
IWWM-8 Session 5, August 15, 2014 - Advani 

 

1 | P a g e  
 

NCCN 2014 Diagnostic & Treatment Guidelines for Waldenstroms Macroglobulinema (WM) 

 

Ranjana Advani, MD  

 

The diagnosis of WM requires a IgM monoclonal protein in the serum, and histologic evidence of 

lymphoplasmacytic cells in the marrow which are typically sIgM+, CD19+, CD20+, CD22+, and 

negative for CD5, CD10, and CD23. Additional testing for the MYD88 (L265P) mutation helps 

differentiate WM from other entities.  

 

Asymptomatic elevated serum viscosity > 1.8 centipoise (cP) is often seen however patients tend 

to develop symptoms at viscosity levels > 4.0 cP.  In patients with hyperviscosity or IgM levels >/= 

3.0 g/dL an eye exam is warranted.  

 

~ 10% of patients present with cold agglutinin activity and in ~ 20% the monoclonal IgM behaves 

as a cryoglobulin which requires blood collection under warm conditions. Other staging tests 

include a CT of the chest, abdomen, and pelvis and if peripheral neuropathy, testing for serum 

auto-antibodies to MAG and ganglioside M as well as a fat pad biopsy and/or congo red staining of 

the marrow for amyloid.  

 

Beta-2 microglobulin levels and the WM IPSS score are useful in prognostication. The goal of 

treatment is symptom relief and reducing organ damage risk. Treatment indications are based on 

symptoms due to hyperviscosity, neuropathy, adenopathy, organomegaly, amyloidosis, 

cryoglobulinemia, cold agglutinin disease, and cytopenias. For primary treatment, stem cell sparing 

regimens are preferred (rituximab (R) single agent or in combination with chemotherapy ie CP-R; 

CHOP-R; R bortezomib/dex and R- thalidomide). Other regimens used include nucleoside 

analogues and bendamustine either alone or in combination with rituximab. The latter are 

potentially stem cell toxic and need to be used with caution. 

 

After rituximab, transient increases in IgM titers may occur in 40-50% of patients and lead to 

symptomatic hyperviscosity with worsening of IgM-related complications. To minimize this risk 

prophylactic plasmapheresis should be considered in patients with IgM levels > 5,000 mg/dL prior 

to rituximab. 

 

For patients who respond to primary treatment, follow-up options include observation or 

maintenance rituximab therapy.  

 

Many patients inevitably relapse after initial therapy and administering the same regimen used for 

primary treatment is reasonable if prior response lasted >/=12 months. 

 

Newer agents for salvage therapy include everolimus, ibrutinib, and ofatumumab. Stem cell 

transplantation is an option for salvage therapy in selected patients. 

 

 


