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Abstract
Novel remyelination strategy for multiple sclerosis in the era of oligodendrocytopathy

Jin Nakahara, M.D., Ph.D.
Department of Neurology, Keio University School of Medicine

Spontaneous remyelination occurs in many early multiple sclerosis (MS) patients, however its capacity de-
creases as the disease becomes chronic. Even in those chronic MS patients, an enough number of oligodendrocyte
precursor cells (OPCs) are preserved within the demyelinated lesions, suggesting that the differentiation arrest of
oligodendroglial cells underlies the remyelination failure in chronic MS. We have previously reported that TIP30,
a factor inhibiting nucleocytoplasmic transport within the cell, is responsible for the differentiation arrest in MS le-
sions. Overexpression of TIP30 in the preserved OPCs in MS lesions results in the failure of nuclear translocation
of transcription factors necessary for oligodendroglial differentiation. Therefore, anti-TIP30 therapy to regain the
nuclear access within the OPCs is necessary for sufficient remyelination in chronic MS patients. Moreover, inflam-
matory conditions surrounding OPCs may be involved in the efficient remyelination in early MS lesions, alterna-
tive stimulatory factor may therefore be mandatory to induce OPC differentiation into oligodendrocytes within
the chronic lesion. We have previously reported that targeting FcRy protein on OPCs may stimulate their differ-
entiation and consequently remyelination in the chronic lesions. A timely collaboration of these two approaches
may be required for successful remyelination and neurological recovery in chronic MS patients.

(Clin Neurol 2012;52:1351-1353)
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