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Guidelines for standardizing response criteria in WM (Br J Haematol. 2013:171-6) 
indicate that  serum monoclonal IgM concentration (SM-IgC) is a major determinant 
of disease response and at least 25%, 50% and 90% reduction in SM-IgC along with 
clinical improvement defined minor (MR), partial response (PR) and very good PR 
(VGPR) respectively. Guidelines also recommended to take into account the optimal 
response observed. However, the prolonged time elapsed until optimal response in 
some patients precludes the use of conventional survival analyses. In order to assess 
the respective roles of the quality of response and the initial prognostic characteristics 
as defined by the international prognostic index (ISSWM), we updated the follow-up of 
97 symptomatic patients followed between 1993 and 2013. Diagnosis, treatment 
initiation and response evaluation fulfilled international workshop criteria. ISSWM 
was low, intermediate, high and unavailable in 23, 29, 35 and 10 patients respectively. 
First line therapy was alkylating agents, purine analogs alone or in combination, 
rituximab alone, the DRC (Dexamethasone, Rituximab, Cyclophosphamide) and the 
BDR (Bortezomib, Dexamethasone, Rituximab) regimens in 62, 7, 1, 18 and 9 patients 
respectively. 51 patients required at least one salvage therapy. Response rate (CR, PR or 
MR) was 65%. First, we used the time elapsed below a given percentage of reduction in 
SM-IgC until progression according to consensus criteria as a time dependent 
covariate in multiple Cox models for survival after initiation of first line therapy. Thus 
we confirmed the prognostic value for survival after first line therapy of the following 
thresholds: reduction of at least 25%, 50%, 75% and 90% in SM-IgC (table 1)   
Then, we introduced high-risk ISSWM and response duration in Cox model with 
survival as endpoint. The former covariate was constantly found to be significant, the 
latter covariate was significant when response was defined by at least 25% or 50% 
reduction (Table 1), the number of patients with response of better quality was too 
small). Finally, we plotted the survival curves (survivals after first line therapy and after 
response achievement) according to ISSWM and the quality of response (>25% and 
>50%) for at least 2 months. In patients who achieved at least 25% reduction for at 
least 2 months (MR), ISSWM retained significant prognostic value for survival and 
survival after response achievement. Conversely, when patients achieved at least 50% 
reduction (PR) for at least 2 months, ISSWM had no prognostic value for survival and 
survival after PR achievement. Only ISSWM high-risk patients who failed to achieve at 
least PR for 2 months or more had inferior survival than each other subgroup of 
patients. Similar analyses restricted to patients who received rituximab containing 
regimen will be presented. Altogether our results suggest that the quality of response 
after first line therapy may provide prognostic information beside ISSWM. Although 
MR achievement influenced survival, our results support attempts to improve the 
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quality of MR at least for patients with high-risk ISSWM. On the other hand, the initial 
risk as defined by ISSWM lost any prognostic role for subsequent survival in case of 
PR.  
 
 
 
 
 
 
Table 1 
 
% reduction 
In SM-IgC 

Time to 
response 
(days) 

P value associated with 
response duration (time-
dependent covariate 
[TDC]) for survival 

Cox model 

ISSWM Response 
duration (TDC) 

25% or 
more 

92 (74-120) 0.0034 0.0058 0.04 

50% or 
more 

139 (125-188) 0.0049 0.01 0.038 

75% or 
more 

229 (93-582) 0.03 0.01 0.08 

90% or 
more 

234 (59-938) 0.05 0.01 0.34 

 


