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    Abstract
Background IgG4-Related Disease (IgG4-RD) is a systemic fibro-inflammatory condition characterized by oligoclonal expansion of IgG4+ class-switched plasmablasts (PBs) (1). PBs swiftly decline together with clinical improvement after rituximab, suggesting a role for B cells in the pathogenesis of IgG4-RD (2). Studies with alternative effective non B-cell depleting therapies (3) are needed in order to confirm the pathogenic importance of PBs and their utility as disease biomarkers.

Objectives To assess the impact of combined therapy with prednisone (PDN) and methotrexate (MTX) on B cell subpopulations in patients with IgG4-RD.

Methods Five patients with active biopsy proven IgG4-RD were treated with PDN (0.6–1 mg/kg) and MTX (10–20 mg per week). PDN was gradually tapered and withdrawn in 6 months. Disease activity, partial (PR) and complete response (CR) were assessed through the IgG4-RD Responder Index (IgG4-RD RI) (4). Serological, immunological and radiological studies were performed according to the clinical presentation. Flow cytometry was used to measure PBs (CD19+CD20-CD27+CD38+bright cells), naïve (CD19+CD20+CD27-CD38+ cells), and memory (CD19+CD20+CD27+CD38- cells) B cells at baseline, after 3 and 6 months of therapy. Nine age and sex matched subjects were used as healthy controls (HC).

Results At disease onset, the median IgG4-RD RI was 9 (normal <3). The median serum IgG4 level was 534 mg/dl (normal <135mg/dL). Circulating PBs were increased (median 7000 cells/mL) compared to HC (median 605 cells/mL; p<0.004). PBs showed a positive correlation with the number of organs involved (r=0.77), with serum IgG4 level (r=0.87), and with disease activity (r=0.73). The number of circulating memory B cells was comparable between IgG4-RD patients and HC (p=0.57). Naïve B cells were significantly lower in IgG4-RD patients compared to HC (p<0.05). After 6 months of therapy 4 patients achieved CR (IgG4-RD RI <3) and 1 PR. Serum IgG4 level decreased in all patients but normalized only in one patient at 6 months. Circulating PBs declined to levels comparable to HC (median 230 cells/mL, p=0.3). Memory B cells were unaffected by the therapy, while naïve B cells showed a declining trend, yet not statistically significant compared to baseline levels (p>0.05)

Conclusions PBs and naïve B cells are expanded and reduced, respectively, in patients with active IgG4-RD compared to HC. Combined therapy with PDN and MTX leads to clinical improvement and to normalization of circulating PBs. Naïve B cells slightly decrease, while memory B cells are not affected by immunosuppressive treatment

	Carruthers MN, et al. Rituximab for IgG4-related disease: a prospective, open-label trial. Ann Rheum Dis. 2015 Jun;74(6):1171–7.

	Wallace ZS, et al. Plasmablasts as a biomarker for IgG4-related disease, independent of serum IgG4 concentrations. Ann Rheum Dis. 2015 Jan;74(1):190–5.

	Della-Torre E, et al. Methotrexate for maintenance of remission in IgG4-related disease. Rheumatology (Oxford). 2015 Oct;54(10):1934–6.

	Carruthers MN, et al. Development of an IgG4-RD Responder Index. Int J Rheumatol. 2012;2012:259408.



Disclosure of Interest None declared





  


  
  



  
      
  
  
    


  



  


  
  



  
      
  
  
    https://doi.org/10.1136/annrheumdis-2016-eular.2367

  


  
  



  
        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.

      

    

  
      
    
        
    

    
  
    
  
    
  
      
  
  
    


  



  


  
  



  



  



  

    

  

  
  


