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Analysis of pathogenesis of neurodegenerative diseases targeting synapse
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In lipid rafts from AD model mice, Tg2576 brains, A&szlig; oligomers formed

complex with cellular prion protein. A&szlig; oligomers, fyn, NMDA receptor subunits, GSK3&szlig;, and
phosphorylated tau, all localized in lipid rafts. To analyze the relation between A&szlig; dimers and
tauopathy in lipid rafts, we established double APP-Tau Tg mice by mating Tg2576 and TgTauP301L.
Phosphorylated tau and phosphorylation enzyme of tau, GSK3&szlig; were increased clearly in lipid rafts
from double Tg. Fyn and phosphorylated NMDA receptor subunit were also increased in lipid rafts from

double Tg. A&szlig; oligomers were suggested to induce phosphorylated tau and activate Fyn-NMDA pathway

in lipid rafts.

In synaptosomes fraction, A&szlig; oligomers and phosphorylated tau were detected. In synaptosomes from
Tg2576 brains, phosphorylated tau was much increased compared to that from nontransgenic brains.

Induction of phosphorylated tau may occur in synapse.
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