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The tricyclic cores of a new class of marine natural products schulzeines,
isolated from sponge Penares schulzei, have been synthesized in a short sequence
using diastereoseiebtive N-acyliminium ion cyclization as the key reaction. The N-
acyliminium ion could be derived from treatment of o-hydroxy-0-lactam with a Lewis
acid. This intermediate in turn was prepared from 2-arylethylamine and L-glutamic acid
derivative. The product of the key reaction, a tetrahydroisoquinoline fused with a d-
lactam, was obtained as an inseparable mixture of two diastereomers at C11b. The
diastereomeric ratio was low and dependent on the Lewis acid used in the reaction.
Trimethylsilyltrifluoromethanesulfonate gave the product with the diastereomeric ratio of
2.2:1 in favor of the 11b S diastereomer. Converting the N,N-dibenzyl derivative to the
benzamide derivative enabled the separation of the two diastereomers by flash column
chromatography. The studies toward syntheses of the C28 fatty acid side chains of
schulzeines have also been carried out. In this ongoing research three subunits
containing all 28 carbons of the fatty acids have been synthesized. The C1-C4 iodide
was obtained from 1,4-butane diol in two straightforward steps. The C5-C17 portion was
synthesized from 10-undecenoic acid. The C14-C15 bond was formed via Brown's
enantioselective allylboration with the concomitant formation of C14 stereogenic center
with the desired configuration. The C18-C28 fragment of the C28 fatty acid of schulzeine
A was synthesized from 1-octanol. The C20-C21 bond formation was achieved by
Brown’s enantioselective diastereospecific crotylboration. In this step the C20

stereogenic center was formed with the methyl substituent in the desired configuration.





