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    Abstract
Background and objectives Fibroblast like Synoviocytes (FLS) are key for the formation of the synovial lining / sublining architecture via unique cadherin-11 mediated cell-to-cell adherens junctions. Binding to the juxta-membrane domain of the cytoplasmic tail of cadherins, p120 is indispensable for the stabilisation of cadherins on the cell surface. By contrast, unbound p120-catenin interferes with small Rho GTPases, thereby regulating actin cytoskeletal organisation as well as NF-κB pathway activity. Here we probe into the function of p120-catenin for synovial tissue formation.

Methods Primary FLS were cultured from synovial tissue after synovectomy of RA classified patients. The knock down (KD) of p120-catenin was achieved by the expression of specific shRNA via a lentiviral vector. Immunoblotting was performed to verify decreased p120-catenin expression levels as well as the effects on the expression of cellular cadherin-11. 2D FLS cultures were analysed using phase contrast microscopy as well as confocal immunofluorescence imaging of actin filaments and cadherin-11 mediated cell-to-cell junctions. For the analysis of FLS capacity in forming synovial-like tissue, FLS were cultured in Matrigel® micromasses. Data quantification was done with ImageJ; for statistical analyses Graphpad Prism® was used.

Results p120-catenin silenced FLS demonstrated an altered cellular phenotype regarding the size, shape and the cytoskeletal organisation when compared to control cells. In conventional 2D cultures, the surface area covered by KD cells was increased threefold (p < 0.0001). Actin staining revealed pronounced stress fibres that were organised in parallel within the cell body. Further, polymerized actin was significantly elevated when compared to control cells, (p < 0.0001). Due to default p120-catenin, reduced quantities of cadherin-11 were observed by immunoblotting. This was consistent with decreased levels of cadherin-11 at cell-to-cell junctions as measured immunofluorescence signal intensity. Strikingly, loss of p120-catenin was associated with the impaired capacity of FLS to establish an organised synovial architecture.

Conclusion Although the immunological role of p120-catenin for FLS function in synovial inflammation (NF-kB activity) has yet to be shown, our findings strongly suggest the importance of p120-catenin for the formation of the normal synovial tissue.





  


  
  



  
      
  
  
    


  



  


  
  



  
      
  
  
    https://doi.org/10.1136/annrheumdis-2016-209124.118

  


  
  



  
        Statistics from Altmetric.com

    
  
  
    
  


  
  



  
      
  
  
    


  


  
  



  
        Request Permissions

    
  
  
    If you wish to reuse any or all of this article please use the link below which will take you to the Copyright Clearance Center’s RightsLink service. You will be able to get a quick price and instant permission to reuse the content in many different ways.

  


  
  



  
        

    
  
  
    
  


  
  



  
      
  
  
    


  


  
  



  
      
  
  
    

  


  
  



  
        Read the full text or download the PDF:

    
  
  
    
  
    
  
    
    
      
        
  
      
  
  
      


  
  



      

    


    
      
        
  
      
  
  
    Subscribe  


  
  



      

    

    
    
      
        
  
      
  
  
    Log in   


  
  



  
      
  
  
    
  
    
  
      
  
  
    Log in via Institution
Log in via OpenAthens
  


  
  



  
      
  
  
    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 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: EULAR]
	[image: Eular textbooks]

  


  
  



  



  



  

      

    

  
    
    
      
          
    

    
  
    
  	Content	Latest content
	Current issue
	Lay summaries
	Archive
	Browse by collection
	Most read articles
	Top cited articles
	Responses


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


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


	Help	Contact us
	Reprints
	Permissions
	Advertising
	Feedback form





  



  

      
            
        
            
    

    
  
    
  
    
  
      
  
  
    	 RSS
	 Twitter
	 Facebook
	 SoundCloud
	 YouTube

  


  
  



  



  



  

        
      

          

  
      
    
      
    

    
      
        	Website Terms & Conditions
	Privacy & Cookies
	Contact BMJ


        
        Cookie Settings
        
        Online ISSN: 1468-2060Print ISSN: 0003-4967

        © European Alliance of Associations for Rheumatology, EULAR 2023. Published by BMJ. All rights reserved.

      

    

  
      
    
        
    

    
  
    
  
    
  
      
  
  
    


  



  


  
  



  



  



  

    

  

  
  


