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Pathophysiology and treatment of cognitive impairment in multiple system
atrophy.
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Up to 37% of patients with (multiple system atrophy) MSA may develop
cognitive impairment during the disease process. In the present study, we investigated the
pathological substrate of cognitive impairment in MSA using a human a -synuclein-inducible MSA mouse

model and human brains of patients with MSA. We found that an oligomeric form of a -synuclein was
the culprit of cognitive dysfunction in MSA. We then looked for drug candidates to treat MSA in
order to delay the progression of the disease and identified two drugs. Drug X was thought to
shorten the exposure time of a -synuclein oligomers by accelerating the formation of a -synuclein
aggregates. The other drug, Y, delayed the formation of a -synuclein oligomers. Intranasal
administration of these drugs significantly improved cognitive impairment in our MSA mouse model.
These data suggest that these drugs may be promising candidates for the treatment of MSA.
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