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Abstract: [ Purpose | To study the miR-34a regulating MET signaling pathway in EGFR resistant
lung cancer cell lines,and to investigate the mechanisms of acquired resistance of lung cancer.
[Methods] On the basis of HCC827 cells (epidermal growth factor receptor gene exon 19 dele-
tions in lung adenocarcinoma cell lines),the gefitinib resistant cell lines were cultured. the ex-
pression of MET and miR-34a in the drug-resistant cell lines were detected by RT-PCR method.
The downstream target of miR-34a were predicted by bioinformatics software such as TargetScan.
Whether miR-34a could regulate the expression of MET in the intracellular was verified. [Re-

sults ] HCC827/GR cell lines resistant to gefitinib approximately 100-fold compared with HCC827
cells. Low expression of miR-34a and high expression of MET in the resistant cell lines was
found , while high expression of miR-34a and low expression of MET in the HCC827 cells. Tar-
getScan bioinformatics software indicated MET is one of downstream target of miR-34a. The fluo-

rescence was decreased when the vectors carried fluorescent reporter group and MET 3'UTR and
miR-34 were co-transfected into cells.[ Conclusion ] MiR-34a involves in EGFR-TKI acquired re-
sistance.lt might regulate target genes MET.
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Figure 1 The establishment of gefitinib resistant cell
line HCC827/GR
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Figure 2 miR-34 expression in HCC827 and HCC827/GR cell lines
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Figure 3 MET expression in HCC827 and HCC827/GR cell lines
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Figure 4 Luciferase report system demonstrate that
MET is the downstream effector of miR-34a in cells
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Table 1 MET is one of miR-34a predicting downstream targets by TargetScan
Seed

Site Object region and miRNA sequence Slte. type 3 batring LOC?I A.U Pos.1t10{1
matching contribution contribution contribution contribution

The 51 ~57 site of has- 5'GUCCAAUGGUUUUUUCACUGCCU  7mer-m8 -0.120 0.012 -0.066 -0.055

miR-34a MET 3'UTR 3'UGUUGGUCGAUUCUGUGACGGU

The 2165~2171 site of 5'GAAUUAGAUACUUGUCACUGCCU  7mer-m8 -0.120 0.003 -0.066 -0.049

has-miR-34a MET 3'UT  3'UGUUGGUCGAUUCUGUGACGGU
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