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Systematic Diversification of Ecteinascidin Macrocyclic Framework to Generate Potent
Anticancer Mid-sized Alkaloidal Compounds Capable of Inducing DNA-double Strand Breaks
in Cells (‘Graduate School of Science, The University of Tokyo; *Graduate School of

Engineering, Tokyo University of Agriculture and Technology; *Cancer Chemotherapy Center,
Japanese Foundation for Cancer Research)
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Ecteinascidin 743 (1) bearing a 10-membered macrocycle is an approved antitumor agent.
We are developing a semi-synthetic process that allowed systematic diversification of
macrocyclic frameworks of 1 to generate a series of macrocycles ranging from 14 to 17
membered rings with installation of functional groups. The designed mid-sized molecules
induced DNA double-strand breaks in cells and exhibited potent cell growth inhibition activity.
Keywords: Tetrahydroisoquinoline Alkaloids; Macrocycle; Antitumor Natural Products; Mid-
sized Molecules; DNA double-strand break
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