





    
  Skip to main content
  




  

    

      
        
          
              
    

    
  
    
  
    
  
      
  
  
    


  



  


  
  



  



  



  

          

        

      


      
        
              

      
        
          
                       

         

      

     
    
      
        
          [image: BMJ Journals]

                  

      

      
                  
            
                
    

    
  
    	Subscribe
	Log In 
More
	

    
  
    
  
    
  
      
  
  
    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?




  


  
  



  



  






	Basket 
	Search 
More
	

    
  
    
  
    
  
      
  
  
    
  Search for this keyword 
 






  


  
  



  
      
  
  
    Advanced search  


  
  



  



  







  



  

            

          

                

    
        
      
                [image: Annals of the Rheumatic Diseases]
      

            
          
    

    
  
    	Latest content
	Current issue
	Archive
	Authors
	About
	Podcasts

  





    
  
    
  
    
  
        

    
  
  
    
  
    
  
      
  
  
    
  Search for this keyword 
 






  


  
  



  
      
  
  
    Advanced search  


  
  



  



  


  
  


  
        

    
  
  
    	 Close
More
	

    
  
    
  
    
  
        Main menu

    
  
  
    
  	Latest content
	Current issue
	Archive
	Authors
	About
	Podcasts



  


  
  



  



  






	Subscribe
	Log in 
More
	

    
  
    
  
    
  
      
  
  
    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?




  


  
  



  



  






	BMJ Journals

  


  
  




  



  



  

      

          

          
  
        
      
        
          You are here
	Home
	Archive
	Volume 72, Issue Suppl 3 
	FRI0259 Ectopic lymphoid structures support epstein-barr virus persistence and autoreactive plasma cell infection in sjogren’s syndrome salivary glands


        

       
      
          
            Email alerts
          
        

      

          

            
          
        
          
            
                                                                                                  
    

    
  
    
    
    
    
      
        
  
      
  
  
    
    
  
    
    
      
        
  
      
  
  
    Article Text
  


  
  



      

    

    
    
      
        
  
      
  
  
    Article menu 
  


  
  



      

    

  
  
   
  
  


  


  
  



      

    

  
  
   
    
  
    
    
      
        
  
      
  
  
    	Article 
Text
	Article 
info
	Citation 
Tools
	Share
	Rapid Responses
	Article 
metrics
	Alerts


  


  
  



      

    

    
    
      
        
  
      
  
  
    [image: Download PDF]PDF  


  
  



  
      
  
  
    Poster Presentation
SLE, Sjögren’s and APS - etiology, pathogenesis and animal models


  


  
  



  
      
  
  
    
      FRI0259 Ectopic lymphoid structures support epstein-barr virus persistence and autoreactive plasma cell infection in sjogren’s syndrome salivary glands
        
  

  


  
  



  
      
  
  
    [image: Loading]

  
    
  
      
  
  
    	C. Croia1, 
	B. Serafini2, 
	A. Tappuni1, 
	F. Aloisi2, 
	N. Sutcliffe1, 
	C. Pitzalis1, 
	M. Bombardieri1

	[bookmark: aff-1]1Queen Mary University Of London, London, United Kingdom

	[bookmark: aff-2]2Istituto Superiore di Sanita’, Rome, Italy





  


  
  



  
      
  
  
    Abstract


Background The ubiquitous □-herpesvirus Epstein-Barr virus (EBV) infects B cells and modifies their differentiation programme leading to B cell activation and immortalization. Due to these unique properties, EBV has been suggested to play a role in rescuing autoreactive B cells and promoting autoimmunity. Although different evidences support a link between EBV infection and Sjogren’s syndrome (SS), the exact role of EBV in SS pathogenesis remains elusive.




Objectives To investigate the potential role of EBV in SS pathogenesis by analysing EBV infection in the SS salivary glands and its relationship with ectopic lymphoid structures (ELS), in situ autoreactive plasma cell differentiation, autoantibody production and cytotoxic immune response in the salivary glands.




Methods Latent and lytic EBV infection was investigated in SS and non-specific chronic sialoadenitis (NSCS) labial salivary glands characterised for presence/absence of ELS by RT-PCR, in situ hybridization and immunohistochemistry/immunofluorescence. Glandular production of anti-Ro52 antibodies and anti-EBV peptides antibodies was investigated in situ and/or in vivo in a novel SCID/SS chimeric model.




Results EBV dysregulation was observed exclusively in ELS+ SS salivary glands as revealed by presence EBV-encoded small RNA (EBER) transcripts and EBER+ cells and immunoreactivity for EBV latent (LMP1, LMP2A) and lytic (BFRF1) antigens in ELS-associated B cells and plasma cells, respectively. Importantly, a subset of EBV+ peri-follicular plasma cells produced anti-Ro52 antibodies. Furthermore, ELS-containing SS salivary glands transplanted into SCID mice supported the production of anti-Ro52, anti-La and anti-EBV antibodies. Analysis of CD4+ and CD8+ T-cell localization and granzyme B expression suggested that EBV persistence in ELS-containing SS salivary glands is favoured by exclusion of CD8+ T cells from B-cell follicles and impaired CD8-mediated cytotoxicity.




Conclusions We demonstrated latent and active EBV infection within ELS in the SS salivary glands that appears to contribute to local growth and differentiation of autoreactive B cells producing SS-associated autoantibodies.

Disclosure of Interest: None Declared
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