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Development of innovative cancer therapy using novel CDK inhibitors that exhibit
highly cell-specific anticancer effects

OHASHI, Yoshimi
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In this study, we identified a novel synthetic derivative of the marine
natural product Lamellarin N, Azalam 4, that broadly inhibited cyclin dependent kinases (CDKs) at
the nanomolar level. We demonstrated that this compound showed a strong anticancer efficacy via
apoptosis only on 4 of the 39 cancer cells examined, exhibiting similar anticancer selectivity and
gene expression changes to several previously developed transcriptional CDK inhibitors. Furthermore,

it was also effective in animal models against cancer cell lines that induced cell death in
cellular level. Since Azalam 4 showed the highest anticancer specificity among the transcriptional
CDK inhibitors examined, this compound would be a promising lead compound for the novel antitumor
drug candidates that target transcriptional CDKs.
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Azalam4 60:0032446: protein modification by small protein conjugation
(60:0003712: transcription coregulator activity
60:0001216: DNA-binding transcription activator activity
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Selective induction of apoptosis by a pan-CDK inhibitor Azalam 4, a novel synthetic derivative of lamellarin
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Antitumor mechanisms of Azalam 4, a novel synthetic lamellarin derivative, with potent antitumor selectivity
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Analysis of antitumor mechanism by a pan-CDK inhibitor Azalam 4, a novel synthetic derivative of lamellarin pan-CDK
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