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2-carba-cyclic phosphatidic acid derivative is a novel drug candidate for
multiple sclerosis

yamamoto, shinji
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MultiBIe sclerosis (MS) is a chronic demyelinating disease of the central
nervous system characterized by recurrent and progressive demyelination/remyelination cycles,
neuroinflammation, oligodendrocyte loss, and axonal pathology. Cyclic phosphatidic acid (cPA) is a
natural phospholipid mediator with a unique cyclic phosphate ring structure at the sn-2 and sn-3
positions of the glycerol backbone. We previously reported that the administration of cPA reduced
cuprizone-induced demyelination. 2-Carba-cPA (2ccPA) is the compound in which one of the phosphate
oxygen is replaced with a methylene group at the sn-2 position. In the present study, we
investigated the effects of 2ccPA on the cuprizone-induced demyelination.
We demonstrated that 2ccPA protected oligodendrocytes via suppression of the mitochondrial apoptosis
pathway. These data indicate that 2ccPA may be a promising compound for the development of new
drugs to treat demyelinating disease and ameliorate the symptoms of MS.
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