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In the present study, we investigated the role of RNF182, which is a central

nervous system-specific ubiquitin ligase localized in lysosomes, in neural differentiation. We
found that RNF182 poly-ubiquitylates lysosomal-associated transmembrane protein LAPTM4A via
K63-linked chains. LAPTM family reportedly participates in the recruitment of the large neutral
amino acid transporter LAT1 to lysosomes, leading to leucine uptake into lysosomes and mammalian
target of rapamycin complex 1 (mTORC1) activation. We showed that the RNF182-mediated
poly-ubiquitylation of LAPTMs facilitated the interaction of LAPTMs with LAT1 and the stabilization
of LAT1 in lysosome membranes. In addition, we found that RNF182 expression was induced by the

lysosome inhibitor chloroquine and the transcription factor TFEB, which is activated by lysosomal
stress.
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