©
2018 2021

Elucidation of selective vulnerability in neurodegenerative diseases from the
perspective of neuronal diversity acquisition and maintenance

Tanabe, Yasuto

3,500,000

amyotrophic lateral sclerosis: ALS

ALS
ALS

DIk1, the fast-fatigable motor neuron cell-fate determinant among generic
motor neuron population during embryonic stages, was persistently expressed in adult spinal cord
motor neurons until the middle-ages in mice. Our data suggested that DIkl may mediate a
nucleocytoplasmic transport to take out presumably senescence-associated genotoxic DNAs into the
cytoplasm. Given the increased levels of DIkl in MNs of TDP-43 Tg homozygotes when motor symptoms
progress and the capability of over-expressed DIkl for the induction of TDP-43 aggregate in vitro,
increased levels of DIkl may enhance the nucleocytoplasmic transport system and trigger the
formation of TDP-43 aggregates. In contrast, however, our data did not rule out the possibility that

DIkl-mediated nucleocytoplasmic transport system may contribute to the proper transport of
genotoxic nuclear materials including TDP-43 for degradation and to prevent the formation of
cytoplasmic TDP-43 aggregates in pathological conditions.
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DIK1 contributes to the induction of cytoplasmic TDP-43 aggregates throug h the formation of micronucleus-like structures
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