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Structure-activity relationship studies on the THF ring moiety of acetogenin
analogs for the discovery of novel anticancer agents
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Recent estimates suggest that approximatelK half of men and one-third of
women in Japan face a potential risk of developing cancer during their lifetime. Consequently,
developing practical therapeutic approaches holds immense importance for pharmaceutical scientists.
Our research specifically focused on modifying Annonaceous acetogenins, a natural product category.
By substituting the y -lactone ring with a thiophene ring, our modified analog showcased promising
effectiveness against cancer. However, the specific correlations between their structure and
activity have remained undisclosed. Therefore, our study investigated the structure-activity
relationship comprehensively, with particular emphasis on the THF ring component. Our findings
underscore the significance of the relative configuration at positions C15-16 for its activity.
Additionally, we discovered a novel analog with a simplified THF structure, exhibiting activity
comparable to the original compound.
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