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The potential mechanisms of EGFR-TKI induced lung injury in mice model
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Epidermal Growth Factor Receptor (EGFR) and other ErbB receptors; ErbB2-4,
through cytokine and growth factor stimulation, are up-regulated in lung emphysema, pulmonary fibrosis
and lung cancer, suggesting that the activation of ErbB receptors is response to emphysema, fibrosis and
cancer 1n humans. TNF is a major inflammatory cytokine with many biological properties including both
anti- and pro-aﬁoptotic si%naling pathways. However, the molecular switch, which determines TNF
regulation of these two different functions, is not well characterized. We previously reported that EGFR
and ErbB2 were transactivated by TNF via SRC kinase activity, which ﬁromotes the intestinal epithelial
cell survival response to TNF. In this study, we elucidate the hypothesis that EGFR/ErbBs activity
regulates TNF-mediated bronchial epithelial cell survival and inhibition of EGFR tyrosine kinase activity
increase bronchial epithelial cell apoptosis, then finally fibrosing lung tissues in SP-C/TNF tg mice.
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