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Development of novel therapeutic strategies against neurodegenerative diseases targe
ting on abnormal protein aggregates
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Alpha-Synuclein (asyn) is the major component of filamentous inclusions that const
itute the defining characteristic of Parkinson®s disease and dementia with Lewy bodies. However, the molec
ular mechanisms underlying asyn accumulation and spread are unclear.

In this study, we show that intracerebral injections of fibrils of recombinant asyn efficiently induced as
yn pathologies in wild-type mice, whereas mice injected with soluble asyn did not. Immunoblot analysis dem
onstrated that endogenous mouse asyn started to accumulate 3 months after inoculation, while injected huma
n asyn fibrils disappeared in about a week. These results indicate that asyn fibrils have prion-like prope
rties and inoculation into wild-type brain induces asyn pathology in vivo. This is a new mouse model of sp
oradic asynucleinopathy, and should be useful for elucidating progression mechanisms and evaluating diseas

e-modifying therapy.
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