Supplementary Material for Chemical Communications

This journal is © The Royal Society of Chemistry 2002

Supplementary data
A short formal route to (±)-Lepadin B using a xanthate-mediated free radical cyclisation/vinylation sequence.
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Experimental and characterisation data for the transformation of 13 into 14.

Aqueous work-up denotes that the solution was diluted with two volumes of the organic solvent indicated, washed with one volume water, the aqueous layer extracted twice with one volume of the organic solvent, and the combined organic extracts dried with MgSO​4, filtered, and the solvents evaporated in vacuo. Chromatography denotes purification by flash silica column chromatography with the solvent mixture indicated.

To a solution of the alcohol 13 (0.10 g, 0.35 mmol) and triethylamine (0.068 mL, 0.49 mmol) in dichloromethane (5 mL) was added mesyl chloride (0.038 mL, 0.49 mmol) and the mixture stirred at r.t. for 10 min. Aqueous work-up (dichloromethane) gave the crude mesylate (0.116 g) as a colourless oil, which was used immediately without further purification. To a solution of thiophenol (0.218 g, 2.0 mmol) in DMF (2mL) at 0°C was added sodium hydride (0.08 g, 60% suspension in mineral oil, 2.0 mmol), and the light yellow suspension stirred for 30 min. A solution of the crude mesylate obtained above in DMF (1mL) was added drop-wise, and the resulting mixture allowed to warm to room temperature, whereapon it was stirred for 16 hours. Quenching with saturated aqueous ammonium chloride (3 mL), followed by aqueous work-up (diethyl ether), and purification by chromatography (ether/petrol 3:2) gave the thio ether (0.127 g, 92% over two steps from 13) as a yellow oil. (H (400MHz; CDCl3): 7.37-7.15 (5H, m), 4.65 (2H, br. s), 4.52 and 4.37 (rotamers, 1H, both qn, both J 6.8), 4.23-3.91 (1H, m), 3.68 (3H, br. s), 3.37 and 3.35 (rotamers, 3H, both s), 3.05-2.97 (2H, m), 1.98-1.30 (10H, m), 1.16-1.14 (3H, m); (C (100MHz; CDCl3): 155.9, 155.8, 136.2, 136.1, 129.0, 128.8, 128.6, 125.7, 125.6, 94.7, 94.5, 74.5, 74.0, 55.3, 55.2, 52.3, 49.2, 49.1, 48.8, 39.1, 39.0, 37.6, 36.9, 36.8, 28.4, 27.7, 27.1, 24.3, 24.2, 20.2, 20.0, 15.5, 15.1; m/z (CI): 394.

To a solution of the thioether obtained above (0.066 g, 0.16 mmol) in dichloromethane (3 mL) was added 78% meta-chloroperbenzoic acid (0.106 g, 0.48 mmol) portion-wise over 10 min., and the reaction stirred at ambient temperature for 1 hour. Careful quenching with saturated sodium sulphite (3 mL) and aqueous work-up (dichloromethane), was followed by chromatography (ether/petrol, 3:2) to give the known sulfone 14 (0.067 g, 99%, 91% over 3 steps from 13) as a colourless oil. (H (400MHz; CDCl3): 7.89 (2H, t, J 7.3), 7.65-7.61 (1H, m), 7.55 (2H, q, J 7.4), 4.62 and 4.61 (rotamers, both s), 4.46 and 4.32 (rotamers, both qn, both J 6.8), 4.04-3.80 (1H, m), 3.67 (3H, br. s), 3.64-3.58 (2H, m),  3.37 and 3.34 (rotamers, 3H, both s), 3.21-3.11 (2H, m), 2.49 and 2.39 (rotamers, 1H, both br. s), 1.88 (1H, br. qn, J 12.2), 1.76-1.68 (2H, m), 1.65-1.49 (4H, m), 1.30-1.22 (2H, m), 1.13 (3H, d, J 6.7); (C (100MHz; CDCl3): 155.9, 155.7, 139.6, 139.3, 133.5, 129.1, 127.6, 127.5, 94.9, 94.7, 74.2, 73.7, 59.3, 59.2, 55.3, 55.2, 52.4, 49.0, 48.7, 48.6, 38.9, 38.8, 34.9, 34.2, 34.0, 27.8, 27.1, 26.7, 25.1, 20.4, 20.3, 15.5, 15.1; m/z (CI): 426.
