





    
  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 71, Issue Suppl 3 
	AB0205 Apoptotic cells induce B cell IL-10, and this is impaired in SLE


        

       
      
          
            Email alerts
          
        

      

          

            
          
        
          
            
                                                                                                  
    

    
  
    
    
    
    
      
        
  
      
  
  
    
    
  
    
    
      
        
  
      
  
  
    Article Text
  


  
  



      

    

    
    
      
        
  
      
  
  
    Article menu 
  


  
  



      

    

  
  
   
  
  


  


  
  



      

    

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


  


  
  



      

    

    
    
      
        
  
      
  
  
    [image: Download PDF]PDF  


  
  



  
      
  
  
    Scientific Abstracts
Abstracts accepted for publication
SLE, Sjögren’s and APS – etiology, pathogenesis and animal models


  


  
  



  
      
  
  
    
      AB0205 Apoptotic cells induce B cell IL-10, and this is impaired in SLE
        
  

  


  
  



  
      
  
  
    [image: Loading]

  
    
  
      
  
  
    	J. Heaney1,2, 
	N. Amft2, 
	M. Gray1,2

	[bookmark: aff-1]1Centre for Inflammation Research, Queen’s Medical Research Institute


	[bookmark: aff-2]2Rheumatic Diseases Unit, Western General Hospital, Edinburgh, United Kingdom






  


  
  



  
      
  
  
    Abstract

Background Apoptotic cells (ACs) induce murine B cells to produce IL-10 and in this way inhibit collagen-induced arthritis [1]. This led us to question whether regulatory B cells also play a role in the classical autoimmune disease SLE.




Objectives We aimed to demonstrated a role for AC in the induction of regulatory B cells in SLE.




Methods 14 healthy donors and 14 SLE patients volunteered for the study. Prior ethical approval was granted. Written consent was obtained. Venous blood was collected. B cells were isolated by density gradients and magnetic bead sorts or flow sorts. These were then incubated with pre-prepared apoptotic cells and 10ng/ml IL-4. These were then cultured for 72 hours at 37°C with 5% CO2. Supernatants were harvested and tested for IL-10 by sandwich ELISA.




Results Healthy human B cells produced significantly more IL-10 (3.27 fold, p<0.004) when co-cultured with ACs than B cells, or ACs alone. Flow sorted memory, marginal zone B (MZB) cells and naive B cells were cultured with ACs. Memory and MZB cells produced significantly more IL-10 than naive B cells. B cell IL-10 induction by ACs was significantly lower in SLE patients with high anti-dsDNA titres (p<0.0031), and there was an inverse logarithmic relationship between anti-dsDNA titre and B cell IL-10 production (p<0.0011). There was a trend towards a significantly higher level of AC induced B cell IL-10 in patients with quiescent disease compared to active disease (P<0.28), and a weak inverse relationship between ESR and B cell IL-10 production (p<0.312).




Conclusions Others have shown that the rate of apoptosis may be increased in SLE [2], however an increased rate of phagocytosis has also been demonstrated in the condition [3]. These events may be related and not be directly causing autoimmunity. Indeed high apoptosis rates are ordinarily found in organs such as the thymus without the development of autoimmunity. The current data suggests that a defect in the appropriate immunoregulatory recognition of apoptotic cells in SLE may be an alternative explanation of the evolution of this condition. We have recently published evidence to support this in both murine and human models. We have demonstrated that CD27+ B cells are the sub-population most able to produce IL-10 in response to apoptotic cells [4]. The kinetics of this has yet to be confirmed. It may be that the generation of apoptotic cells acts as a natural immunosuppressant to dampen exaggerated immune responses, with MZB cell dampening innate responses, and memory cells dampening adaptive responses.




	Gray M, et al. Apoptotic cells protect mice from autoimmune inflammation by the induction of regulatory B cells. Proc. Natl. Acad. Sci. U. S. A. 2007;104:14080-14085.

	Emlen W, et al. Accelerated in vitro apoptosis of lymphocytes from patients with systemic lupus erythematosis. Journal of Immunology 1994; 152:3685-3692.

	Sarmiento L, et al. Opsonization by anti-dsDNA antibodies of apoptotic cells in systemic lupus erythematosis. Autoimmunity 2007; 40:337-339.

	Miles K, et al. A tolerogenic role for Toll-like receptor 9 is revealed by B-cell interaction with DNA complexes expressed on apoptotic cells. Proc. Natl. Acad. Sci. U. S. A. 2012; 109:887-892.
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