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Research advances in the role of the selective autophagy adaptor protein p62 and the Keapl -

Nrf2 signaling pathway in neurodegenerative diseases
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Abstract:  During the formation of autophagosomes, the selective autophagy adaptor protein p62 acts as the bridge between autoph-
agy-related proteins, LC3, and polyubiquitinated proteins and transports damaged proteins, mitochondria, and invading bacteria to au-
tophagosomes for degradation through the ubiquitin signaling pathways. As an autophagy adaptor protein, p62 associates autophagy with
the Keapl-Nrf2 signaling pathway and can competitively bind to Keapl and then clear it via the autophagy pathway. In addition, p62
promotes the dissociation and nuclear import of Nrf2, which, in turn, promotes the generation of p62 by binding to the downstream an-
tioxidant response element on its promotor region, forming a positive feedback loop. Neurodegenerative diseases have complex etiologies
and unclear pathogeneses, and autophagy dysregulation activating the Keapl-Nrf2 signaling pathway through the p62-regulated non-
classical pathway has become a research hotspot in this field.
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