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p62 ALS

Pathogenesis of ALS linked p62-mutants from the point of view of autophagy and
oxidative stress
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Mutations in a multifunctional adaptor protein p62 are associated with
amyotrophic lateral sclerosis (ALS) and frontotemporal dementia (FTD). p62 is implicated in
selective autophagy and oxidative stress response. To investigate the pathogenic mechanism of
ALS/FTD by p62 mutations, we produced the stable cell lines expressing p62-WT, P392L and G425R.
Interestingly, both p62 mutants were cleaved at specific positions under stress conditions. Next, we

assessed oxidative stress response via the p62-Keapl-Nrf2 axis in p62 mutant cells. Heme
oxygenase-1 expression was significantly suppressed in both p62 mutant cells. Furthermore, p62
mutations decreased the binding of the UBA domain to ubiquitinated proteins. These results suggest
that reduction of stress response and autophagic clearance of ubiquitinated proteins might be
involved in the pathogenic mechanism of ALS/FTD by p62 mutations.
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a -Sunuclein counteracts immature identity of the periglomerular cells in the mouse olfactory bulb after ischemic stroke.
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