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Interactome analysis to understand the cause of variations in neurodegenerative
diseases
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We performed several analyses focusing on structural property and
interaction of protein aggregates known to be accumulated in neurodegenerative diseases. We first
established a novel method for classification of alpha-synuclein (a-syn) aggregates, and clarified
formation of structurally distinct aggregates by familial PD/DLB-associated mutations (BBA 2019,
BBRC 2019, 2020). By proteomics of a-syn aggregates injected into mouse brain, their accumulation
into synapse has be clarified (Neurosci Res. 2020). We further focused on another protein VAPB known

to be mutated in familial ALS and be aggregated/accumulated in ER. By proteomics of the ER
containing VAPB and its mutant, we revealed that VAPB aggregation induced alteration of ER

properties and reduction of ER-organelle interactions (Sci Rep 2020).
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