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Monoclonal antibody (mAb) therapy targeting CD20 with rituximab has been 
successfully used as a single agent and in combination with chemotherapy in the 
treatment of many B cell non Hodgkin’s lymphomas (NHL) including WM. Another 
widely expressed antigen, CD40, is a member of the TNF receptor family and is 
expressed in all stages of B cell development and in a majority of B cell 
malignancies. CD40 promotes survival proliferation and differentiation of normal B 
cells but can cause activation-induced cell death in malignant B lymphocytes. Flow 
cytometric analysis of tumor cells from a large series of patients with 
lymphoplasmacytic lymphoma has demonstrated CD40 antigen expression on ≥50% 
of bone marrow tumor cells making it a potentially attractive target. Two antibodies 
targeting CD40 (SGN-40 and HCD 122 [Chir 12.12]) are currently being evaluated in 
MM, NHL and CLL. HCD122 is a novel, fully human, IgG1 antagonistic monoclonal 
antibody while SGN-40 is a humanized IgG1 partial agonistic antibody both targeting 
the CD40 receptor. Both antibodies are potent mediators of antibody-dependent 
cellular cytotoxicity (ADCC). Preclinical investigation has shown expression of CD40 
on myeloma cells in a majority of patients and reported antitumor activity of HCD122 
against multiple myeloma cell lines. Preclinically, SGN-40 has demonstrated potent 
inhibition of proliferation and induced apoptosis and ADCC in a panel of high grade B 
cell lymphoma lines. In addition, SGN-40 has demonstrated activity similar to 
rituximab in xenograft models. Clinically both agents appear to be well tolerated, 
with no immunogenicity and have shown some evidence of clinical activity as a single 
agent in relapsed and refractory NHL and MM. In WM preliminary data has suggests 
that both antibodies have ADCC against two WM cell lines (BCWM1 and WM-WSU). 
Additionally, HCD122 effects on patient cells were more pronounced than in cell 
lines. These observations support the testing of agents targeting CD40 in WM. A key 
downstream survival pathway triggered by CD40 is NF�B. and agents that dampen 
NF�B activity such as lenalidomide have been shown to enhance CD40 effect via 
both direct anti-proliferative and apoptotic effects and there may be a rationale for 
combining these various targeted therapies. Further studies evaluating antibodies 
developed against CD40 splice variants, particularly variants specifically expressed 
only by malignant WM cells, may provide a highly selected targeted approach for 
therapy in WM. 
 


