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Elucidation of molecular mechanisms of Parkinsons disease causative genes of
a-synuclein aggregation and propagation
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In order to elucidate the pathogenesis of the neurodegenerative disease
Parkinson®s disease, we attempted to clarify the correlation between the causative genes, and
identified that the LRRK2 gene correlates with other causative genes. In addition, functional
deletion of multiple causative genes including LRRK2 causes accumulation of small GTPase, Arl8,
which is localized in acidic organelles and also in dense-core vesicles containing
neurotransmitters. This study found that the accumulation of Arl8 at synaptic terminals was due to
exceigive enhancement of anterograde transport of cored vesicles, and the involvement of Rab3 and
unc-104.
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