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Iriomoteolide-1a (1) is a naturally occurring macrolide isolated from the benthic dinoflagellate
Amphidinium sp. HYA024 strain, collected off Iriomote Island, Japan. It exhibits potent
cytotoxic activity against human B lymphocyte DG-75 cells at nanomolar concentrations.! Qur
group recently achieved the first total synthesis of iriomoteolide-1a and elucidated its absolute
configuration.? In this study, we discovered that the cytotoxicity of macrolactone model 2 (ICso
2.9 uM) in Jurkat cells was significantly weaker (approximately 260 times) than that of 1 (ICso
11 nM). Based on this observation, side chain stereoisomers 3—-5 were synthesized from
stereoisomeric starting materials in the same manner as the parent natural product.’
Conformational analysis and cytotoxicity assays on compounds 1-5 will also be presented in
this presentation.
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