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Targeting supernumerary centrosomes clustering by CDK2 inhibition to combat lung
cancer
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Cancer cells are genetically unstable and often have supernumerary
centrosomes. When supernumerary centrosome clustering is inhibited at mitosis, multipolar cell
division is forced, triggering apoptosis in daughter cells. This pro-apoptotic pathway is called
anaphase catastrophe. Anaphase catastrophe eradicates aneuploid cancer cells while relatively
sparing normal diploid cells with two centrosomes. This therapeutic window discriminates between
normal and neoplastic cells and can be exploited in the cancer clinic. Cyclin dependent kinase 2
inhibitors can antagonize centrosome clustering and cause anaphase catastrophe to occur in lung and
other cancers. In this study, we comprehensively studied the appearance of anaphase catastrophe in
lung cancer cell lines and lung cancer mouse models using CYC065, a CDK2/9 inhibitor, and showed its

pre-clinical activity against lung cancer. This study helps guide future CYC065 clinical trials.
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