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Suppression of protein aggregate formation in ALS and other neurodegenerative
disease models
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The formation of misfolded protein aggregates is one of the pathological
hallmarks of neurodegenerative diseases. We demonstrated that, in neuronal cell culture and mouse
models, Prajal RING-finger E3 ubiquitin ligase (PJAl) suppresses the cytoplasmic aggregate formation

of transactivation response DNA-binding protein of 43kDa (TDP-43), the main constituent of neuronal

cytoplasmic aggregates in cases of amyotrophic lateral sclerosis (ALS) and frontotemporal lobar
degeneration (FTLD). Furthermore, PJAl also suppressed the aggregate formation of fused in sarcoma,
superoxide dismutase 1, a -synuclein, and ataxin-3 and huntingtin polyglutamine proteins in neuronal
cultures. These results suggest that PJAl is a common sensing factor for aggregate-prone proteins
to counteract their aggregation propensity and could be a potential therapeutic target for
neurodegenerative diseases that include ALS, FTLD, Parkinson’ s disease, and polyglutamine diseases.
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