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Analysis of the molecular pathogenesis of the selective autophagy substrate
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The mechanism of selective autophagic degradation of p62 protein, which
forms droplets by liquid-liquid phase separation, and the molecular pathogenesis of disease-related
point mutations were unknown. Here, we found that p62 droplets serve as a scaffold for autophagosome

formation and are selectively degraded via interaction with LC3/GABARAP proteins localized on the
autophagosome membrane. We also found that the properties of p62 droplets are regulated by
post-translational modifications and that disease-associated point mutations result in qualitative
changes in p62 droplets.
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