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We examined the molecular mechanism of how the transcription factor E2F, the
principal target of the tumor suppressor RB, discriminates between growth-related genes and tumor
suppressor genes. We examined the possibility of differential phosphorylation of E2F1, which plays
major roles in tumor suppression, by generating mutants of 65 sites that could be phosphorylated. No
mutants showed differential ability to activate tumor suppressor genes. We thought of the
possibility that different cofactors contribute to activation of growth-related genes and tumor
suppressor genes. We explored novel factors, which interacts with E2F1 by co-immunoprecipitation and
yeast two-hybrid system. These screening gave 3 and 20 candidates, respectively. We analyzed these
factors and found that DDX5, WDR1 and GTF2H2 enhance E2F1 activation of tumor suppressor genes.
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