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Mutations in cell membrane protein MEGF10 cause early onset myopathg,
areflexia, respiratory distress, and dysphagia (EMARDD), a rare congenital muscle disease, but the
pathogenic mechanisms remain largely unknown. We demonstrate that loss of Megfl0, as well as
overexpression of the pathogenic human C774R mutation, leads to impaired proliferation and migration
of C2C12 cells. Cell proliferation and migration are known to be regulated by the Notch receptor,
which plays an essential role in myogenesis. Reciprocal co-immunoprecipitation studies show that
Megfl0 and Notchl interact via their respective intracellular domains. These interactions are
impaired by the pathogenic C774R mutation. Megfl0 regulation of myoblast function appears to be
mediated at least in part via interactions with key comﬁonents of the Notch signaling pathway, and
defects in these interactions may contribute to the pathogenesis of EMARDD.
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