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We investigated the enzymatic activities involved in ribitol phosphate
modification at the tissue level and analyzed the pathogenesis of the disease concept of "ribitol
phosphate dysregulation™.

We generated skeletal muscle-selective ISPD-cKO mice and confirmed the biochemical abnormalities and
muscular dystrophy symptoms observed in dystroglycanopathy patients, examined the efficacy of gene

therapy and CDP-ribitol replacement therapy, and established a system to detect CDP-ribitol in vivo.
Tetraacetyl CDP-ribitol most efficiently improved muscular dystrophy symptoms in ISPD-cKO mice.
Completed the GLP preclinical study of NS-035, which showed no pharmacokinetic problems but slightly
high nephrotoxicity, and investigated ways to improve it; investigator-initiated clinical trial was
started in August 2021.
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