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Abstract

Synthesis of tryptamine derivatives as beta-secretase inhibitor

Wariya Ruangwised, Sutida Singchai
Project advisor : Opa Vajragupta®, Jutamas Jiaranaikulwanitch*
* Department of Pharmaceutical Chemistry, Faculty of Pharmacy, Mahidol university
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Beta-secretase or Beta-site amyloid precursor protein cleaving enzyme 1
(BACE1) plays important role in the production of beta-amyloid (BA), a hallmark protein
of Alzheimer’s disease. The inhibition of BACE1 caused reduction of BA, thus BACE1 is
a promising drug target for the treatment of Alzheimer’s disease. The tryptamine core
was identified as BACE1 inhibitors in the previous study. In this study, optimized and
synthesis of the tryptamine derivatives were conducted by using (S)-2-(2-amino-3-(1H-
indol-3-yl)propanamido)-2-methylpropanoic acid as core structure. Then, the carboxylic
group of core structure couple with amine derivatives. Three compounds, TIAO1 TIA02
and TIA03 were synthesized and evaluated for BACE1 inhibitory activity by fluorescence
resonance energy transfer (FRET) techniques. Compound TIA03, (S)-2-amino-N-(1-((4-
hydroxyphenethyl)amino)-2-methyl-1-oxopropan-2-yl)-3-(1H-indol-3-yl)propanamide s
the most active compound in this series with 33.72% inhibition at concentration of 50 uM
and 2 others synthesized compounds TIA0O1 and TIA02 showed BACE1 inhibitory
activity of 28.36% and 28.25%, respectively at the same concentration. As the BACE1
inhibitory action activity of synthesized compounds were apparently modest, further

optimization of these structure should be continued.



