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Basic science
The origin of gastric gland stem cells in gastric malignancy
Leuschacke M, Tan SH, Wong A, et al. Lgr5-expressing chief cells drive epithelial regeneration and cancer in the oxyntic stomach. Nat Cell Biol 2017 Jun. doi: 10.1038/ncb3541. (Epub ahead of print).
Stem cell architecture of the mammalian corpus gland has been hotly debated. Current dogma states that the corpus gland stem cell resides in the gland neck (isthmus) and their progeny migrate in a bidirectional fashion to the top and bottom. In addition, recent evidence suggests a reserve population of stem cells reside at the gland base that are relatively quiescent until damage occurs where they are then capable of rapid expansion. Leushacke and colleagues have shown that Lgr5, expressed on intestinal crypt and pyloric gland stem cells, is also expressed on corpus gland stem cells. In a model that expresses the transgene in all targeted cells, Lgr5 is expressed on a subpopulation of basal chief cells. A previous study showed that chief cells express a stem cell marker called Mist1 that can act as a stem cell from the isthmus but not the base. Understanding the relationship between these two markers will be an important advance for gastric stem cell biology. Here, Lgr5-expressing chief cells did not appear to play a role in normal gland homeostasis. However, ablation of all Lgr5+ cells in the gland resulted in gland base atrophy. On high-dose tamoxifen-induced damage, Lgr5+ chief cells were able to display lineage tracing resulting in monoclonal conversion in a Wnt-dependent mechanism. The authors questioned whether Lgr5+ chief cells could act as a cell of origin for gastric cancer. Kras-dependent metaplasia originated from Lgr5+ chief cells. However, this model does not progress and is histologically metaplastic. The authors do describe the relationship of Lgr5 and other stem cell markers in human cancer and while this is convincing, nearly all cancer cells … 



  








View Full Text
  


  
  



  
      
  
  
    Footnotes
	Competing interests None declared.

	Provenance and peer review Not commissioned; internally peer reviewed.





  


  
  



  
      
  
  
    


  



  


  
  



  
        Read the full text or download the PDF:

    
  
  
    
  
    
  
    
    
      
        
  
      
  
  
      


  
  



      

    


    
      
        
  
      
  
  
    Subscribe  


  
  



      

    

    
    
      
        
  
      
  
  
    Log in   


  
  



  
      
  
  
    
  
    
  
      
  
  
    Log in via Institution
Log in via OpenAthens
Log in via BSG  


  
  



  
      
  
  
    Log in using your username and password

 For personal accounts OR managers of institutional accounts



  Username *
 



  Password *
 




Forgot your log in details?Register a new account?

Forgot your user name or password?




  


  
  



  



  


  
  



      

    

  
  
   
  
    



  


  
  



  





  


  
  



  
        Read the full text or download the PDF:

    
  
  
    
  
    
  
    
    
      
        
  
      
  
  
      


  
  



      

    


    
      
        
  
      
  
  
    Subscribe  


  
  



      

    

    
    
      
        
  
      
  
  
    Log in   


  
  



  
      
  
  
    
  
    
  
      
  
  
    Log in via Institution
Log in via OpenAthens
Log in via BSG  


  
  



  
      
  
  
    Log in using your username and password

 For personal accounts OR managers of institutional accounts



  Username *
 



  Password *
 




Forgot your log in details?Register a new account?

Forgot your user name or password?




  


  
  



  



  


  
  



      

    

  
  
   
  
    



  


  
  



      

      
    

    
    
      
        
  
      
  
  
      


  
  



      

    

  
  
   
    
    
    
      
        
  
      
  
  
    
  
      
  
     
          

          

          

          

          




  


  
  



      

    

  
  
   
  


  



  

          

        


        
        
      

    

   

 


    
    
      
          
    

    
  
    
  
    
  
      
  
  
    	[image: British Society of Gastroenterology]

  


  
  



  



  



  

      

    

  
    
    
      
          
    

    
  
    
  	Content	Latest
	Current issue
	Archive
	Browse by collection
	Visual Abstracts
	Most read articles
	Top cited articles
	Responses


	Journal	About
	Editorial board
	Sign up for email alerts
	Subscribe
	Thank you to our reviewers


	Authors	Instructions for authors
	Submit an article paper
	Editorial policies
	Open Access at BMJ
	BMJ Author Hub


	Help	Contact us
	Reprints
	Permissions
	Advertising
	Feedback form





  



  

      
            
        
            
    

    
  
    
  
    
  
      
  
  
    	 RSS
	 Twitter
	 Facebook
	 Blog
	 Soundcloud
	 YouTube

  


  
  



  



  



  

        
      

          

  
      
    
      
    

    
      
        	Website Terms & Conditions
	Privacy & Cookies
	Contact BMJ


        
        Cookie Settings
        
        Online ISSN: 1468-3288Print ISSN: 0017-5749

        Copyright © 2023 BMJ Publishing Group Ltd & British Society of Gastroenterology. All rights reserved.

      

    

  
      
    
        
    

    
  
    
  
    
  
      
  
  
    


  



  


  
  



  



  



  

    

  

  
  


