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Indolent Non Hodgkin Lymphoma include Follicular Lymphoma (FL), Linfocytic 
Lymphoma (LL), Marginal Zone Lymphoma (MZL), Mantle Cell Lymphoma (MCL) and 
others. Treatment of Indolent NHL is heterogeneous1,2. Treatment approach may be 
subdivided in different scenarios according to clinical presentation: watch and wait, 
chemoimmunotherapy with Rituximab, maintenance treatment and treatment for 
relapses. Careful watchful and waiting is appropriate in asymptomatic patients with 
low tumour burden. Chlorambucil, CVP, CHOP, Fludarabine containing regimens (FM, 
FC) in combination with Rituximab represent the most frequent schemes of therapy. 
Radioimmunotherapy represents an effective therapeutic approach especially in 
elderly patients with comorbidities not appropriate for chemotherapy; otherwise, it 
should be applied preferably as consolidation.3 Nowadays, Bendamustine is accounting 
for a more and more important role.4 So far, Bendamustine has been approved for the 
treatment of CLL and rituximab-refractory indolent B-cell Lymphoma. Clinical studies 
are ongoing to test the role of Bendamustine in association with Rituximab in indolent 
NHL.5 The superiority of immunotherapy with monoclonal antibody Rituximab in 
association with chemotherapy is well established and a maintenance treatment with 
Rituximab was tested in order to prolong PFS. The PRIMA study, a phase III 
randomized trial conducted by GELA to investigate 2-years of Rituximab maintenance 
in FL patients responding to first line 8 cycles of R-CVP or 6 cycles of R-CHOP or R-
FCM, demonstrated the superiority of Rituximab maintenance (2-year PFS= 82% in 
the maintenance arm compared to 66% in the observation arm; HR=0.50;95%).6 New 
drugs such as Bortezomib and Lenalidomide have been recently introduced in the 
treatment of indolent Lymphoma. This was based on well conducted studies focusing 
on biology and pathogenesis of mainly MCL that represent the basis for the 
introduction of molecularly targeted therapeutic approaches. Gene-profiling studies 
demonstrated a constitutive activation of the NFκB signalling pathway in MCL and 
MZL. Bortezomib, a potent inhibitor of the 26S proteasome, is a good candidate to 
block this pathway and was tested in relapsed or refractory MCL with encouraging 
results.7 Objective response is achieved in up to 45% of MCL patients, with a median 
PFS of 5-7 months.8,9 The further step was the association of Bortezomib and 
Rituximab. The Italian Lymphoma Group conducted a phase II trial to evaluate 
safety and efficacy of Rituximab and Bortezomib combination in relapsed/refractory 
indolent non-follicular lymphoma and MCL not eligible for high-dose chemotherapy. 
Treatment plan is shown in Figure 1. Forty-nine patients were treated with 
encouraging results: CR 26.5%, PR 26.5%, PFS 50% for MZL and MCL and 37% for LL 
at one-year (Figure 2). In conclusion the new approaches introduced in the treatment 
of indolent lymphoma has improved the outcome of these patients and this strategy 
may represent a paradigm for the treatment of Waldenstrom's macroglobulinemia.  
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Figure 1. IIL phase II BRIL trial. Treatment plan. 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 



IWWM-6 Session-12 Saturday, October 9, 2010 Page 4 of 4 

 
 
Figure 2. IIL phase II BRIL trial. PFS by histology. 
 

 


