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    Abstract
Background Remission induction can be achieved using either rituximab (RTX) or cyclophosphamide (CyP) in severe ANCA-associated vasculitis (AAV). Initial safety of these therapies is similar but long term data are more limited. Repeat cycles of RTX using fixed-interval retreatment may lead to hypogammaglobulinaemia [1] and severe infection [2]. Detailed immunoglobulin (Ig) levels using a less frequent on-demand retreatment schedule; has not been reported.

Objectives To evaluate (i) the effect of CyP and RTX on serum Ig levels and (ii) report the incidence of serious infections after repeat cycles of RTX on clinical relapse in AAV.

Methods We studied patients with severe AAV treated with pulsed intravenous CyP and/or RTX for remission induction and maintenance in a single centre between January 2004 and September 2014 (Total follow-up: 221.7 patient-years). Each cycle of RTX consisted of 2x1000mg infusions repeated on clinical relapse. IgM, IgA and IgG levels were measured at baseline and 6 months after each cycle. Serious infections were those resulting in hospitalisation for more than 24 hours or required intravenous antibiotics.

Results 62 patients (32 male and 30 female; median age prior to CyP: 52 (range 18-80)) who received remission induction with CyP and had Ig data were studied. Of these, 46 (74%) relapsed and then received RTX. An additional 5 patients who received RTX as first-line remission induction therapy were also included in the RTX group. Treatment with CyP resulted in a decrease in levels of all Ig classes; median (IQR) IgM reduced from 1.13 (0.68-1.44) to 0.74 (0.49-1.14), IgA from 2.45 (1.70-3.01) to 1.65 (1.1-2.3) and IgG from 13.6 (11.2-15.9) to 7.7 (6.1-9.9) g/L; all p<0.001 at 6 months. Levels remained below the CyP baseline at 36 months. Median time to re-treatment for cycles 1-5 were 87, 71, 61, 57 and 61 weeks respectively. There were no progressive deterioration in IgA and IgG levels measured at 6-months of each cycle compared to RTX baseline (p=0.99 and 0.84 respectively) but a reduction in IgM (p<0.001). 7 patients had low IgG (normal range 6.0-16.0 g/L) before RTX and only 4 (11%) developed new low IgG during therapy. 1 patient with low IgG at baseline had two serious infections and required intravenous immunoglobulin. No other patient had to discontinue RTX due to low IgG. 14 serious infections were recorded (6.31/100 patient-years).
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Conclusions Remission induction with CyP led to a decline in immunoglobulin levels. Following a relapse and subsequent RTX therapy using retreatment on clinical relapse, IgA and IgG remained stable and serious infection rates were low over a long period of follow-up. Repeat cycles of RTX appear safe when used on demand and effect on IgG is not worse than CyP.

References
	Smith et al. Arthritis Rheum 2012.

	Besada et al. Rheumatology 2013.

	Besada et al. Rheumatology 2014.



Disclosure of Interest None declared





  


  
  



  
      
  
  
    


  



  


  
  



  
      
  
  
    https://doi.org/10.1136/annrheumdis-2015-eular.5217

  


  
  



  
        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.

      

    

  
      
    
        
    

    
  
    
  
    
  
      
  
  
    


  



  


  
  



  



  



  

    

  

  
  




