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Development of innovative microglia-targeted therapy using multiple system
atrophy model mice
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In the new multi?Ie system atrophy (MSA) mouse model we created, a marked
increase in microglia was observed histologically, suggesting that they may be involved in the
pathology. It was found that when some microglia were removed using a CSFIR inhibitor, the motor
symptoms and histological findings actually worsened, and single cell RNA sequencing was used to
identify the microglia involved in the worsening of the pathology. We also performed a -Synuclein
removal therapy and found that it was effective when administered before onset of symptoms. It was
also found that the expression of a -Synuclein oligomers peaks before the onset of symptoms, whereas

phosphorylated o -Synuclein gradually accumulates as the disease stage progresses.
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