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Abstract

The indole diterpene alkaloid (+)-thiersindole C has been synthesised from ent-halimic acid. Firstly was elaborated the bicyclic system, secondly a Fischer indolization was used to obtain the north side chain and finally elongation of the south side chain was achieved with an isoprene unit. The synthesis of (+)-thiersindole C has corroborated the absolute configuration for the natural product (-)-thiersindole C. The synthesized (+)-thiersindole C showed antitumor activity against a number of human tumor cell lines with an IC50 in the range of 10-5 M.
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[bookmark: RD05207ST-21]21  The in vitro antitumor activity for compound 37, (+)-thiersindole C, was determined by measurement of its cytostatic and cytotoxic properties in human tumor cell lines by the XTT assay, in which the metabolic activity of viable cells was assessed. Cells were incubated in RPMI-1640 (HL-60) or DMEM (HeLa, A549, HT-29) culture medium containing 10% fetal calf serum, in the absence and in the presence of the indicated compound at a concentration range of 10-4 to 10-8 M in 96-well plates, and following a 72-h incubation at 37 °C in a humidified atmosphere of air-CO2 (19:1) the XTT assay was performed. Measurements were done in triplicate, and the IC50 value, defined as the drug concentration required to cause 50% inhibition in the cellular proliferation with respect to the untreated controls, were determined. Values shown are means ±SE of four independent determinations.22
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