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		Abstract

		SUMMARY Reversing chemotherapy resistance in small cell lung cancer (SCLC) is crucial to improve patient prognosis. It is important to elucidate the mechanisms of chemoresistance and determine therapeutic targets for SCLC. The present study aims to investigate the underlying mechanisms in SCLC chemoresistance. We screen that nuclear receptor binding factor 2 (NRBF2) is a poor prognostic factor in SCLC. A correlation was identified between high NRBF2 expression and poor overall survival in the clinical local-SCLC cohort. The effects of NRBF2 on chemoresistance were determined in SCLC using a patient-derived xenograft model. The effect and underlying molecular mechanisms of NRBF2 in the autophagy process in SCLC were examined. NRBF2 positively regulated autophagy, leading to drug resistance in SCLC. The microtubule interacting and transport (MIT) domain of NRBF2 directly interacted with the PB1 domain of P62, a core autophagy marker. This interaction increased autophagic P62 body formation, revealing the regulatory role of NRBF2 in autophagy. Notably, NRBF2 was directly modulated by the transcription factor XRCC6, likely explaining the differential NRBF2 expression in chemosensitive and chemoresistant SCLC. The MIT domain of NRBF2 interacts with the PB1 domain of P62 to regulate the autophagy process, resulting in SCLC chemoresistance. NRBF2 is likely a useful chemotherapy response marker and therapeutic target in SCLC. 


	

	

	
		
		


	

	
	

		
		

	
	


	

	
	
	
		
	
	
	

	
	
		
		
			
				
			
		
		Keywords: nuclear receptor binding factor 2 (NRBF2), chemoresistance, small cell lung cancer (SCLC), autophagy, p62

	
	

	
    

    
	

	
	
	

	
	

























    	
	
	
	
   	
	
	
	
	
	            
	

























    
    










    
    
    
    
















	



    




	
		Suggested Citation:
		Suggested Citation
	

	
		
			Shen,  Weitao and Luo,  Peng and Sun,  Yueqin and Zhang,  Wei and Zhan,  Hongrui and Zhang,  Qingxi and Shen,  Jie and Zhang,  Jian and Wang,  Hai-Hong and Wei,  Ting, NRBF2 Regulates the Chemoresistance of Small Cell Lung Cancer by Interacting With the P62 Protein in the Autophagy Process.  Available at SSRN: https://ssrn.com/abstract=3961723 or http://dx.doi.org/10.2139/ssrn.3961723 
		
	

	

	
	
		
			This version of the paper has not been formally peer reviewed.
		

	
	

	
		
	

	
		




	

	
	
		

	










    
    










    
    
    
    





















	

	

	

	

	

	

	

	

	

	


	























	
	

		

		

		
		
		

		
		
			
				
					
						Weitao Shen

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
				
					
					
					
					
				
					
					
					
						
					
				
			

			
				
				
				


				Southern Medical University  ( email )

			

			
			
				
				
				
					Guangzhou
China

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Peng Luo

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
				
					
					
					
					
				
					
					
					
						
					
				
			

			
				
				
				


				Southern Medical University - Department of Oncology  ( email )

			

			
			
				
				
				
					China

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Yueqin Sun

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
				
					
					
					
					
				
					
					
					
						
					
				
			

			
				
				
				


				Southern Medical University  ( email )

			

			
			
				
				
				
					Guangzhou
China

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Wei Zhang

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
				
					
					
					
					
				
					
					
					
						
					
				
			

			
				
				
				


				Southern Medical University  ( email )

			

			
			
				
				
				
					Guangzhou
China

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Hongrui Zhan

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
				
					
					
					
					
				
					
					
					
						
					
				
			

			
				
				
				


				Sun Yat-sen University (SYSU) - Department of Rehabilitation  ( email )

			

			
			
				
				
				
					China

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Qingxi Zhang

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
				
					
					
					
					
				
					
					
					
						
					
				
			

			
				
				
				


				Southern Medical University  ( email )

			

			
			
				
				
				
					Guangzhou
China

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Jie Shen

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
				
					
					
					
					
				
					
					
					
						
					
				
			

			
				
				
				


				Southern Medical University  ( email )

			

			
			
				
				
				
					Guangzhou
China

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Jian Zhang

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
				
					
					
					
					
				
					
					
					
						
					
				
			

			
				
				
				


				Southern Medical University - Department of Oncology  ( email )

			

			
			
				
				
				
					China

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Hai-Hong Wang

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
				
					
					
					
					
				
					
					
					
						
					
				
			

			
				
				
				


				Southern Medical University  ( email )

			

			
			
				
				
				
					Guangzhou
China

				

				
			

			

		

		
	

	

	
	

		

		

		
		
		

		
		
			
				
					
						Ting Wei (Contact Author)

					
			
		

		
		
		
		

		
		
			
				
			

			
				
				
				
					
					
					
					
				
					
					
					
						
					
				
			

			
				
				
				


				Southern Medical University  ( email )

			

			
			
				
				
				
					Guangzhou
China

				

				
			

			

		

		
	

	





	

	

	
	
		
	

	

	
	




				
				
				









	
	    












    
    






    
    







    









    
        
        
        
            
            

            

    

    

    

    

    

    


        
            

    

    

    

    

    

    


        
            
                
                    [image: PDF icon]Download This Paper
                    
                
            

        
    
        
    

            
            
                

                

    

    

    

    

    

    


        
            

    

    

    

    

    

    


        
            
                
                    Open PDF in Browser
                    
                
            

        
    
        
    
            
        

    




















	














	
	    







 



	




	







	







































				
					
						

						
						Please enable JavaScript to view the comments powered by Disqus.

					

				

				

				
					
						

						
						

						

						
						

					
				

			


			
				
					
						
						
	










	
	    














	
	    














	
	    







	
		Click here to go to Cell.com

		
			

    

    

    

    

    

    


        
            

    

    

    

    

    

    


        
            
                
                    Go to Cell.com
                    
                
            

        
    
        
    
		

	



					

				
				
					
					


	












	
	
	








	
		
			Paper statistics

		

	


	
		
		 
			
				Downloads

				       14

			

		
		
		
			Abstract Views

			      320

		

		
		
	


	

	
		
			
				       38 References
		

	



	
		PlumX Metrics

		
			
		

		
			
		

	





				


				
				
					
					

					
						
					

					
						
					

					
						
					

					
						
							
								
									
										Cell Press Journals on Sneak Peek
									

									
										
											All Journals (9196)
										
											Cancer Cell (105)
										
											Cell (577)
										
											Cell Chemical Biology (141)
										
											Cell Genomics (21)
										
											Cell Host & Microbe (186)
										
											Cell Metabolism (144)
										
											Cell Press Community (115)
										
											Cell Reports (2103)
										
											Cell Reports Medicine (226)
										
											Cell Reports Methods (166)
										
											Cell Reports Physical Science (210)
										
											Cell Reports Sustainability (0)
										
											Cell Stem Cell (155)
										
											Cell Systems (84)
										
											Chem (155)
										
											Chem Catalysis (0)
										
											Current Biology (652)
										
											Developmental Cell (284)
										
											Device (0)
										
											Immunity (242)
										
											iScience (2199)
										
											Joule (307)
										
											Matter (146)
										
											Med (40)
										
											Molecular Cell (191)
										
											Neuron (395)
										
											One Earth (84)
										
											Patterns (121)
										
											Structure (141)
										
									

								

							
						

					

				
				
					

    
        
            Related eJournals

        	
                    Human Health & Disease eJournal

                    
                        
                        

    

    

    

    

    

    


        
            

    

    

    

    

    

    


        
            
                
                    Follow
                    
                
            

        
    
        
    

                        

                        
                            

                            
                            
                                Human Health & Disease eJournal

                                
                                    Subscribe to this fee journal for more curated articles on this topic
                                

                                
                                    
                                        FOLLOWERS

                                              158

                                    

                                    
                                        PAPERS

                                            7,853

                                    

                                

                                
                            

                        

                    

                
	
                    Biochemistry eJournal

                    
                        
                        

    

    

    

    

    

    


        
            

    

    

    

    

    

    


        
            
                
                    Follow
                    
                
            

        
    
        
    

                        

                        
                            

                            
                            
                                Biochemistry eJournal

                                
                                    Subscribe to this fee journal for more curated articles on this topic
                                

                                
                                    
                                        FOLLOWERS

                                               77

                                    

                                    
                                        PAPERS

                                            4,541

                                    

                                

                                
                            

                        

                    

                


            

            
                
                

                	
                    Organic Chemistry eJournal

                    
                        
                        

    

    

    

    

    

    


        
            

    

    

    

    

    

    


        
            
                
                    Follow
                    
                
            

        
    
        
    

                        

                        
                            

                            
                            
                                Organic Chemistry eJournal

                                
                                    Subscribe to this fee journal for more curated articles on this topic
                                

                                
                                    
                                        FOLLOWERS

                                               77

                                    

                                    
                                        PAPERS

                                            5,711

                                    

                                

                                
                            

                        

                    

                
	
                    Medical, Pharmaceutical & Pharmacological Biochemistry eJournal

                    
                        
                        

    

    

    

    

    

    


        
            

    

    

    

    

    

    


        
            
                
                    Follow
                    
                
            

        
    
        
    

                        

                        
                            

                            
                            
                                Medical, Pharmaceutical & Pharmacological Biochemistry eJournal

                                
                                    Subscribe to this fee journal for more curated articles on this topic
                                

                                
                                    
                                        FOLLOWERS

                                               38

                                    

                                    
                                        PAPERS

                                            5,155

                                    

                                

                                
                            

                        

                    

                
	
                    Cell Press

                    
                        
                        

    

    

    

    

    

    


        
            

    

    

    

    

    

    


        
            
                
                    Follow
                    
                
            

        
    
        
    

                        

                        
                            

                            
                            
                                Cell Press

                                
                                    Subscribe to this free journal for more curated articles on this topic
                                

                                
                                    
                                        FOLLOWERS

                                               20

                                    

                                    
                                        PAPERS

                                            9,196

                                    

                                

                                
                            

                        

                    

                



                
            

            
        
        
        
                 
        
        

    


				


				
					
					

















				

			

		


		
				
					Feedback
					
				

			

			


	
		
		Feedback to SSRN

		
			
				
					Feedback
					 (required)
				
				
			

			
				
					Email
					 (required)
				
				
			

			
				Submit
				
			
		

		

		If you need immediate assistance, call 877-SSRNHelp (877 777 6435) in the United States, or +1 212 448 2500 outside of the United States, 8:30AM to 6:00PM U.S. Eastern, Monday - Friday.

	







	

	
	
		
		

	




	
	





  
  

	
	
		
	


	
	
		
			
			
		
	
		
			
				
			
			
		
	
		
			
				
			
			
		
	
		
			
				
			
			
		
	
		
	
		
	
		
	
		
	
		
	
		
			
				
			
			
		
	
		
			
				
			
			
		
	


	
	
	






		
		









	
		
	






	
		
			
			
				SSRN Quick Links 

					SSRN Solutions
	Research Paper Series
	Conference Papers
	Partners in Publishing
	Jobs & Announcements
	Special Topic Hubs


			

			
				SSRN Rankings 

					Top Papers
	Top Authors
	Top Organizations


			

			
				About SSRN 

					Network Directors
	Announcements
	Contact us
	FAQs


			

			
		

			
	
	


		
			
				
			

			
				
					Copyright
					Terms and Conditions
					Privacy Policy
				

				
					All content on this site: Copyright Â© 2023 Elsevier Inc., its licensors, and contributors. All rights are reserved, including those for text and data mining, AI training, and similar technologies. For all open access content, the Creative Commons licensing terms apply.

					We use cookies to help provide and enhance our service and tailor content.

					To learn more, visit
					Cookie Settings.
					
						
							
							This page was processed by aws-apollo-l100 in   0.189 seconds 
						
					
					

				

			

			
				
			

		

	









	
		
		
		
		


    
        
        
        

        
        
                
                
                    
                
            
    

    

    


		






    























    




    








	


		[image:  ]

		
		
		
		
		
		
		
		
		
		
	
