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DNA TDP-43 ALS

The elucidation of ALS pathogenesis focused on the effects of DNA methylation on
TDP-43 autoregulation
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In amyotrophic lateral sclerosis (ALS), abnormalities in the amount and
distribution of the nuclear protein TDP-43 contribute to the pathogenesis of the disease. This study
found that: 1) Selective demethylation of TDP-43 autoregulatory regions increases TDP-43 levels. 2)
Demethylation of TDP-43 autoregulatory regions in the human motor cortex increases TDP-43 levels
with age. 3) The methylation status of TDP-43 autoregulatory regions in the motor cortex correlates
with the age of onset of ALS. This study revealed the mechanism of self-regulation of TDP-43 levels
by age-related DNA demethylation. We reported these findings in Commun Biol (Koike et al. 2021).
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