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Maintenance Rituximab SHOULD be used for Rituximab Responders in WM. 

 

David G. Maloney, MD, PhD,   

Fred Hutchinson Cancer Research Center, Seattle, WA.   

 

While there are no randomized studies addressing the question of maintenance 

Rituximab (MR) for WM patients, I believe the accumulated available data are 

compelling.  WM patients express high levels of the CD20 antigen and the tumor cells 

are in bone marrow and lymph-node tissues which are easily accessible to antibody 

therapy.  Four weekly infusions of rituximab (R) (375 mg/m2) have single agent 

activity in patients with WM with overall response (OR) rates of 20-30% and 

progression free survival (PFS) of 12 months.  The inclusion of a second course of R at 

week 12 improved OR to 40-50% and PFS to 16-30 months suggesting a benefit of 

extended dosing.  Multiple studies in other indolent CD20 positive B cell lymphomas 

(follicular NHL) have demonstrated that administration of MR provides significant 

improvement in PFS following single agent R induction or induction with a large 

number of R-Chemo combinations. This is true in the relapsed setting and for initial 

therapy with R or R containing regimens.  A variety of schedules have been evaluated, 

including 4 weekly doses every 6 months, or 1 dose every 2-3 months.  Duration in 

most trials has been for 2 years, although there is some experience as long as 5 

years.  While long-term follow-up of these randomized lymphoma trials is still limited, 

benefits for significant improvements in PFS have been observed in all trials with small 

improvements in OS seen in some. 

 

The best observational data to date in WM was reported by Treon et al  (BJH 154:357, 

2011) from the retrospective analysis of  248 patients with at least a minor response 

to R or a R-containing chemotherapy regimen for front-line or relapsed WM.  Overall, 

35% of patients received MR, depending on tolerance to R during induction, clinical 

protocol restrictions or insurance approval denials.  The clinical characteristics of the 

patients observed vs those treated with MR were not different, including their 

treatment with single agent R vs R-chemo, categorical response post induction or 

baseline disease factors.  Patients who received MR had a significant improvement in 

median PFS (56.3 vs 28.6 months, P=0.0001) and median OS (Not reached vs 116 

months, P=0.0095).  Patients receiving MR also had lower nadir of IgM and better 

categorical responses and CR and achievement of higher hematocrit responses than 

patients observed.  Toxicities seen in MR patients more frequently than in the 

observation group included lower normal immunoglobulin levels and a higher rate of  

(mostly grade 2 or lower) respiratory infections. 

 

There are clearly limitations on the interpretation of a retrospective study of this 

nature, however, the results are consistent with that observed in multiple other 

studies in low-grade lymphoma and until prospective studies are done in patients with 

WM, the use of MR following a response to R or a R-containing regimen should be 

strongly considered.  


