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Abstract
Discovery of new anti AP} aggregation and acetyl- and
butyrylcholinesterase inhibitors developed from ferulic and vanillic acid

derivatives

Wauttiporn Wonglerdsiri, Akaravit Chatket
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Vanillic acid, Alzheimer’s disease

New derivatives of ferulic and vanillic acid derivatives were designed,
synthesized and evaluated as potential tri functional inhibitory activities of AP
aggregation, acetyl- and butyrylcholinesterase enzymes. Six compounds were designed
and synthesized by click reaction. Ferulic and vanillic acid were coupled with propargyl
amine and propargyl alcohol to be as terminal alkyne precursors (yield 19-52%).
Azidation of benzyl chloride derivatives obtained the azide precursors with moderate
yield (37-46%). Under standard condition of click reaction, the reaction of two
precursors accomplished the desired compounds in moderate to high yield (36-91%).
For biological tests, Thioflavin T fluorescence assay and Ellman’s method were used to
investigate the inhibitory activities of AP aggregation and the function of acetyl- and
butyrylcholinesterase enzymes. Molecular docking approach was carried out by using
Discovery studio 3.1 provided a possible binding interaction of all compounds and
targeted proteins. In this study, only duo actions were observed from two synthesized
compounds. Compound 4a resulted as the most AP aggregation and
acetylcholineseterse inhibitors, exhibiting % inhibition of 43% and 86%, respectively,
without inhibitory activity on butyrylcholinesterase. Meanwhile, compound 1n could
inhibit the function of acetyl- and butyrylcholinesterase in moderate value (63% and

53%), with low anti AB aggregation.



