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In Xp11.2 translocation renal cell carcinoma, the transcription factor TFE3
forms a fusion gene. We discovered that the fusion TFE3 (PRCC-TFE3) induces oncogene-induced
senescence (0IS). Therefore, we performed CRISPR/Cas9 screening and identified CCNC as a molecule
essential for PRCC-TFE3-induced OIS. CDK8 regulates the mediator complex together with CCNC, and its

inhibitor suppressed PRCC-TFE3-induced OIS. The expression of PRCC-TFE3 transcriptional target
genes was reduced by CDK8 inhibitors. The mediator complex plays a crucial role in the

transcriptional function of PRCC-TFE3 and represents a potential novel therapeutic target for Xpll.2
translocation renal cell carcinoma.
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