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Liver-specific selective autophagy-incompetent mice were generated by
utilizing a probe that specifically binds to the membrane-bound ATG8 family. We found that
overexpression of NBR1, a binding partner of p62, decreased the fluidity of p62 bodies while
increasing their number and size. We established a method for highly efficient purification of
fluorescently labeled p62 bodies using a cell sorter. Integrative proteomic analysis of p62 bodies
purified from NBR1 overexpressing cells and liver-specific selective autophagy-incompetent mouse

liver identified a novel selective autophagy substrates that localize to p62 bodies and are degraded
by autophagy.
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A redox-independent stress response
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* ULK1 phosphorylates Ser349 of p62
bodies formed by liquid-liquid phase
separation.

+ KEAP1 is retained in the
phosphorylated p62 bodies, leading
to NRF2 activation.

» Persistent activation of NRF2 by the
redox-independent pathway causes
hyperkeratosis in vivo.

Ryo lkeda et al...*Yoshinobu Ichimura, *Nobuo N Noda, *Masaaki Komatsu (EMBO J 2023)

In addition to genes coding antioxidative proteins, NRF2 upregulates genes coding

proteasome subunits, autophagy-related proteins and p62 itself. Therefore, this redox-

independent stress response pathway is also thought to contribute to proteostasis.
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