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Involvement of ER stress-mediated MBP expression in myelin abnormalities in
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Multiple sclerosis (MS) is an inflammatory demyelinating disease of the CNS,
resulting in neurological impairments. However, the mechanism of relapsing has not been fully
understood. On the other hand, we have recently found the possibility that demyelination with
abnormal myelin morphology is involved in the pathogenesis of relapsing. In this project, we tried
to understand the mechanism of abnormal myelin formation.

Abnormal myelin formation was induced by experimental autoimmune encephalomyelitis (EAE). In
addition, anti-MOG autoantibody and ER-stress could induce this abnormality in the cultured
oligodendrocytes. Moreover, we found that one of MBP isoform was significantly induced, but
degenerated by these stresses, resulting in losing balance of MBP isoforms. BK contrast, an ER
chaperone inducer improved this phenomenon by refolding MBP protein. The ER chaperone inducer also
suppressed progression of EAE and improved abnormal myelin formation.
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