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Therapeutic strategy for muscular dystrophy via regulation of STIM1 mediated Ca2
+ homeostasis
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Recently, STIM1-ORAIL signaling is receiving attention as molecules

regulating calcium homeostasis In skeletal muscle. In this study, we investigated the pathomechanism
of a novel mutation of STIM1 we identified in a family with tubular aggregate myopathy. In contrast
to the previous reports, this novel mutation resides in the cytoplasmic domain of STIM1. Gene
transfer ex?eriments using cultured myoblasts exhibit that the mutant STIM1 induces marked reduction
of intracellular calcium concentration and inhibits puncta formation of STIM1 with tapsigargin,
which is necessary for ORAI1l activation. Taken together, in the family with the novel mutation,
tubular aggregate myopathy is caused by a distinct pathomechanism from that previously proposed, 1.

e. excessive influx of calcium.
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