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Elucidation of the molecular pathogenesis of Parkinson disease by uncovering the
LRRK2-Rab pathway

Ito, Genta
3,600,000
LRRK2 Rab
LRRK2 Rabl0
LRRK2 Rabh29 Rab10
LRRK2-Rab
LRRK2 Rab10

Although LRRK2, a causative gene product for Parkinson disease, has been
shown to phosphorylate Rab proteins, its functional significance remains unknown. In this study, we
found that Rab10 changes its subcellular localization from endoplasmic reticulum to lysosome.
Interestingly, we also found that lysosomes change the localization if cells overexpressing LRRK2
were treated with LRRK2 inhibitors.

Moreover, we systematically identified proximal proteins of Rab29, an activation factor for LRRK2.
We also established a genome-wide screening system that enables us to screen genes involved in the
regulation of Rabl0 phosphorylation as well as lysosomal positioning by LRRK2.

Taken together, we Eropose the involvement of dysregulation of the LRRK2-Rab pathway in the
pathogenesis of Parkinson disease.
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