










 
Fig. 9. Gene expression data analysis from patients with lung cancer. A. CCND1 high expression 
is associated with a poor prognosis of lung cancer patients. Kaplan–Meier survival curve of 
disease-free survival (DFS) and overall survival (OS) in NSCLC patients with high CCND1 
expression and low CCND1 expression. B. Correlation between CCND1 and Her family receptors. 
The correlation between CCND1 and Her family receptors based on TCGA data in GEPIA. TPM: 
Transcripts Per Kilobase of exon model per Million mapped reads. 
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Fig.10 EGFR inhibition or disruption causes HER2/HER3 overexpression and nuclear 
translocation. Subsequently, HER2, HER3 and pSTAT3 form a heterodimer and transcriptional 
activation of cyclin D1, which contributes to cell survival and EGFR tyrosine kinase inhibitor 
resistance in non-small cell lung carcinoma.  
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                       Table 1 List of NSCLC cell lines used in this study 

Cell line     Lung cancer subtype      EGFR status 

  A549                  Adenocarcinoma Wild-type 

  H1299  Adenocarcinoma               Wild-type 

  H1650  Adenocarcinoma               Exon19 del 

  HCC827  Adenocarcinoma               Exon19 del 
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Supplementary Table S1. List of the primer sets used for qRT-PCR and CHIP-qPCR. 

Name Strand Sequence 

HER2 F 5’-TCTGGACGTGCCAGTGTGAA-3’ 
 

R 5’-CCTGCTCCCTGAGGACACAT-3’ 

HER3 F 5’-CGGTTATGTCATGCCAGATACAC-3’ 
 

R 5’-GAACTGAGACCCACTGAAGAAAGG-

3’ 

HER4 F 5’-GAGGCTGCTCAGGACCTAAGG-3’ 
 

R 5’-GAGTAACACATGCTCCACTGTCATT-

3’ 

cyclin D1  F 5’- TATTGCGCTGCTACCGTTGA -3’ 
 

R 5’- CCAATAGCAGCAAACAATGTGAAA-

3’ 

cyclin D1 

GAS     

F 5’-GGAACCTTCGGTGGTCTTGTC-3’ 

site R 5’-GAATGGAAAGCTGAGAAACAGTGA-

3’ 

  α-tublin F 5’-CTTCGTCTCCGCCATCAG-3’ 

 R 5’-CGTGTTCCAGGCAGTAGAGC-3’ 
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Supplementary Fig. S1. 

 

Fig. S1. Establishment of EGFR knockout and erlotinib-resistant NSCLC cell lines. A. Western 
blot analysis of EGFR expression in in EGFR knockout and original cells. B. Cell viability analysis 
of H1650, H1650ER, HCC827 and HCC827ER cell lines 72 hours after erlotinib treatment. 
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