
UvA-DARE is a service provided by the library of the University of Amsterdam (https://dare.uva.nl)

UvA-DARE (Digital Academic Repository)

Targeted therapies in rheumatoid arthritis

Boumans, M.J.H.

Publication date
2012

Link to publication

Citation for published version (APA):
Boumans, M. J. H. (2012). Targeted therapies in rheumatoid arthritis. [Thesis, fully internal,
Universiteit van Amsterdam].

General rights
It is not permitted to download or to forward/distribute the text or part of it without the consent of the author(s)
and/or copyright holder(s), other than for strictly personal, individual use, unless the work is under an open
content license (like Creative Commons).

Disclaimer/Complaints regulations
If you believe that digital publication of certain material infringes any of your rights or (privacy) interests, please
let the Library know, stating your reasons. In case of a legitimate complaint, the Library will make the material
inaccessible and/or remove it from the website. Please Ask the Library: https://uba.uva.nl/en/contact, or a letter
to: Library of the University of Amsterdam, Secretariat, Singel 425, 1012 WP Amsterdam, The Netherlands. You
will be contacted as soon as possible.

Download date:24 May 2023

https://dare.uva.nl/personal/pure/en/publications/targeted-therapies-in-rheumatoid-arthritis(b5170487-2552-4eab-a8e2-a79c677e1123).html


6CHAPTER
Biological treatment of rheumatoid 

arthritis: Towards a more cost-effective 
retreatment regimen using rituximab?

1Academic Medical Center/University of Amsterdam, Amsterdam, the Netherlands

M.J.H. Boumans MD1, K. Vos MD PhD1, D.M. Gerlag MD PhD1, 

P.P. Tak MD PhD1

Ann Rheum Dis 2011 Sep 8. [Epub ahead of print]





6

65

Treatment with rituximab may reduce disease activity in patients with rheumatoid arthritis 

(RA). The current dosing schedule of rituximab 2x1000 mg has been shown to induce and 

maintain a clinical response in initial responders, and is also protective against progression of 

joint destruction. 1-4 Recently, the treatment schedules of 2x1000 mg and 2x500 mg rituximab 

were compared side-by-side in early active RA patients.4 It was shown that only initial treatment 

with 2x1000 mg rituximab resulted in statistically significant protection against progression of 

structural damage, whereas 2x500 mg and 2x1000 mg resulted in comparable clinical efficacy. 

Exploratory analysis suggested that retreatment with 2x500 mg rituximab after 6 months might 

be protective in terms of inhibition of structural damage. Induction therapy with 2x1000 mg 

rituximab followed by retreatment with 2x500 mg or 1x 1000 mg after 6 months could be a very 

cost effective approach. 

In this open pilot study, patients with RA 5, who were previous anti-TNF inadequate 

responders with a moderate or good response to initial treatment with 2 x 1000 mg rituximab 

according to the EULAR response criteria 6 were included when their last treatment with 2 x 

1000 mg rituximab was at least 24 weeks ago and when they had a DAS28 of  ≥ 2.6. At baseline, 

patients were retreated with 1 x 1000 mg rituximab. Patients were followed up for 48 weeks with 

monthly assessments of the DAS28. When the DAS28 was ≥ 2.6 after at least 24 weeks of follow-

up, patients received a second retreatment with 1 x 1000 mg rituximab. Radiographs of hands 

and feet obtained at baseline and at week 48 were evaluated using the Sharp-van der Heijde 

scoring method (SHS; range 0-448).7

Nine patients were included, baseline characteristics are shown in Table 1. Throughout 48 

weeks of follow-up, the mean DAS28 did not reach the baseline level (4.10) at any visit, meaning 

that the clinical response was sustained (Figure 1A and 1B). The mean change in total SHS 

after 1 year was -1.5  (± 2.8), indicating there was no progression of structural damage after 

retreatment with 1 x 1000 mg rituximab on the group level. 

Two out of nine patients showed some progression of structural damage, their SHS score 

increased with 2 points in 48 weeks (Figure 1C). Of note, for one of these two patients, this 

increase was only seen in the joint space narrowing score (data not shown).

The results suggest that both the clinical response and the inhibition of structural damage 

induced by 2 x 1000 mg rituximab might be sustained in most RA patients by retreatment 

with 1 x 1000 mg rituximab rather than with the current retreatment regimen of 2 x 1000 mg. 

A limitation of this study is obviously the small sample size. However, this open pilot study 

provides the rationale for larger clinical trials, also in earlier, less therapy-resistant disease, 

evaluating new dosing regimens for the retreatment of RA patients with rituximab. If confirmed, 

induction therapy with 2 x 1000 mg rituximab followed by systematic retreatment with 1 x 1000 

mg in case of disease activity after 24 weeks could provide a very patient-friendly and cost-

effective biologic treatment regimen. It is also tempting to speculate that retreatment with 

dosages lower than the currently approved dosing regimen could have an advantage in terms 

of safety, but this needs to be shown in future studies. 
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Figure 1. Clinical follow-up and radiographic outcome after retreatment with 1x1000 mg rituximab. A. The mean 
change from baseline (± SD) in DAS28 at every study visit. The dotted line represents the level of the mean DAS28 
at baseline: 4.10. B. The DAS28 at every study visit. Each line represents the follow-up of one patient. C. The 
change in total Sharp-van der Heijde scoring method (SHS) after 48 weeks. Each line represents the change of 1 
patient. (RTx= rituximab, D=Day, W=Week) 
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