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Screening of molecules involved in the disease-associated conformational change
of alpha-synuclein.
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Although dysregulation of the conformation of a synuclein (a S) is supposed

to underlie the pathogenesis of a synucleinopathies, the mechanism is elusive. Therefore, the
objective of the present study was to identify the molecule which might be involved in the formation
of pathogenic o S oligomer. Based on the idea that differential expression profiles of transgenic
animals bearing the wild type or PD-causing mutation A53T of a S, which is known to decrease a
formation of physiological tetramer, may provide a clue regarding the mechanism of toxic oligomer
formation, we performed both transcriptome and proteome analyses using transgenic flies. Notably, we
found that TRAP1, a mitochondrial chaperone, was significantly reduced in the A53T fly as compared
to the fly expressing wild type a S. Further analyses were ﬁerformed by quantitative PCR and western
blot. Taken together, these results suggest that TRAP1 might be involved in the mitochondrial
dysfunction in the A53T type of PD.
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