathway should be an effective strategy to restore the SLCO4Cl-mediated renal excretion of uremic
toxins.

In addition, among uremic toxins, indole-3-acetic acid significantly increased the cellular ATP
level in Hep3B human cells. Indole derivatives may represent a novel therapeutic strategy for
treating AKl and CKD as a mitochondria-homing drug.
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