

	
	

	









	




	







	









		

		
		

	
	




	
	


	
	



	
	


	
	
	
	
	
	
		
			
			
		

		
		
	

	

	



	
	
	
	

	







	















	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: header]
				
			

		
	



	
	
		
	

	
	
		
		
	

	
	

	
	
		




	
	
	Comprehensive Analysis of Cuproptosis-Related Genes in Prognosis, Tumor Microenvironment Infiltration, And Immunotherapy Response in Gastric Cancer

	 
		
			
			
			
			
				Heliyon
			
		

	
    
	

	
	
		
		
			25 Pages
		
		

		Posted: 22 Nov 2022
		
		
		
			Publication Status: Preprint
		
	

	
		
			
			




	See all articles by Haihang NieHaihang Nie
Wuhan University - Department of Gastroenterology
Haizhou Wang
Wuhan University - Department of Gastroenterology
Meng Zhang
Wuhan University - Department of Gastroenterology
Yumei Ning
Wuhan University - Department of Gastroenterology
Xiaojia Chen
Wuhan University - Department of Gastroenterology
Zhang Zhang
Wuhan University - Department of Gastroenterology
Xinyi Hu
Wuhan University - Department of Gastroenterology
Qiu Zhao
Wuhan University - Department of Gastroenterology
Pengfei Chen
Central Hospital of Enshi Autonomous Prefecture
Jun Fang
Wuhan University - Department of Gastroenterology
Fan Wang
Wuhan University - Department of Gastroenterology


		

	
	
	
	
	



	
	
	
	
	

	
	
		
		
	

	
	
		
	
	
		Abstract

		Cuproptosis is the most recently identified copper-dependent cell death form that influences tricarboxylic acid (TCA) cycle. However, the relationship between cuproptosis and clinical prognosis, tumor microenvironment infiltration (TME), and response to immunotherapy remains unclear. Thus, we performed the following analysis. Single-sample gene-set enrichment analysis (ssGSEA) was employed to construct cuproptosisScore (cpS) and 1378 gastric cancer (GC) patients from five independent public datasets were classified into high- or low-cpS groups according to the median of cpS. Then the impacts of cuproptosis on tumor microenvironment infiltration (TME), biological function, response to immunotherapy, and clinical prognosis of GC were evaluated. RiskScore and nomogram were constructed using Lasso Cox regression algorithm to validate its predictive capability in GC patients. Compared to patients with high cpS, patients with low cpS exhibited poorer prognosis, higher TNM stage, and stronger stromal activation. Meanwhile, the analysis of response to immunotherapy confirmed patients with high cpS could better benefit from immunotherapy and had a better susceptibility to chemotherapeutic drugs. 9 prognosis-related signatures were collected based on differentially expressed genes (DEGs) of cpS groups. Finally, a riskScore model was constructed using the multivariate Cox (multi-Cox) regression coefficients of prognosis-related signatures and had an excellent capability of predicting 1-, 3-, and 5-year survival in GC patients. In summary, this study revealed the role of curproptosis in TME, response to immunotherapy, and clinical prognosis in GC, which highlighted the significant clinical implications of curproptosis and provided novel ideas for the therapeutic application of cuproptosis in GC.
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