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We investigated the role of the regulation of lysin demethylase KDM4B by
ubiquitin ligase Fbxo22 on the carcinogenesis and the treatment of breast and endometrial cancers
and found the following issues. Phosphorylation of KDM4B by AKT protected KDM4B from Fbxo22-mediated

ubiquitination and prolonged KDM4B-mediated estrogen signaling. Phosphorylation of KDM4B by Kinase
X was critical for the retention of KDM4B at DNA double-strand breaks, and the DNA repair failure
caused by inhibitors of kinase X renders synthetic lethality for cells with homologous recombination
deficiency. All the mice with endometrial epithelium-specific knockout of Fbxo22 exhibited atypical
endometrial hyperplasia or endometrial cancer, whereas wild-type mice treated with tamoxifen only
developed hyperplasia.
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