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Generation of an aged Parkinson's disease brain model and elucidation of its
pathophysiology using iPS cells
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Parkinson®s disease is caused by midbrain dopaminergic neural loss and
ageing is the most important pathogenic factor. This study aimed to explore the association between
the ageing of dopaminergic nerves and astrocytes and Parkinson®s disease pathology. We found that
the pathological abnormality of dopaminergic neurons induced by iPS cells derived from hereditary
Parkinson®s disease patients was enhanced by using ageing-accelerating compounds, further clarifying

the ageing-accelerating mechanism. We also established a method for inducing astrocytes derived
from iPS cells and confirmed the activation of neuronal activity by co-culturing them with
dopaminergic neurons. We also induced senescence in dopaminergic neurons and astrocytes under mixed
culture conditions using a senescence-promoting compound, which may provide a model close to
pathological conditions.
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