2019 2020

HCV

The molecular mechanism of HCV-induced protein degradation via chaperone
mediated autophagy
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Chaperone mediated autophagy (CMA) carries a substrate protein into the
lysosomal lumen using HSC70 and LAMP-2A. Substrate proteins of CMA contain a CMA-targeting motif,
which is selectively recognized by HSC70. CMA promotes the degradation of a specific substrate
protein that enters into the lysosome through LAMP-2A. We previously reported that HCV NS5A
interacts with HSC70 and recruits HSC70 to substrate protein, thereby promoting the lysosomal
degradation of substrate protein via CMA. More than 130 host proteins have been identified as
NS5A-interacting proteins. In this study, we examined the potential CMA-targeting motif in NS5A
interacting proteins. We found novel host proteins that are degraded by lysosomes via the

CMA-dependent pathway.
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