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Clarification of pathophysiological roles of MIDN, a novel genetic risk factor
for Parkinson®s disease
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Qur previous molecular epidemiological study in Yamagata, Japan revealed
that Midnolin (MIDN) variants were correlated to Parkinson’ s disease. In this study, we reanalyzed
molecular epidemiological data in a large British population cohort, and replicated the correlation
between MIDN variants and Parkinson’ s disease as observed in Yamagata, suggesting MIDN is a
universal genetic risk factor. We examined the molecular mechanism of MIDN gene expression and found

that transcription factors including TFAP2 and AP-1 bound to specific sites upstream of the MIDN
gene and regulated the transcription. As a phenotype of Midn knockout mice, the projection of
dopaminergic neurons from midbrain to striatum was largely inhibited in knockout mice.
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REGF N8 —F 0 Y UIRICED DEIRITITEAEN 1%L T THY . H—D@EaREN
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Y. MIDN 815 17D RE L X—F% 2 HOMENED Hiv, MIDN NSRBI/ 3—F 2 Y U5
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Midnolin is a novel risk factor for Parkinson®s Disease and regulates expression of parkin and other causative genes.
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