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The analysis of neurodegenerative processes and changes of protein interaction of
tau by mutation.

Tanaka, Toshihisa
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To elucidate the neurodegenerative mechanisms in FTDP-17, interaction between
tau and 14-3-3 protein was investigated. Affinity between two proteins was increased in mutated tau
protein than in wiled typed tau protein, however the affinity increased at the same extent in both wild
typed tau and mutated tau. Then aggregation was monitored and aggregation processes were more facilitated
in mutated tau than in wild typed tau, however the aggregation was completely attenuated when tau was
phosphorylated. Next effects of phosphorylation of tau at Ser214 were investigated, and intracellular
degradation of tau is more facilitated in S214A mutated tau-transfected cells than in wiled typed tau
&#8211;transfected cells. And involvement of PSA (Puromycin sensitive aminopeptidase) was also
investigated. PSA can degrade tau in vitro at only at the N-terminal site, but cannot lead to complete
digestion. However attenuation of PSA activity in cultured cells, induced accumulation of tau protein.
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