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Elucidation of the mechanism of hyperactivation of p53 lacking C terminal domain
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Mutants lacking the carboxyl terminal (CTD) of p53 lack the MDM2/4 binding

site and results in p53 hyperactivation; mouse homozygotes carrying p53 lacking CTD have severe bone
marrow failure and die early. To examine the relationship between the extent of CTD deletion in p53
and phenotype, we generated two types of gene-edited mice with incomplete and complete deletion of
the CTD. In addition, using K562 cells transfected with wild-type p53 and p53 lacking CTD, the
effect of CTD in p53 on hemin-induced erythroid differentiation was examined by measuring hemoglobin
positive cells. We found that, first, partial CTD deletion caused much severer phenotype than
complete CTD deletion did, and the male sterility was found in mice with incomplete CTD deletion for
the first time, second, p53 lacking CTD mutations in two alleles are additive in severity of the
pehnotype, third, CTD of p53 acts in a promotive manner with respect to erythroid-like cell
differentiation effects.
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