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Linker-phosphorylated SMAD2 induces resistance to tyrosine kinase inhibition in
EGFR-mutated lung adenocarcinoma
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We found that stimulation with interleukin 6, a protein induced bK
inflammation of the tumor microenvironment, induces drug resistance to tyrosine kinase inhibition in
EGFR-mutated lung adenocarcinoma via linker-phosphorylated SMAD2, a substance that transmit
intracellular signals. It was clarified that the effect of EGFR inhibitors can be predicted.
This result suggests that examining the linker phosphorylation status of SMAD2 in lung cancer tissue
before treatment may be a biomarker for predicting the therapeutic effect of EGFR inhibitors, and
that anti-inflammatory drugs or IL-6 inhibitors may provide longer therapeutic effects of EGFR
inhibitors. Furthermore, it may lead to the elucidation of the unknown resistance mechanism of EGFR
inhibitors, which is a problem in actual clinical practice.
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