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    Abstract
There is widespread interest in finding therapeutic vulnerabilities by analyzing the somatic mutations in cancers. Most analyses have focused on identifying driver oncogenes mutated in patient tumors, but this approach is incapable of discovering genes essential for tumor growth yet not activated through mutation. We show that such genes can be systematically discovered by mining cancer sequencing data for evidence of purifying selection. We show that purifying selection reduces substitution rates in coding regions of cancer genomes, depleting up to 90% of mutations for some genes. Moreover, mutations resulting in non-conservative amino acid substitutions are under strong negative selection in tumors, whereas conservative substitutions are more tolerated. Genes under purifying selection include members of the EGFR and FGFR pathways in lung adenocarcinomas, and DNA repair pathways in melanomas. A systematic assessment of purifying selection in tumors would identify hundreds of tumor-specific enablers and thus novel targets for therapy.




  


  
  



  
      
  
  
    Copyright 
The copyright holder for this preprint is the author/funder, who has granted bioRxiv a license to display the preprint in perpetuity. It is made available under a CC-BY-ND 4.0 International license.


  


  
  



  





  


  
  



  
      
  
  
    View the discussion thread.


  


  
  



  
      
  
  
     Back to top  


  
  



			

		

		
		
			
			  
  
      
  
  
     PreviousNext 
  


  
  



  
      
  
  
    Posted April 20, 2017.  


  
  



  
      
  
  
    
	  
  
		
          
            
  
      
  
  
     Download PDF  


  
  



  
      
  
  
    Supplementary Material 
  


  
  



          

        

        
        
          
            
  
      
  
  
     Email

  
    
  
      
  
  
    
 Thank you for your interest in spreading the word about bioRxiv.
NOTE: Your email address is requested solely to identify you as the sender of this article.




  Your Email *
 



  Your Name *
 



  Send To *
 

Enter multiple addresses on separate lines or separate them with commas.




  You are going to email the following 
 Identification of Genes under Purifying Selection in Human Cancers



  Message Subject 
 (Your Name) has forwarded a page to you from bioRxiv



  Message Body 
 (Your Name) thought you would like to see this page from the bioRxiv website.



  Your Personal Message 
 








CAPTCHAThis question is for testing whether or not you are a human visitor and to prevent automated spam submissions.










  


  
  



  





  


  
  



  
      
  
  
     Share  


  
  



  
      
  
  
    


		  
		  
  
      
  
  
    

      
      Identification of Genes under Purifying Selection in Human Cancers
    

  
      Robert A. Mathis, Ethan S. Sokol, Piyush B. Gupta

  
      bioRxiv 129205; doi: https://doi.org/10.1101/129205 

  
  
  


  


  
  



	  

	
  
  	
  
      
  
  
    
  
    Share This Article:
  
  
    
  
  
    Copy
  


  


  
  



  

	
		  
	    
  
      
  
  
    [image: Reddit logo] [image: Twitter logo] [image: Facebook logo] [image: LinkedIn logo] [image: Mendeley logo]
  


  
  



	  

	


  


  
  



  
      
  
  
     Citation Tools

  
    
  
      
  
  
      
  
      

      
      Identification of Genes under Purifying Selection in Human Cancers
    

  
      Robert A. Mathis, Ethan S. Sokol, Piyush B. Gupta

  
      bioRxiv 129205; doi: https://doi.org/10.1101/129205 

  
  
  


  

  
  	      Citation Manager Formats

        
      	BibTeX
	Bookends
	EasyBib
	EndNote (tagged)
	EndNote 8 (xml)
	Medlars
	Mendeley
	Papers
	RefWorks Tagged
	Ref Manager
	RIS
	Zotero

    

  



  


  
  



  





  


  
  



          

        

	
 	
	
	


  


  
  



  
      
  
  
    	Tweet Widget
	Facebook Like
	Google Plus One



  


  
  



  
        Subject Area

    
  
  
    	Cancer Biology




  


  
  



  
      
  
  
    


  

  
      
  
  
    
  
      
  
    Subject Areas  




  


  
  



  
      
  
  
    
  
      
  
    All Articles  




  


  
  



  
      
  
  
    	Animal Behavior and Cognition (5175)

	Biochemistry (11639)

	Bioengineering (8679)

	Bioinformatics (29012)

	Biophysics (14860)

	Cancer Biology (11998)

	Cell Biology (17262)

	Clinical Trials (138)

	Developmental Biology (9363)

	Ecology (14079)

	Epidemiology (2067)

	Evolutionary Biology (18198)

	Genetics (12183)

	Genomics (16701)

	Immunology (11790)

	Microbiology (27853)

	Molecular Biology (11473)

	Neuroscience (60471)

	Paleontology (449)

	Pathology (1860)

	Pharmacology and Toxicology (3212)

	Physiology (4915)

	Plant Biology (10342)

	Scientific Communication and Education (1678)

	Synthetic Biology (2867)

	Systems Biology (7315)

	Zoology (1634)


  


  
  

  







  


  
  



			

		

	
	
 	
	
	


    

  


      


  

    
  
  
    
  
      







  