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Discovery of novel therapeutic agents for biliary tract and pancreatic cancer
based on antifungal agents

Yoshimasa, Saito
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We have elucidated the molecular mechanisms of antitumor effects of

antifungal agents identified as hit compounds in the screening of existing drugs using biliary tract
and ?ancreatic cancer organoids, and verified their antitumor effects in vivo using experimental
animals.

Furthermore, we designed and synthesized more than 50 new derivatives based on the structures of
azole antifungals such as fenticonazole. Evaluation of physical properties and ADME properties as
well as activity using organoids led to the discovery of promising compounds with growth inhibitory
activity comparable to that of fenticonazole, with improved metabolic stability, water solubility,
and CYP inhibition. Furthermore, we succeeded in synthesizing prodrugs of these compounds by
introducing carboxy groups.
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