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Identification of small molecules that down-regulate alpha-synuclein transcription
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To identify the small molecules that down-regulate alpha-synuclein (alpha-syn), we
employed BAC clone that contains the alpha-syn genes and its expression regulatory regions, and inserted
the secretory luciferase into this BAC clone. Next, we generated the stable SH-SY5Y cells that express the
construct. By using these cell lines, we screened the FDA-approved small molecules and found the several
hit molesules that down-re?ulate alpha-syn. We also revealed one of the molecular mechanism of alpha-syn d
own-regulation by these molecules. Finally, we tried to generate symptomatic PD mice models to verify the
in vivo efficacy of these molecules. We created alpha-syn transgenic mice crossed with transgenic mice tha
t increase oxidative stress in neurons. These mice showed protease K-resistant alpha-syn aggregation that
recapitulate some of PD features. Now we tried to administrate and confirm the efficacy of these drugs in

newly created PD mice model.
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