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Involvement of PAI-1 in maintaining the characteristic of cancer stem cells;

development of treatment to cure advanced lung cancer
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We showed that Plasminogen activator inhibitor-1 (PAI-1) expression level
was higher in tumors that acquired resistance to epidermal growth factor receptor (EGFR) tyrosine
kinase inhibitors than in those before treatment in patients with EGFR gene mutated lung
adenocarcinoma. In addition, we revealed that PAI-1 was associated with the development of acquired
resistance to Osimertinib using EGFR-mutated lung cancer cells. Furthermore, it was observed that
PAI-1 participate in the development of acquired resistance to Osimertinib via integrin and
extracellular matrix interaction-induced epithelial-mesenchymal transition pathway. In the mouse
subcutaneous tumor model, the PAI-1 expression level in tumors that acquired resistance to
Osimertinib was increased compared to those before treatment. In addition, we showed that PAI-1
inhibitor and Osimertinib administration suppressed tumor resistance thereby limiting tumor
regrowth.
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