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This study aims to develop novel therapeutic strategies for Amyotrophic
Lateral Sclerosis (ALS) by elucidating the role of alternative splicing of the intrinsically
disordered region of the pathogenic protein TDP-43. Dysregulation of TDP-43 is known to contribute
to the onset and progression of ALS, with the intrinsically disordered region potentially leading to
protein misfolding, which in turn can cause fibrosis and aggregation. We have revealed the
relationship between alternative splicing of TDP-43 and ALS-associated RNA-binding proteins, and
have successfully developed antisense oligonucleotides to regulate this alternative splicing. The
findings suggest promising avenues for the development of new therapeutic strategies for ALS.
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