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P2-21.
TAG-1 inhibits neuronal cell death induced by in-
teraction between TGFp2 and APP

(Ag)
(OYuichi Hashimoto, Mikiro Nawa, Masaaki Matsuoka

Alzheimer disease (AD) is a progressive neurodegen-
erative disease, and amyloid precursor protein (APP) is
closely linked to the onset of AD. APP has a single
transmembrane receptor structure. Some molecules
bind to the extracellular domain of APP. Our earlier
studies indicated that TGFP2 induces death of neuronal

cells expressing APP by binding to the extracellular do-
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main of APP and triggering the APP-mediated cell death
signal. In a recent study, Ma et al. indicated that the
transient axonal glycoprotein-1 (TAG-1) is another li-
gand for APP that induces APP processing and signal-
ing. In this study, we indicate that enforced expression
of TAG-1 gene or treatment of recombinant TAG-1 in-
hibits APP-mediated neuronal cell death, but neuronal
death caused by familial AD-linked V6421-APP. TAG-
1 competitively inhibits the binding of TGFB2 to the ex-
tracellular domain of APP. In addition, the expression
levels of TAG-1 in mouse brain CA2 region by immuno-
histochemical analysis is reduced by age-dependent
manner. Altogether, these results suggest that TAG-1
may function as a neuroprotective molecule against APP-
mediated cell death and age-dependent downregulation
of the TAG-1 levels may contribute to the AD pathogen-

esis of neuronal death relevant to AD.
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