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Novel quantitative analysis of abnormal phosphorylated tau
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Phos-tag
12 Thr181, Ser202, Thr231,
Ser235,Ser404

Tau is hyperphosphorylated in the brains of patients with tauopathies, such
as Alzheimer®s disease. However, neither the mechanism of hyperphosphorylation nor its contribution
to pathogenesis is known. | applied the Phos-tag SDS-PAGE. Here, | found ~12 phosphorylation
isotypes of tau in culture cells with different combinations of phosphorylation at Thrl181, Ser202,
Thr231, Ser235 and Ser404. These phosphorylation sites were similar to tau phosphorylated in mouse
brains. In normal elderly human brains, nonphosphorylated ON3R and ON4R tau were most abundant. A
slightly higher phosEhorylation of tau, which may represent the early ste? of hgperphosphorylation,
was increased in Alzheimer disease patients at Braak stage V. Tau was pelleted by centrifugation,
and sarkosyl-soluble tau in either Alzheimer disease or corticobasal degeneration brains showed
phosphorylation profiles similar to tau in normal human brain, suggesting that hyperphosphorylation
occurs in aggregated tau.
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Phos-tag SDS-PAGE
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