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    Abstract

Background In the last years, several molecules have been suggested as marker of human regulatory T cells (Treg), including GITR (glucocorticoid-induced TNFR-related gene), a specific marker of murine Treg cells. We recently provided evidence for a CD4+CD25-FoxP3+ T-cell population that displays high surface levels of GITR and exerts in vitro suppressive activity in healthy subjects.




Objectives Aim of the present study was to investigate phenotype and function of circulating CD4+CD25-GITR+ cells in patients with primary Sjögren’s syndrome (pSS).




Methods Thirty pSS patients and 30 normal controls (NC) were enrolled. Peripheral blood mononuclear cells (PBMCs) were separated by magnetic sorting and phenotypic characterization was performed by both flow cytometry and real-time PCR (FoxP3, CTLA-4, TGF-β). Functional assays were performed, by co-culturing magnetic sortedCFSE-stained effector T cells with the CD4+CD25-GITR+ cell subset obtained from SS patients and HD.




Results In pSS patients, circulating CD4+CD25-GITR+ cells were expanded, whereas CD4+CD25highGITR+ Treg cells were reduced. CD4+CD25-GITR+ cells expressed Treg markers and displayed suppressive activity in vitro. In particular, similarly to in HD CD25-G+ cells, SS CD25-G+ T cells inhibit autologous effector T cells proliferation, but to a lesser extent. We observed an inverse correlation between the percentage of circulating CD4+CD25-GITR+ cells and the EULAR Sjögren’s syndrome disease activity index (ESSDAI) (p<0.05). Immunofluorescence studies of minor salivary glands in pSS to identify CD4+CD25-GITR+ cells are currently ongoing.




Conclusions pSS patients display an expansion of CD4+CD25-GITR+ Treg subset which is functionally suppressive. Moreover, the CD4+CD25-GITR+ Treg subset is lower in active pSS as compared to inactive pSS, leading to the hypothesis that a strong inflammatory response, reflecting higher disease activity, could determine an imbalance of this cell subset.




	Bianchini R et al. Eur J Immunol 2011;41:2269

	Gerli R et al. Autoimmunity Rev 2009;8:426






Disclosure of Interest None Declared







  


  
  



  
      
  
  
    


  



  


  
  



  
      
  
  
    https://doi.org/10.1136/annrheumdis-2012-eular.37

  


  
  



  
        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.

      

    

  
      
    
        
    

    
  
    
  
    
  
      
  
  
    


  



  


  
  



  



  



  

    

  

  
  


