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Elucidation of the nature of treatment-resistant tumor microenvironment in the
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Epidermal growth factor receptor (EGFR) inhibitors show certain effects in
the treatment of lung cancer brain metastasis with EGFR mutation, however, the problem of drug
resistance still remains to be solved. PC9-BrM3 human lung cancer cells form aggressive brain
metastasis within one month after intra-cardiac injection in nude mice. The brain metastases respond

to gefitinib, an EGFR inhibitor, very well and the drug induces quiescent phenotype in the
surviving cells. Intriguingly, we find that the survived cells have not acquired any intrinsic
resistance but seems to be temporally tolerating the drug in the brain microenvironment. Single cell
transcriptome analysis reveals cytokine signaling as an alternative pathway for the surviving cells
to tolerate the drug. We established a novel in vitro co-culture system of cancer cells and primary
glial cells and now investigating the mutual interactions between these cell types, which can cause
the initial resistance to EGFR inhibitors.
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