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Patients with Waldenstrom's Macroglobulinemia (WM) can manifest unique hemostatic 
disorders. Most of these disorders predispose the patient to hemorrhage, and include 
acquired von Willebrand syndrome (AVWS), paraprotein-induced platelet function defects, 
factor X deficiency, abnormalities of the function of fibrin, circulating anticoagulants, and 
thrombocytopenia. IgM proteins from WM patients may bind to fibrin and inhibit fibrin 
monomer aggregation, resulting in a bulky, gelatinous, transparent clot with impaired clot 
retraction. Also, monoclonal IgM proteins of WM patients have been noted to inhibit factor 
VIII, factor V, or factor VII. Finally, the plasma of WM patients may have strong lupus 
anticoagulant activity if the monoclonal IgM has binding activity for the phosphatidylserine or 
phosphatidylethanolamine of cephalin. Hyperviscosity syndrome further contributes to the 
bleeding diathesis which is present in WM. 
 
Von Willebrand factor (vWF), a glycoprotein produced by the endothelial cells and 
megakaryocytes, plays a key role in primary hemostasis but is also a marker of endothelial 
“stimulation”.  We evaluated the prognostic importance of vWF antigen levels in the serum of 
42 patients with symptomatic previously untreated WM, in order to validate vWF as a 
possible prognostic marker for PFS and OS. Although the majority of WM patients had 
increased levels of vW antigen, 6/42 (14%) had vWF Ag levels <40 U/L; which could be 
compatible with AVWS. Median follow up of symptomatic patients was 4 years. Patients with 
vWF Ag levels within the upper quartile (i.e. vWF Ag ≥200 U/dL) had a median progression 
free survival of 12 months vs. 63 months of patients with vWF Ag < 200 U/L (p<0.001). The 
median survival for patients with vWF Ag ≥200 U/dL was 37 months (4-year survival 29%) 
vs. 4-year survival of 97% for patients with vWF Ag <200 U/L (p<0.001; Figure). We 
conclude that serum vWF may become an important prognostic marker in WM and needs 
further investigation in larger cohort of patients. 
 
ADAMTS13 (a disintegrin and metalloproteinase with a thrombospondin type 1 motif, 
member 13) is a zinc-containing metalloprotease enzyme that cleaves vWF. During the 
conference data will also be presented for the role of ADAMTS13 in WM.  
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