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Elucidation of the mechanism of Parkinson®s disease iPS cell-derived

dopaminergic nerurons due to aging

Ishikawa, Kei-ichi
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The dopaminergic neurons differentiated from iPS cells derived from
hereditary Parkinson®s disease (PD) patients (PARK2/4/6/9/22) were represented the pathological
mechanism of PD such as their vulnerability, mitochondrial abnormality, abnormality of autophagy, a
-synuclein accumulation. Four kinds of candidate compounds were identified by compound screening in
PARK2/6-iPS cell-derived dopamine neurons. Furthermore, we reported that some dopaminergic neurons
derived from sporadic PD-iPS cells also showed some common pathomechanisms and drug responsiveness
with hereditary PD-iPS cells. We also analyzed the mechanism of senescence-promoting compounds in
neuronal senescence, and reproduced the accumulation of a -synuclein in PARK4-iPS cell-derived
neurons, which was difficult to reproduce in a short-term culture. This result indicates the
relationship between senescence and PD pathology.
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