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Amyotrophic lateral sclerosis (ALS) is a neurodegenerative disease
characterized by dysfunction and cell death of motor neurons in the brainstem and spinal cord and
the resulting motor deficits. TDP-43 is the causative protein in familial and arcuate ALS; in ALS
motor neurons, ubiquitinated TDP-43 forms aggregates in the cytoplasm, which induce neuronal
dysfunction and cell death, resulting in ALS. Stress granules are non-membrane organelles that form
transiently under stress. Stress granules have recently been shown to be involved in the formation
of ubiquitinated TDP-43 aggregates. We have elucidated the quality control mechanism of stress
granule formation and the mechanism of TDP-43 aggregate formation in ALS(Kakihana, iScience, 2021;
Takahashi, Mol Cell Biol, 2022; Sango, J Biol Chem, 2022), and have opened up a new research area.
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