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The axis of KEAP1/NRF2-PITX2-YAP contributes to the development of malignant
mesothelioma

Shigeeda, Wataru
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In pleural mesothelioma/lung cancer, we examined whether
KEAP1/NRF2-PITX2-YAP axis abnormality is involved in the formation of drug resistance to
ROS-producing anticancer drugs. We examined expression panels of related molecules and
hypermethylation of the promoter region of PITX2 gene. In cell lines where hypermethylation had
occurred in the promoter region of PITX2, activation of the KEAP1 / NRF2 system was observed. With
PITX2-inducible clone, it was confirmed that the sensitivity to the anti-cancer drug is restored. It
was speculated that these ROS removal mechanisms are responsible for the reduced sensitivity of
anti-cancer drugs.
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