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In the maintenance of animal models and proving the efficacy of candidate sequences using
them, we showed about 20% of fukutin mRNA and protein recovery in local administration to the
muscle using an animal model or systemically administered intravenously at about 100 mg / kg, and
furthermore we demonstrated a sugar chain modification of a-dystroglycan and restoration of
laminin binding capacity, leading to functional recovery. Mating of membrane repair molecule
dysferlin-deficient mouse sjl / sjl and fukutin retrotransposon knock-in mouse Hp / - showed muscle
cell membrane fragility and developed dystrophic lesions. In human patients, if the abnormality of
the glycosylation is mild, the phenotype also becomes mild, so we believe that therapeutic effect can
be explained if the carbohydrate chain abnormality becomes mild in the model, and this point is also
acknowledged by PMDA, but this animal model may be used as a phenotypic model for future
treatment experiments and the like.

We held a consultation meeting with PMDA regarding a "Package for GLP toxicity studies to
support an initial clinical trial" and "Methods of clinical evaluation". As a result of the meeting, we
decided on the methods and criteria for off-target analysis required to start clinical trials. Based on
this consultation, we performed off-target analysis.

In the first year, radiolabeled monomer was synthesized as a precursor for the synthesis of
radiolabeled oligomer. In the second year, radiolabeled oligomer was synthesized from the monomer,
then pharmacokinetic studies were performed on the oligomer. In the third year, GLP API production

was carried out to give the API in sufficient yield.
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