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The exploration of pathophysiology and therapeutic development of PD by
targeting exosomes
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By screening FYVE proteins through in vitro invagination assay, “ Protein
A" , which is associated with ATP13A2/PARK9 was discovered. It is co-localized with ATP13A2 on
endosomes, and the association of two proteins was determined by immunoprecipitation analysis. The
localization of Protein A is altered in ATP13A2-deficient cells. The functional association between
two proteins is under investigation.

At the early stage after the initiation of differentiation of dopaminergic neurons taken from
patients with Kufor-Rakeb syndrome, the secretion of exosomes was already reduced. Lentiviral shRNA
against ALIX enhanced the secretion of exosomes and attenuated alpha synuclein accumulation and
abnormal mitochondrial respiration, suggesting that the main pathology of KRS involves the impaired
exosome secretion, and therefore, improving this pathway would be beneficial to the issues observed
in other intracellular organelles.
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