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In a hereditary neuronal disease called FTDP-17, clinical features
(dementia) and pathological features (neurofibrillary tangles and
neuronal cell death) simlar to Al zheiner's disease are observed. The
gene of tau protein, one of mcrotubul e-associated proteins, have
m ssense nutations or splice-donor site nutations in these patients. To
make t he nodel m ce for human denenti a, we made ' knocki n' m ce whi ch have
a nutated human tau cDNA on the nouse tau | ocus, and 'transgenic' mce
whi ch over express nut at ed hunman t au cDNA. W ar e now anal ysi ng t he mut ant

mce to see if they have simlar phenotype as human patients. W have



al so generat ed ni ce deficient of MAP2, a nicrotubul e-associ ated protein
whose function is simlar to tau protein. In MAP2-deficient mce, a
reduction of dendritic length and a reduction of the anmount PKA in
dendrites was observed. Defect in long-termnmenory was al so detect ed,
suggesting that m crotubul e-associated proteins is highly associated

with denentia.
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MAP2 is required for dendrite
el ongati on, PKA anchoring in
dendrites, and proper PKA signal
transduction. HaradaA., TenglJ.,
Takei Y., Oguchi K., Hirokawa N.
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