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Regulatory mechanism of deregulated E2F1 activity, which is crucial for tumor
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The transcription factor E2F1 is the principal target of the tumor
suppressor RB. We examined the regulatory mechanism of the transcriptional activity of E2F1, which
suppresses tumorigenesis by activating the tumor suppressor genes upon loss of RB function. We found

that the N-terminal region of E2F1 has novel transactivation domain, which interacts with general
transcription factor GTF2H2, and contributes to activation of the tumor suppressor genes. DDX5 and
WDR1 enhanced E2F1 activity to activate the tumor suppressor genes. E2F1 could induce cell death
independent of p53 and DDX5 enhanced the activity. In contrast, cyclin D1 and RelA suppressed the
E2F1 activity. Knockdown of cyclin D1 or RelA increased tumor suppressor gene expression in cancer

cell lines.
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