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Mutations in the Vacuolar protein sorting 35 (VPSSS% gene have been linked
to familial Parkinson’ s disease (PD),PARK17. VPS35 is a key component of the retromer complex,
which plays a central role in endosomal trafficking. We analyzed human induced pluripotent stem cell
(iPSC)-derived neurons from PD patients with the VPS35 D620N mutation and addressed relevant
disease mechanisms. In the disease group, dopaminergic (DA) neurons underwent extensive apoptotic
cell death. The movement of Rab5a- or Rab7a-positive endosomes was slower, and the endosome fission
and fusion frequencies were lower in the PD group than in the healthy control group. Furthermore, we
found a -synuclein accumulation in TH positive DA neurons. Our results demonstrate the induction of
cell death, endosomal dysfunction and a -synuclein accumulation in neural cells of the PD group.
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