(®)
2019 2021

iPS

Elucidation of early pathology of motor neuron diseases using disease specific
iPSCs
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Spinal bulbar muscular atroghy (SBMA) is an adult-onset motor neuron
degenerative disease. Previous analysis has shown the pathogenesis induced by mutant androgen
receptor (AR) aggregates, however, recent analysis suggested pathology independent of mutant AR
aggregates. Moreover, leuprorelin treatment has shown to be effective especially in patients in the
early stage of the disease. In this study, we generated an early disease model using motor neurons
derived from SBMA disease-specific iPSCs, and identified molecules that were involved in the early
pathology of SBMA. Inhibitors of the identified molecules and their downstream molecules rescued the
phenotype, suggesting that these molecules could be novel therapeutic targets of SBMA.
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