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p62 is a scaffold protein involved in multiple signaling pathways, and its intracellular
levels are constitutively and selectively regulated by basal autophagy. In yeasts, Atg8p
plays key roles in both autophagosome formation and selective autophagy based on its
membrane fusion property and interaction with autophagy receptors/specific substrates.
LC3, a mammalian Atg8 homolog, interacts directly with p62 by LIR (LC3 interacting
region), highly conserved sequence among p62 homologs, and thus p62 is trapped into
autophagosome. In contrast to the single Atg8p in yeast, mammals have 6 homologues of
Atg8p comprising LC3 and GABARAP families. However, it is not clear these two families
have different or similar functions. In this study, we found that simultaneous knockdown
of LC3 and GABARAP families caused a defect in long-lived protein degradation through
lysosomes, and knockdown of each had no effect on the degradation. Meanwhile,
knockdown of LC3B but not GABARAPS resulted in significant accumulation of p62. These



results suggest that while mammalian Atg8 homologues are functionally redundant with

regard to autophagosome formation, selective autophagy is regulated by specific Atg8

homologues.
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