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In an effort to identify widely usable prognostic tools for WM, Dimopoulos et al. 
evaluated the applicability of the International Staging System for multiple 
myeloma (ISSMM), and Morel et al. developed the International Prognostic Scoring 
System for WM (ISSWM).  Based on pre-treatment values of serum albumin and β2 
microglobulin (β2M), Dimopoulos et al. stratified 83 patients as having ISSMM 
Stage I (albumin ≥ 3.5 g/dL and β2M <3.5 mg/dL), Stage II (albumin <3.5 g/dL 
and β2M <3.5 mg/dL or β2M 3.5-5.5 mg/dL) or Stage III (β2M >5.5 mg/dL) WM.   
Median overall survival (OS) was not reached (NR) for stage I disease, was 116 
months for stage II, and was 54 months for stage III.   By comparison, the ISSWM 
weighs 5 adverse covariates (AC) (age >65 years, hemoglobin ≤11.5 g/dL, platelet 
count ≤ 100 x 109/L, β2M >3mg/L and serum M protein > 7.0g/dL).  Low-risk 
disease (LRD) is defined as 0-1 AC and younger age, intermediate-risk (IRD) as 2 
ACs or only advanced age, and high-risk (HRD) as > 2 ACs.  Among 587 patients, 
LRD, IRD and HRD scores had corresponding 5-year OS rates of 87%, 68% and 
36%.  Kastritis et al. validated this result in 335 patients, where median OS for LRD 
was 161 months, for IRD was 105 months, and for HRD was 64 months.  In 
another 93 patients who received rituximab alone, or with cyclophosphamide and 
dexamethasone, median OS was NR for LRD or IRD, but was 38 months for HRD; 
the respective probability of 4-year OS was 100%, 73% and 41% (median f/u 30 
months, Dimopoulos et al.).  At M.D. Anderson, we applied both the ISSMM and 
ISSWM to 80 patients who received cladribine based therapy.  Both models 
predicted OS, but the ISSWM better stratified 10-year OS rates (LRD 63% vs. IRD 
46% vs. HRD 24%) than the ISSMM (Stage I 58% vs. Stage II 49% vs. Stage III 
0%).   The ISSMM and ISSWM are now well validated prognostic tools that can be 
used in physician-patient discussions regarding prognosis.   Further study is needed 
to determine how best to use this information to tailor therapeutic decisions for 
patients.  


