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Background and Aims: Alzheimer’s disease (AD) is an age-related neurodegenerative disease that was
characterized with cholinergic neurons destruction and affects learning and memory ,then acetylcholinesterase
(AChE) inhibitors such as donepezil can improve AD symptoms .It is reported that novel series of
benzofuranone-ylidene-methyl benzylpyridinium derivatives which are donepezil derivatives can potently
inhibit AChE.This study is performed to evaluate the protective effects of these new analogues of Donepezil on
beta amyloid induced toxicity .

Methods: PC12 cells were treated with different concentration of new analogues (10 -11-10 -6 mol/l) for 1
hours, then pre-aggregated AP was added. After 24 hours, cell viability was measured by MTT assay.
Donepezil was used as positive control.

Results: incubation of cells with AP peptide for 24h significantly decreased cell viability relative to control.
Pre-treatment of PC12 cells with test substances and donepezil could protect cells from AP induced toxicity.
The protective effects of new analogues were comparable with donepezil and some of them were more potent
than it.

Conclusions: present study showed that all synthesized compounds have moderate to high protective effect
against AP induce toxicity and some of them were effective than donepezil. Also protective effects of these
compounds did not related to AChE inhibitory activity of them. It is suggested that other mechanism are
involved.
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