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Oligodendrocytic protein contribute to neuronal accumulation of alpha-synuclein in
multiple system atrophy
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Multiple system atrophy (MSA) is a neurodegenerative disease in which
oligodendrocytes and neurons in the central nervous system are affected. To clarify how oligodendrocytic
a -synuclein inclusions cause neuronal degeneration, we generated a transgenic mouse for an MSA model in
which human wild-type a -synuclein was overexpressed selectively in oligodendrocytes. We established
primary culture cells derived from the brain of transgenic mice, and revealed that insoluble mouse
a -synuclein was progressively accumulated in neurons, leading to neuronal dysfunction and degeneration.
In_this study, we identified cystatin C as a neurodegeneration-inducing factor released from
oligodendrocytes. Cystatin C triggers insoluble a -synuclein accumulation in neurons of the mouse central
nervous system.
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