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Molecular analysis of brain-type dystrophin to understand
dystrophinopahy-related neurological disorder

Fujimoto, Takahiro

3,400,000

Dp71
Dp71
Dp71
Dp71
Dp71

Dp71
Dp71 Dp71
Dp71

Dp71 is hl?hly expressed in the brain as a dystrophin ?ene product, however,

its physiological functlon and molecular pathology of mutated Dp71 remain unclear. To clarify the
molecular relation between Dp71 and dystroglycan, we coexpressed both proteins and examined the
molecular dynamics in cultured cells. Interestingly, we found that dystroglycan enhances
submembranous localization, stabilization, and hyperphosphorylated status of Dp71 through physical
interaction. As a molecular basis of this phenomena, the EF-hands and ZZ-motif within Dp71 are
required for binding to dystroglycan intracellular domain. Importantly, Dp71 with point mutation,
C272Y or L170del, demonstrated abnormal subcellular localization, protein instability, and
hypophosphorylated status due to the loss of dxstroglycan—binding with mutated Dp71. Thus
Intermolecular interaction of dystroglycan with Dp71 is critical for physiological functions of
dystrophin-dystroglycan molecular complex in brain.
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