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Characterization of linear ubiquitin chain for the elucidation of the molecular
pathogenesis of ALS and the development of therapeutic strategies.

Terawaki, Seigo

3,200,000
ALS
ALS
TDP-43
TDP-43 LUBAC
TDP-43 LUBAC
HOIPIN-8 TDP-43
ALS
ALS
TDP-43 TDP-43
LUBAC
LUBAC HOIPIN-8 TDP-43 ALS

Amyotrophic lateral sclerosis (ALS) is an intractable disease that causes
muscle atrophy and motor paralysis due to motor neuron cell death, leading to death within a few
years of onset by respiratory failure. Mutant TDP-43, one of the causative genes of ALS, is thought
to induce neuronal cell death by forming aggregates in cytosol. The mutant TDP-43 is thought to
induce neuronal cell death by forming intracellular ggregates. In this study, we have shown that
fragmented TDP-43 is highly modified with linear ubiquitin chain in the cytoplasm, aggregation of
mutant TDP-43 is dramatically suppressed in cells lacking the E3 enzyme responsible for linear
ubiquitination, LUBAC, and the LUBAC-specific inhibitor we developed, HOIPIN-8 can suppress the
TDP-43 aggregation.
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