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Abstract

Alzheimer's disease {AD} is the most common cause of dementia in the elderly by progressive deterioration of the neuron cells.
From the survey by the Ministry of Public Health, it was found that AD afflicts approximately 218,00C people in Thailand and the
increasing rate was expected about 3.4% in the near future, Acetlylcholinesterase inhibitors (AChEls); i.e. tacrine, donepezil,
rivastigmine and galantamine, have been approved by the US Food & Drug Administration (FDA) for treatment of mild-
moderated AD. However, the therapeutic applications of the most common AChEIls have been resiricted due to the highly
toxicity of tacrine, short half-life of rivastigmine, and high-cost of donepezil etc. The development of more potent AChEIs, low
toxicity and tow cost are still in needed. José Correa-Basurto et al. have revealed that some amincbenzoic acid derivatives
sﬁowed high acetylcholinesterase inhibitory activities. The tested compounds exhibited low toxic, low cost and simple-structure.
Hence, this study aimed to improve the understanding in the structure-affinity relationship of aminobenzeic derivatives as
acetylcholinesterase inhibitors, In this work, p-aminobenzoic acid (PABA) was used as a starting matenial for synthesis because
of its low price. The variation at the amine functional group to substitited amine, amide and imide derivatives of PABA has been
observed for the In vitro ACKE inhibitory activity. Amine and amide derivatives of PABA was synthesized by alkylation reaction
and amide formaticn, respectively. The imide derivatives were produced following the method of José Correa-Basurto et al. Al
synthesized compounds were purified by extraction, column chromatography and recrystallization. Then, the compound
structures were confirmed by using 1H nuclear magnetic resonance (1H- NMR) and measuring the melting point. After that, they
were tested for acetycholinesterase inhikitory activity by modified Ellman’s method. However, there was no compounds showed
the good acetylcholinesterase inhibitory actlvity. The species difference of the AChE from the previous study might be one of the
factors which affected the low AChE inhibitory activity for PABA derivatives in this study. From the previous study of Jose
Correa-Basurto et al., it was mentioned that the tested method for AChE inhibitory activity of PABA derivatives displayed high
sensitivity for the type of buffer and pH used in the activity testing. It requires others method for testing the acetylcholinesterase
inhibitory activity to confirm the result of the study. Showed less than 50% inhibition at concentration 10-4 M for both TcAChE
and HUAChE. Our result of 1a 1b 2a and 2b was different from the previous report. The possible factors might be the species
difference and the type of buffers and pH of the activity testing Choice of the suitable solvent was needed to validate. Co-
sclvent might required to solved the solubility problem. The others testing method for AChE inhibitory activity were required to

confirm the resuit of the study.
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