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A screening of novel anti-tumor compounds targeting p53 degradation
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We constructed a unique sensitive high-throughput screening sgstem using p53
protein degradation as an index. Using this system, 10000 small molecule compound libraries were
screened and 68 hit compounds were identified. The effect on the endogenous p53 protein was
evaluated and narrowed down to 7 compounds. Two of these compounds have the same skeleton and have
not been reported to have any effect on p53. These compounds did not cause DNA damage to colorectal
cancer cell lines, while stabilizing p53 protein by inhibiting ubiquitination. In addition, the
pull-down assay and thermal shift assay did not show inhibition of p53-MDM2 binding, and it was
clarified that stabilization by degradation inhibition was achieved by a mechanism different from

that of MDM2 inhibitors.
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