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Identification of neurotoxic alpha-synuclein oligomers in Parkinson®s disease
and its application to molecular targeted therapy

Tokuda, Takahiko
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It is known that extracellular a -synuclein (A-syn) oligomers are important
as a pathogenic agent in Parkinson’ s disease. In this research project, we first analyzed A-syn
molecules in human plasma using gel-filtration chromatography. A-syn molecules in plasma were found
in fraction with a molecular mass of 60 kDa and ~2,000 kDa. Furthermore, analyses of human plasma
using lipid-adsorption columns demonstrated that A-syn molecules associated with lipids exist in the

fractions corresponding to HDLs, and co-exist with ApoAl, ApoE, and ApoJ molecules. Some of those
HDL-associated A-syn molecules were detected as oligomers. Our studies revealed that A-syn molecules
in human plasma are mainly associated with HDL particles, and at least some part of them are
oligomerized.
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