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TOTAL SYNTHESIS OF BASTADIN-6, A BROMINATED TYROSINE-DERIVED METABOLITE
FROM THE SPONGE IANTHELLA BASTA

Shigeru NISHIYAMA, Tomoko SUZUKI, and Shosuke YAMAMURA*
Department of Chemistry, Faculty of Science and Technology, Keio University, Hiyoshi, Yokohama 223

Bastadin-6, a 28-membered ring lactam, was synthesized from the known
bis-p-methoxybenzyl bastadin-2 in 6 steps.

Recently, several novel metabolites (bastadins -1~ -7) have been isolated from the sponge
Ianthella basta.] In the present paper, we wish to describe total synthesis of bastadin-6 (l) on
the basis of biogenetic consideration of macrocyclic bastadins, all of which seem to be produced
on phenolic oxidation of the corresponding acyclic precursors.

On treatment with benzyl chloride (5.6 eq.) - K CO3 (3 eq.) in DMF (room temp., 2 days) fo]]ow-
ed by deprotection with CF3COOH CH2C12 (room temp., 10 m1n) bis-p-methoxybenzyl bastadin-2 (2)
(1 eq.) was readily converted into tribenzyl bastadin-2 (3) in ca. 82% overall yield, which was
further treated w1th Br2 (2 eq.) - CHC]3 (room temp., 25 m1n) to afford dibromobastadin-2 tri-
benzyl ether (4) in 82% yield. According to the same procedure as described in the previous
paper',5 oxidation of 4 (1 eq.) with TTN (2.5 eq.) in MeOH (4 °C, 200 min) afforded two macrocyclic
dienones (5 and 6)6 in 13 and 10% yields, respectively. The former (1 eq.) was reduced w1th In
(160 eq.) - AcOH in THF (ca. 25 °C, 50 min) to give the corresponding tribenzyl ether (7) in 61%
yield. Finally, 7 (1 eq.) was subjected to hydrogenolysis using Pd black (ca. 10 eq.) - AcOH in
dioxane (room temp., 30 min) to afford bastadin-6 Ql) in 74% yie]d,8 whose IR and TH NMR spectra
are completely identical with those of natural one.l The synthetic compound was further character-
ized as the known tetramethyl ether.]’ 5 According to the similar procedure to that of}é,sihas
also been converted into the corresponding known tetramethyl ether.5
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