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Selective protein degradation with the aim of developing therapies for
neurodegenarative diseases
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The transcription factor EB (TFEB) has been reported to regulate autophagy
by upregulating genes that belong to the coordinated lysosomal expression and regulation (CLEAR)
network, thereby controlling lysosomal biogenesis. Hikeshi is essential for the entry of the
Hsc70/Hsp70 (Hsp70s) to the nucleus under stress condition. We examined the effects of the
overexpression of TFEB and Hikeshi in cultured cell models of neurodegenerative diseases. Neuronal
cells were transfected with plasmids encoding mutant androgen receptor, huntingtin, ataxin-1,
ataxin-3, Hikeshi and TFEB. The overexpression of TFEB and Hikeshi decreased the expression of each
causative protein in the neuronal cell models. Hikeshi could interact with TFEB and enhance the
degradation of the disease-causative proteins. On the other hand, reduction of TFEB and Hikeshi
slows the turnover of mutant proteins. These findings demonstrated that TFEB and Hikeshi influence
the degradation of the disease-causative proteins.
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TFEB interacts with HIKESHI
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