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Introduction. 3,4,5-Trimethoxycinnamic acid (TMCA) isolated from Traditional Chinese Medicine (TCM) Polygala tenuifolia have been considered as effective ingredients which plays a role in anti-epilepsy effect interacting with GABAA/benzodiazepine receptor complex [1].
Aims. Excavating novel anti-epilepsy TMCA derivatives through virtual screening and organic synthesis methods, ligands used for conjugates including vanillyl alcohol (1) from another TCM Gastrodia elata, asaronol (2) from TCM Acori tatarinowii, inspired form the compatibility of TCM [2,3]. Fragment of cinepazide (3), pregabalin (4) and proteolysis-targeting chimera moiety (5) are also considered.
Methods. Chemical methods including LC-MS and NMR are used to characterize the synthetic compounds. Anti-epilepsy activities are evaluated by electroshock, sc-pentylenetetrazole, electroencephalogram and behavioristics models. Docking analysis, enzyme kinetics and molecular biology methods are used to disclose the interaction between compounds and the targets.
Results. Several promising anti-epilepsy TMCA derivatives have been obtained, including compound 1 targeting GABA aminotransferase and compound 2 targeting lactate dehydrogenase.
Discussion. Above studies exemplified the rationality of developing candidates from TCM for epilepsy treatment.
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