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Synthesis and evaluation of novel tricyclic alkaloid derivatives using
sequential Henry reaction toward anti-cancer drugs
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To create novel lead compounds for anticancer drugs from one of the
tricyclic natural alkaloids, pancratistatin, we conducted a synthetic study of novel derivatives by
combining the sequential Henry reaction and diversity-oriented synthesis. As a result, three
2-position derivatives (deoxy, epi, and methoxy) were synthesized, and the synthesis of
2-fluorinated derivatives is also in progress. Additionally, the sequential Henry reaction
discovered a novel method for synthesizing 5-6-6 membered derivatives with a reduced A-ring of the
natural product. This demonstrates the effectiveness of diversity-oriented synthesis for the
synthesis of derivatives. Furthermore, cytotoxicity studies of the 2-position derivatives revealed
that the interaction of the 2-position OH group is crucial for the expression of activity, providing

valuable insights for creating lead compounds.
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