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    Abstract



Background B-cell monitoring has been extensively used in patients (pts) with rheumatoid arthritis (RA) to assess the efficacy of biologic therapy and the relationship between B-cell recovery and clinical outcomes.





Objectives To evaluate the B-cell subsets in peripheral blood of RA pts treated with rituximab (RTX) and tocilizumab (TCZ).





Methods 18 pts with active refractory RA were assessed at baseline and at weeks 12 and 24 for clinical and laboratory data. 10 pts: 8F/2M; median age 58 years (47-62); disease duration 6 years (3-20) received RTX and 8 pts: 6F/2M, median age 45.5 years (38-61); disease duration 14 years (7-19) – TCZ in the standard therapeutic dosage. Pts of both groups were treated with DMARDs, glucocorticoids, and NSAIDS. At baseline, DAS28 was 5.1 (4-5.8) and 5.5 (5.2-6.5); 90% (9 pts) and 62.5% (8 pts) were both RF and anti-CCP positive in RTX and TCZ group, respectively, with no difference between the groups. CD19+ B cells, memory B cells (CD19+CD27-), non-switched (CD19+IgD+CD27+) and switched memory B cells (CD19+IgD-CD27+), naïve (CD19+IgD+CD27-), transitional (CD19+IgD+CD10+CD38++CD27-) B cells, and plasmablasts (CD19+CD38+++IgD-CD27+CD20) were analyzed using multicolor flow cytometry.





Results At baseline, the median percentages of memory B cells (CD19+CD27-) and non-switched memory B-cells (CD19+CD27+IgD+) were lower in RA cohort compared to healthy donors (n=27): 1.55% (1.1-2.1) versus 2.2% (1.6-3.3), p=0.028 and 6.2% (2.7-11.1) versus 10% (6.4-12.7), p=0.035, respectively. The percentage of memory B cells (CD19+CD27-) correlated positively (r=0.52) with ESR and negatively (r=-0.49) with the age of the patients, p<0.05 for both cases. There was no difference in the frequencies of B-cell subsets between RTX and TCZ group. At 12 and 24 weeks, DAS28 decreased significantly in RTX group, median 3.2 (2.7-4.2) and 3.4 (2.7-4.1) and TCZ group, median 4.2 (3.5-4.7) and 3.1 (2.9-3.5), p<0.05 for all cases. In RTX group, the complete depletion of CD19+ B cells and memory B cells was seen in all but 1 patient at 12 and 24 weeks. At week 24 of RTX treatment, repopulation occurred mainly with switched memory B cells, median 11.8% (0-31), non-switched, median 1.85% (0-8.15), and naïve B cells, median 3.05% (0-17.5). In TCZ group, the frequency of CD19+ B cells and memory B cells remained stable (median 5.3% (2.5-7.6) and 1.4% (1.2-1.6) at baseline, 3.9% (2.9-7.1) and 1.6% (1.2-1.9) at week 12, 4.2% (3.3-5.3) and 1.1% (0.8-1.1) at week 24, respectively). Transitional cells decreased from a median 0.1%, (0.05-0.1) at baseline to a median 0%, (0-0), p=0.043 after week 12; other B-cell subsets have not changed during the study.





Conclusions The decreased frequencies of memory B cells (CD19+CD27-) and non-switched memory B cells (CD19+CD27+IgD+) were found in RA patients compared to healthy donors. RTX induced a profound depletion of all peripheral CD 19+ B-cell subsets in RA patients. During TCZ therapy, the frequencies of transitional cells decreased at week 12. No significant influence of TCZ was found on other B-cell subsets.





Acknowledgements The authors thank Prof. H.-P. Tony, A. Koss-Kinzinger, and Z. Mahmood (University of Wuerzburg, Germany) for the assistance in the analysis of preliminary results.





Disclosure of Interest None declared





DOI 10.1136/annrheumdis-2014-eular.3283







  


  
  



  
      
  
  
    


  



  


  
  



  
      
  
  
    https://doi.org/10.1136/annrheumdis-2014-eular.3283

  


  
  



  
        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.

      

    

  
      
    
        
    

    
  
    
  
    
  
      
  
  
    


  



  


  
  



  



  



  

    

  

  
  


