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Waldenström macroglobulinemia (WM) is characterized by bone 
marrow infiltration with lymphoplasmacytic cells (LPCs) supported by 
increased number of mast cells. Our previous study showed that the 
soluble CD27 (sCD27)-CD70 signaling plays an important role in the 
homeostasis of both LPCs and mast cells. Moreover, the elevated 
soluble CD27 (sCD27) level in WM patients is a faithful marker of 
disease burden and a promising target of the treatment. To examine 
the effects of various matrix metalloprotease (MMP) inhibitors on the 
production of sCD27, we measured sCD27 levels of cultured WM cells 
in vitro by enzyme-linked immunosorbent assay (ELISA). In contrast 
to significant high levels of sCD27 in the serum of WM patients, sCD27 
levels in cultured bone marrow CD19+ cells of WM patients and two 
WM cell lines, are below 3-5 u/ml of one million cells. However, 
supernatants from WM BCWM.1 cells transfected with a vector 
expressing FLAG-tagged CD27, pCD27-FLAG, and then treated with 
PMA contain ten to fifteen times more sCD27 than cells treated with a 
control vector and PMA. This has been further confirmed in cells of a 
B-lymphoblast cell line, BL2126. This reveals that BCWM.1 cells and 
control B cells treated with pCD27-FLAG and PMA is a good model for 
studying the release of sCD27 by MMPs in WM. Furthermore, MMP 8 
inhibitor and to a less extend, MMP 3 inhibitor, are most effective 
candidates for releasing sCD27, which decrease sCD27 levels four-fold 
and two-fold, respectively, comparing with an unspecific MMP inhibitor 
and the negative control. This suggests that MMP inhibitors could be 
useful to study the sCD27-CD70 signaling and potential therapeutic 
reagents for WM.   


