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Exploration of biomarkers: To identify appropriate biomarkers, metabolomic analysis with
mouse models of muscular atrophy were performed at various stages of pathology. In this
fiscal year, we obtained several candidate metabolites and metabolic pathways, whose
quantity and/or activity apparently correlated with disease progression.

High-throughput screening (HTS): We are in discussion about compound libraries for HTS.
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To identify novel biomarkers for Duchenne muscular dystrophy (DMD), we focused on

metabolomics approach using mdx mice in early stage and middle stage of dystrophic pathology.

v' Comparison of the wild-type and mdx groups revealed metabolic alteration with statistically
significant changes in abundance of which showed an increase and decrease in mdx group.

v Many of these changes were age-specific, disease-specific altered substances, which were
across the lifespan of mouse, will lead candidates for protein biomarker.

v We are planning further investigation involving mdx mice treated with properly validated
therapy to confirm the effectiveness of biomarkers.

To investigate whether the progression of respiratory dysfunction in middle stage of mdx mice,

we monitored sensitive respiratory parameters by using whole-body plethysmography, which

provides extensive pulmonary analysis.

v' Anearly identical respiratory rate and the tidal volume were observed between the wild-type
and mdx groups of mice, although significantly decreased tidal volume was detected in the

aged mdx mice compared with age-matched wild-type mice.
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