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Exploration of novel therapies for small cell lung cancer by targeting
ubiquitination to induce cell death and senescence
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A genome-wide loss-of-function screening database was used to identify
vulnerabilities for the development of urgently needed novel therapies for small cell lung cancer
(SCLC). This screening identified SKP2 and CKS1B as the first and second essential genes,
respectively. Surprisingly, immunohistochemistry on tissue microarrays revealed that SKP2 was
expressed in more than 95 percent of the samples and was even much more intense compared to commonly

used neuroendocrine markers. As expected, SCLC cell lines were sensitive to the SKP2 inhibitor.
Although the mechanism of growth inhibition by SKP2 suppression was different between RB1 wild-type
and mutant SCLC, SKP2 could be considered as a novel therapeutic target for SCLC patients regardless
of RB1 mutation status.
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