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Development of blood biomarkers for dementia using antibody-independent
isolation of neuron-derived EVs in blood
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This research aims to develop a method to separate neuron-derived
extracellular vesicles (EVs) from blood based on physical characteristics (i.e., size and density).
The size-exclusion chromatography fractionation (SEC) method was used for size-based separation, and

the iodixanol density gradient fractionation (IDG) method was used for density-based separation.
The SEC method has the same level of separation performance as the conventional method, but the IDG
method has succeeded in achieving higher resolution, making it possible to fractionate EVs in plasma
more finely than before. This improvement made it possible that particular neural-derived protein

was detected only in specific fractions. This result may indicate that neuron-derived EVs have a

specific density and size" and have different physical properties from other plasma EVs.
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