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Elucidation of common neuromuscular pathomechanism in multisystem proteinopathy
and search for therapeutic target molecules

Izumi, Rumiko
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Comprehensive genomic analysis of pathologically diagnosed cases of
inclusion body myopathy revealed hnRNPALl gene mutations in 3 cases from 2 families, leading to the
diagnosis of multisystem proteinopathy type 3 (MSP3). Furthermore, transcriptome analysis using MSP3

skeletal muscle specimen revealed that multiple pathways related to hnRNPAL1 function were
significantly suppressed in the MSP3 group. We evaluated the expression and localization of key
molecules in these pathways using skeletal muscle tissue and patient-derived iPS cells, and examined
their relationship with hnRNPAl to verify their pathological significance. In addition, more than
300 molecules showed altered splice patterns in MSP3 skeletal muscle specimen, suggesting its

involvement in muscle degeneration.
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