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This study examined the pathogenesis of obesity-related tubulopathy (ORT;
obesity-related tubulopathy) in detail. The results revealed that 1) TFEB is the most activated
transcription factor under saturated fatty acid load, 2) its activation is due to the suppression of

the mTORC1 non-classical pathway, and 3) TFEB activated during ORT suppresses the progression of
kidney disease through the release of undigested material accumulated inside lysosomes into the
tubular lumen by promoting lysosomal exocytosis. In addition, this study identified a mechanism by
which the production of FGF21 is enhanced during ORT and this FGF21 counteracts the progression of
kidney disease through improving autophagy stagnation and promoting mitochondrial biosynthesis.
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