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Parkinson’ s disease EPD) is characterized by the accumulation of aggregated
a -synuclein into intraneuronal Lewy bodies (LBs). Mitochondrial dysfunction has been strongly
implicated in the pathogenesis of PD. Our studies have shown that the missense mutation, T61l, in
the familial PD-associated mitochondrial protein CHCHD2 causes mitochondrial dysfunction,
exacerbating misfolded a -synuclein aggregation and LB formation. Using Drosophila harboring CHCHD2
T611 mutation and dopaminergic neuron cultures prepared from a PD patient with CHCHD2 T61l, we
investigated the mechanism underlying the mitochondrial dysfunction-induced a -synuclein
aggregation. Our in vivo and in vitro models characterized here will contribute to the understanding
of the mechanism whereby mitochondrial dysfunction could be a risk factor for a -synuclein
aggregation in the pathogenesis of PD.
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