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Waldenström’s Macroglobulinemia (WM) is a disease characterized by a 
relatively indolent course. With the available treatments most patients may 
enjoy a relatively long survival, of about 5 to 7 years.  However, a subgroup 
of patients may have a more aggressive disease and die due to WM after a 
relatively short course. In order to characterize these patients we analyzed 
our database and  identified 33(10%) patients with symptomatic WM who 
died due to WM within 2 years from the date of initiation of treatment and 
were characterized as “poor risk”. Patients who died within 2 years due to 
causes other than WM were not included in this group.  These patients were 
older (median age 74 years vs 67.5 years, p<0.001), had lower hemoglobin 
(9.1 gr/dl vs 10.1 gr/dl, p=0.011), lower serum albumin (serum albumin 
≤3.5 gr/dl in 70% vs 45.5%, p=0.008) and elevated LDH (≥250 IU/L in 42% 
vs 16%, p<0.001) than the patients who survived at least for 2 years 
(“standard risk” group). Beta2-microglobulin (p=0.269) and IgM levels 
(p=0.143) were similar among the two groups. There was a significant 
difference in the distribution of patients according to ISSWM in the two 
groups: 90% of “poor risk” patients were intermediate risk and 10% were 
high risk, while no patients were at low risk. In the “standard risk” group 
19%, 68% and 12% were low, intermediate and high risk per ISSWM 
respectively (p=0.022).   The initial treatment was not different among the 
two groups: 51.5% and 46% of the “poor risk” and “standard risk” groups 
received alkylating agents respectively and 48.5% and 51% received 
rituximab based  therapy  (p=0.548). However, only 15% of “poor risk” 
patients achieved a >50% IgM response to frontline treatment, comparing to 
65% of “standard risk” patients (P<0.001). We then investigated whether we 
could use baseline clinical and biochemical factors to predict for patients who 
belong to the “poor risk” group. ISSWM could not identify these “poor risk” 
patients. Elevated LDH (p=0.017) and low serum albumin (p=0.05) could 
identify “poor risk” patients but with a low predictive ability (R2=17%). When 
we included lack of IgM response to initial treatment, then we could construct 
a model that also included elevated LDH  and which could identify “poor risk” 
patients (R2:37%).  
In conclusion, about 10% of patient with WM survive less than 2 years. Lack 
of response to initial treatment is strongly associated with a poor outcome. 
ISSWM remains a strong prognostic model for overall survival in the bulk WM 
population but cannot identify these “poor risk” patients. There is a need for 
novel treatments for patients who do not respond to first line treatment and 
who should be encouraged to participate in clinical trials of new drugs.      


