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Rituximab based therapies in Waldenstrom's macroglobulinemia. M.A.
Dimopoulos, MD, E. Kastritis, MD, M. Gavriatopoulou, MD, M. Migkou, MD, M.
Roussou, MD , E. Eleftherakis-Papaiakovou, MD, E. Terpos, MD. Department of
Clinical Therapeutics, University of Athens, School of Medicine, Athens, GREECE.

Rituximab is a monoclonal anti-CD20 antibody with significant activity in B-cell
malignancies. In WM, rituximab is active either as a monotherapy or in combination,
both in previously untreated and pretreated patients. Combinations of rituximab with
nucleoside analogues have shown excellent activity resulting in high response rates.
These combinations may be particularly useful when rapid disease control is
required. Rituximab has been combined with chemotherapeutic agents other than
nucleoside analogues such as dexamethasone and cyclophosphamide PO (DRC). DRC
resulted in an objective response of 83% including 7% CR, 67% PR and 9% MR.
Other combinations include the addition of rituximab to standard CHOP with a PR in
91% of patients. These combinations of rituximab are highly active, non-stem cell
toxic frontline treatments, suitable for patients in whom stem cell collection is
considered. Based on in vitro data which suggested a synergistic effect of rituximab
with the immunomodulatory drugs thalidomide and lenalidomide, two Phase II
clinical trials combined thalidomide or lenalidomide with rituximab. Rituximab with
thalidomide resulted in an overall and a major response rate of 78% and 70%,
respectively and median time to progression (TTP) for evaluable patients was 35
months, and 38+ months for responders. However dose reduction or discontinuation
of thalidomide was required in all patients. The second study explored the
combination of lenalidomide and rituximab: overall and major response rates were
67% and 33%, respectively, with a median TTP of 15.6 months. However,
hematologic toxicity, especially anemia, was significant. The addition of rituximab to
bortezomib, has been the subject of both preclinical as well as clinical investigation.
In a WMCTG trial, bortezomib has been combined with dexamethasone and
rituximab (BDR) for the primary therapy of patients with WM for an overall and
major response rate of 96% and 78%, including 17% of CR’s. Median time to
response was rapid at 1.1 months, however, the development peripheral neuropathy
is of concern. An ongoing European Myeloma Network multicenter phase II trial
investigates the combination with a different schedule of bortezomib administration.
Polymorphisms in the Fc RIIIA (CD16) receptor gene may affect response to
rituximab and transient increases in IgM titers have been reported after initiation of
rituximab therapy. The recently formulated International Prognostic Scoring System
for WM (IPSSWM) has also been validated in an independent series of patients
treated with rituximab-based regimens.



