ma Expanding the Universe of SLC6A19 Substrates:
SLC Inhibiti

on Protects Kidney from Nephrotoxic Metabolite Accumulation
ze Robert R Graham, Victoria A Assimon, Jessica Wahlers, Terrance F Satterfield, Hannah N. De Jong, Darian Ta, Caitlin

Rodriguez, Sarah M. Bronner, Brant Webster, Karol Estrada, Maarten Hoek, Julie C Ullman

Background

SLC6A19 Inhibition:
Proposed Nephroprotective Mechanisms
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Approach Results

Strategy to identify additional SLC6A19 substrates Novel SLC6A19 Substrates Include Biologically Active Amino-Acid Metabolites And Nephrotoxic Cysteine-S-Conjugates
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Implications
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Summary

 SLC6A19 can transport other substrates beyond neutral amino acids, including biologically active amino acid derivatives and nephrotoxic metabolites.

 We propose a multifactorial model for the nephroprotection of SLC6A19 inhibition: hemodynamic and metabolic benefits + reduced tubular uptake of toxins.

* An investigational small molecule inhibitor of SLC6A19, MZE782, is currently being evaluated as a potential therapy for CKD and Phenylketonuria (PKU).
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