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Analysis of RNAs associated with TDP-43 aggregation for development of novel ALS
therapeutics
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Nearly all of the amyotrophic lateral sclerosis §ALS) atients contain
cytoplasmic aggregation of TDP-43 in their degenerating motor neurons. Although aggregated TDP-43
was shown to contribute to the ALS pathogenesis, the molecular mechanisms by which TDP-43 forms
cytoplasmic aggregation were not fully understood. 1 previously found that RNAs associated with
TDP-43 contributes to the formation of cytoplasmic TDP-43 aggregation. Based on this finding, I
hypothesized that induced degradation of TDP-43-associated RNA led to the dissolution of already
formed TDP-43 aggregation.

In this study, I developed the protein that binds to TDP-43 and induces degradation of
TDP-43-associated RNAs in the cytoplasm. This protein might be effective for dissolution of TDP-43
aggregation and thus reducing the pathology caused by TDP-43 aggregation.
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