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Establishment of a new disease model by congenital p53 hyperactive mutation
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We recentlg experienced a boy with congenital microcephaly, pre- and post-
growth failure, immunodeficiency, bone marrow failure. This patient had a p53 mutation, so that the
function of p53 protein was enhanced and the specific symptoms were expected to occur. In humans p53
hyperactive mutation has not been reported as far as we could investigate. We created mice with a
p53 mutation equivalent to p53 hyperactivity mutation (p53CTD) due to C-terminal deletion found in
patients with advanced bone marrow dysfunction by genetic editing technique. p53CTD / WT mice showed

a decrease in peripheral lymphocytes and macrocytic anemia in addition to hyperpigmentation of
limbs which is a feature of p53 abnormal activation
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knockout of xpd gene in zebrafish causes
small eyes and forebrains, severe growth
failure and early lethality
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