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independently of clinical and laboratory features at diagnosis. 
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Waldenstrom’s macroglobulinemia (WM) is a disease of the elderly with a median age at 
diagnosis ranging from 63 to 68 yrs.  In the International Prognostic Scoring System for WM 
(IPSSWM) age>65 years is considered one of the five adverse characteristics. Furthermore, 
according to the IPSSWM, the only covariate “age>65years” categorizes a patient at 
intermediate risk. The IPSSWM showed to be useful in predicting outcome of WM pts treated 
with alkylating agents and fludarabine and has been validated also in pts treated with 
rituximab alone or in association with dexamethasone and cyclophosphamide. Recently, the 
Greek Myeloma Study Group (Clinical Lymphoma and Myeloma, 2009) reported the 
prognosis in 240 pts, showing that (although clinical and laboratory features and response 
to treatment were similar among different age groups) the survival of older patients (> 75 
y) was significantly shorter than that of middle-aged (50-75 y) or younger patients (≤ 50 
y). In a series of 242 WM pts, we retrospectively analyzed clinical and laboratory features 
and prognosis  of  younger pts (≤ 65 y according to the IPSSWW) compared to those of 
older ones. Clinical and disease characteristics were considered at the time of WM diagnosis 
and included: IgM level, type of light chain, percentage of bone marrow (BM) infiltration, 
presence of adenopathies and/or splenomegaly, neuropathies, normal or reduced IgG and 
IgA level, β2  microglobulin (β2M), Bence Jones, LDH, albumin, creatinine, Hb ≤11.5 g/dL, 
PLT≤ 100 x 10^9/L. Time to first treatment, response to first treatment, overall survival 
and disease specific survival were compared between the two groups. Median age was 62 
years (range 26-86), 145 patients (60%) were male;  median IgM level was 1800 mg/dL 
(range 300-10900), 71% of patients presented a k light chain, median BM infiltrate was 
40% /range (15-100%).  At diagnosis, 147 patients (61 %) were ≤ 65, while 95 (39%) 
were > 65 years. Clinical and disease characteristics did not significantly differ between the 
two age groups except for β2M level, which was higher in patients aged >65 years (p= 
0.021). Overall 150 patients (62%) received the first treatment, 103 (69%) in the younger 
and 47 (31%) in the older group of patients. The median time to first treatment was of 47.2 
months and was significantly shorter in younger patients than in older ones: 38.5 vs. 62.5 
months, respectively (p=0.009). The median overall survival of the 242 patients was 161 
months, with  a significant difference between the two groups of patients, since the elderly 
showed a significantly lower median survival time with respect to the younger ones (143 vs. 
197 months: p=0.031). Considering only the disease-specific mortality, the median survival 
time was not reached in both groups after a median follow-up of 75.0 and 42.1 months, 
respectively, in the younger and elderly patients. The younger cohort had a 75% 
survivorship after 185 months, whereas at last exit time, pts aging 65+ showed a 84% 
survivorship: anyway, the low number of WM-related deaths was not sufficient to detect a 
difference in Waldenstrom-related mortality between the two cohorts (p = 0.272). In 
conclusion, younger and older patients according to IPSSWM did not differ at diagnosis in 
clinical and laboratory features. However, median overall survival was longer in younger 
patients, although we observed in this group a significantly shorter time to first treatment 
and a higher number of disease- related deaths. Therefore, the poorer survivorship of 
patients 65+ must be probably attributed to the higher number of no disease-related 
deaths. 


