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Total Synthesis and Structure Revision of Cytotoxic Cyclodepsipeptide Trichomide D (Degree
Programs in Pure and Applied Sciences, University of Tsukuba) O Tomoya Matsushita,
Masahito Yoshida, Hideo Kigoshi

Trichomide D (1), isolated from the pathogenic ascomycete Trichothecium roseum, is a 19-
membered cyclodepsipeptide possessing a chlorohydrin moiety in the side chain of a-
hydroxycarboxylic acid derivative. This natural product exhibits a potent cytotoxicity against
various cancer cells, however, the mechanism of action of 1 has not been clarified. Therefore,
we planned the total synthesis of 1 toward the structure-activity relationships study for the
elucidation of the mechanism of action. The retrosynthesis of 1 is shown below. 1 would be
obtained through macrolactonization of the cyclization precursor 2 followed by a formation of
a chlorohydrin moiety. 2 could be synthesized by condensation of tetrapeptide 3 and dipeptide
derivative 4. In this presentation, we will report the total synthesis and structure revision of 1,
and biological evaluation against various cancer cells.
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