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transduction pathway in Alzheimers disease(AD). Methods 1)Primitive rat basal forebrain neurons were cultured
and evaluated with. Morphologic, cellular vigor and IR.IRS-1,Akt/PKB,CREB.Bcl-2 expressing changes were ob-
served by fluorescent microscope, MTT assay.Western Blot respectively when the neurons were exposed to fibrillar
AB,.., with different ending concentrations(0. 1 pmol/L, 1.0 pmol/L, 2.0 gmol/L,S5.0 ymol/L,10.0 gmol/L)and
different duration. 2)54l soluble A8 oligomers were injected into lateral ventriculus of the model group by a microin-
jector under the stereotaxic apparatus. 5yl saline solution was injected into the NS group in the same way.and the
control group received nothing. The behavior was evaluated by the Y-maze test after 2 weeks. And then the hippo-
campus was removed and underwent immunohistochemical staining. Results 1) After being exposed to fibrillar AB;.¢
for 48h, the neurons exposed to higher ending concentration(2. 0,5. 0 and 10. 0 pmol/L)of fibrillar AB, .., showed sig-
nificant changes in morphology and cellular vigor:average process quantity of the neurons.average process length
and the length of the longest process of neurons were decreased significantly,and the results of MTT assay showed
that average OD values were significantly decreased. 2) After being exposed to the three higher concentrations(2. 0,
5. 0&10. 0 wmol/L)of fibrillar Ap;.., . the expression of InsR.IRS-1,Akt/PKB and Bcl-2 were significantly decreased.
When the neurons were cultured with 5 mol/L fibrillar A, for different duration(24h,48h,72h), the above indexes
were decreased by time dependency. 3)Compared with the control group.the expression of InsR.IRS-1,and Akt/PKB
in AD group were decreased( P<C0. 05), which was statistically significant. Conclusion Conclusion downregulated
insulin signaling pathway induced by fibrillar AB..., in cultured primitive rat basal fore-brain cholinergic neurons,
which is dose-dependent, may contribute to the death and loss of cholinergic neurons in AD. Soluble A8 oligomers
could give rise to learning and memory disability. The mechanism may be that it lead to abnormity of the insulin sig-
nal transduction pathway of hippocampus neurons.
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