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Zeroing in on aberrant membrane trafficking in molecular pathogenesis of
Parkinson®s disease
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In this study, we Ffirst showed that the silencing of VPS35 in cultured cells

caused a reduction in the distribution of CI-MPR and impaired the maturation of CTSD. Second, we
found that the amount of pro-CTSD was substantially increased not only in the culture medium of the
VPS35-deficient cells but also in the CSF from sporadic PD patients. Third, we demonstrated that
silencing VPS35 impairs the maturation of CTSD, which occurs concomitant with a striking
accumulation of a SYN in lysosomes. Finally, we showed that the RNAi-mediated silencing of dVPS35
not only induced the accumulation of the insoluble o SYN species in_the brain but also exacerbated
mild eye disorganization, as well as locomotor impairment in the flies expressing the human wt-a
SYN. Cumulatively, these data suggest that the retromer-dependent sorting machinery plays a role in
o SYN catabolism by modulating the intracellular processing and activation of CTSD and might thereby
contribute to the pathogenesis of PD.
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