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Elucidation of trans-activation mechanism from TRAIL receptor to EGFR
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EGFR-TKI/TRAIL NSCLC

We established EGFR-TKI-resistant non-small cell lung cancer (NSCLC) cell lines an
d found that these cell lines acquired collateral sensitivity to Tumor necrosis factor-related apoptosis-i
nducing ligand (TRAIL) (about 70 times) as compared with parental cell line. In parental PC-9, anti-tumor
effect of TRAIL was restricted, because TRAIL activates not only apoptotic signaling but also anti-apoptot
ic signaling throu?h AKt/NFkB activation by cross talk signaling from TRAIL receptor to EGFR. In case of t
he resistant cell lines that overexpressed c-MET, the crosstalk signaling from TRAIL receptor to c-MET was
not observed, and TRAIL-mediated Akt/NFkB activation was quite diminished. From these observations, EGFR-
TKI/TRAIL combination is thought to be useful therapy for NSCLC.
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