

	
	

	









	




	







	









		

		
		

	
	




	
	


	
	



	
	


	
	
	
	
	
	
		
			
			
		

		
		
	

	

	



	
	
	
	

	







	















	Skip to main content






    


	
	
		
	






	

	

	
	

	

	
		

	
	












			

			





			






	




	


	
	





	








	

	
	
		
		
		
		
		
		
		
		
		
		
		
		
		
	

	
	
		
		
		
	


















	
		
	

	

	
		
	

	







	
		
		
		

		
		
		
		
			
				
				









	
	    












    
    






    
    







    




    






    
        
        
        
            
            

            

    

    

    

    

    

    


        
            

    

    

    

    

    

    


        
            
                
                    [image: PDF icon]Download This Paper
                    
                
            

        
    
        
    

            
            
                

                

    

    

    

    

    

    


        
            

    

    

    

    

    

    


        
            
                
                    Open PDF in Browser
                    
                
            

        
    
        
    
            
        

    






    
        
    


    
            
            
                
            
            
                
        Add Paper to My Library
        
        

    















	














	
	    







 



	




	







	




































    



			

			
				
				
				
				
				
						
				
				
				
					
						Share:
							
	
	
	


					

					
				
				
				




				
				

    
        
        
        
            

		
		
		
			
				
			
		

		
            

		
		
		
			
				
			
		
			
				
			
		

		
            

            
        

        
    

    


    




				
				
					

					
					Permalink

						Using these links will ensure access to this page indefinitely

						
							
							Copy URL
						

						
							
								
								Copy DOI
								

							

						
				

				
			

		


		
			
				
				


    
        
    
	
		
		







	
	    





		
		
			[image: lancet-header]
		

	



	
	
		
	

	
	
		
		
	

	
	
		
			Preprints with The Lancet is part of SSRNÂ´s First Look, a place where journals identify content of interest prior to publication. Authors have opted in at submission to The Lancet family of journals to post their preprints on Preprints with The Lancet. The usual SSRN checks and a Lancet-specific check for appropriateness and transparency have been applied. Preprints available here are not Lancet publications or necessarily under review with a Lancet journal. These preprints are early stage research papers that have not been peer-reviewed. The findings should not be used for clinical or public health decision making and should not be presented to a lay audience without highlighting that they are preliminary and have not been peer-reviewed. For more information on this collaboration, see the comments published in The Lancet about the trial period, and our decision to make this a permanent offering, or visit The LancetÂ´s FAQ page, and for any feedback please contact preprints@lancet.com.


		

	

	
	
		




	
	
	The miR 495-UBE2C-ABCG2/ERCC1 Axis Reverses DDP Resistance via Downregulation of Anti-Drug Genes in Cisplatin Resistant NSCLC Cells

	
    
	

	
	
		
		
			44 Pages
		
		

		Posted: 18 Jul 2018
		
		
		
	

	
			
			
				




	See all articles by Jiwei GuoJiwei Guo
Binzhou Medical University - Cancer Research Institute
Dan Jin
Binzhou Medical University - Department of Pain Management; Binzhou Medical University - Binzhou Medical University Hospital
Yan Wu
Binzhou Medical University - Cancer Research Institute
Lijuan Yang
Binzhou Medical University - Cancer Research Institute
Jing Du
Binzhou Medical University - Cancer Research Institute
Kaikai Gong
Binzhou Medical University - Cancer Research Institute
Weiwei Chen
Binzhou Medical University - Cancer Research Institute
Juanjuan Dai
Binzhou Medical University - Cancer Research Institute
Shuang Miao
Binzhou Medical University - Cancer Research Institute
Sichuan Xi
Binzhou Medical University - Cancer Research Institute


			

			More...
	
	
	
	
	



	
	
	
	
		
		
	
	

	
	
		
		
	

	
	
		
	
	
		Abstract

		Resistance to DDP has become the leading cause of mortality in NSCLC. The microRNA dysregulation plays a vital role in tumor progression. In our study, we found that miR-495 was significantly downregulated in lung cancer tissue specimens. Our objective was to elucidate the functions, direct target genes, and molecular mechanisms of miR-495 in lung cancer. We found that miR-495 downregulated the expression of its substrate UBE2C by directly binds to the 3â€²-UTR of UBE2C. UBE2C is a proto-oncogene that is activated in lung cancer; however, its role in drug resistance is unclear. We found here that UBE2C expression was higher in cisplatin resistant NSCLC cells; this was associated with induced cisplatin resistant NSCLC cells proliferation, invasion and cisplatin resistant. EMT was contributed to cisplatin resistance. We also found that UBE2C knockdown downregulated the expression of the vimentin. In contrast, E-cadherin was upregulated. Importantly we found that miR-495 and UBE2C were associated with cisplatin resistance. We performed to evaluate their effects on cell proliferation and cisplatin resistant. We also performed EMT, cell migration and invasion assays in cisplatin resistant NSCLC cells overexpressing miR-495 and under expressing UBE2C. Furthermore, Bioinformatics assays coupled with WB and luciferase assays revealed that UBE2C directly binds to the 5â€²-UTR of the drug resistance genes, ABCG2 and ERCC1. We also found that miR-495 reduced the expression of ABCG2 and ERCC1 via regulation of UBE2C. Collectively, our results indicated that miR495-UBE2C-ABCG2/ERCC1 axis reverses DDP resistance via downregulation of anti-drug genes and reducing EMT in cisplatin resistant NSCLC cells.  
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