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To clarify minimal requirement for carcinogenesis, we sought to establish an

in vitro stepwise carcinogenesis model using immortalized endometriotic epithelial cells with
overexpressed cyclinDl/cdk4 and hTERT, in which we additionally introduced selected genetic elements
frequently observed in clinical samples. Mutational analysis using clinical samples of ovarian
clear cell and endometrioid adenocarcinomas identified frequent ARID1A mutations (90%) and p53
mutations (20%), but their overlap was relatively rare. Thus, we introduced ARID1A knock out in
combination with oncogenic mutant KRAS allele into immortalized cells, exhibit tumorigenic
phenotypes. Additional introduction of genetic factors will be attempted to investigate in vitro
and in vivo tumorigenicity, and c-Myc overexpression, mutant PIC3CA, or phosphorylated Akt (p-Akt)
are going to transfect to immortalized endometriotic epithelial cells.
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