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When should high dose therapy (HDT) and autologous transplantation (AT) 

be offered to Waldenström’s macroglobulinemia (WM) patients? Early or later, 

perhaps never. 

 

JP Fermand, Immuno-Hematology unit, Saint Louis Hospital, 75010, Paris, France. 

 

HDT and AT are feasible in selected patients with WM. The benefit of such strategy 

should be carefully assessed, taking into account constraints and risk, especially for 

a disease in which many patients, particularly among the youngest, tend to survive 

for several years, even decades.  

 

WM is heterogeneous combining asymptomatic indolent forms and symptomatic 

diseases that require therapy with, in some cases, the necessity for rapid control. 

Indication to treat may be directly due to the development of the clonal malignant 

cells, to other tumor-mass related symptoms such as hyper viscosity, and to 

monoclonal IgM-related manifestations independent of the tumor mass. The later 

case is usually featured by a “dangerous small B-cell clone” featuring a monoclonal 

gammopathy “of clinical significance” (MGCS). MGCS are mainly due to deposition 

of all or part of the monoclonal IgM (as in AL amyloidosis) or to its specific auto-

antibody activity (as in anti-MAG neuropathy or in type II cryoglobulinemia). In 

MGCS, targeting the underlying B-cell clone with chemotherapy, although it is not 

clinically malignant “per se”, is the only available therapeutic option. Treatment 

should be specifically adapted to the different types of MGCS. The current place of 

HDT and AT in the treatment of IgM MGCS is limited to selected cases of AL 

amyloidosis and cryoglobulinemia refractory to at least a first line of an adapted 

conventional chemotherapeutic regimen.  

 

In patients requiring therapy because of tumor-mass related symptoms, HDT and AT 

never cure any patient and its place is also questionable. The combination of high 

risk according to ISSWM and elevated serum LDH identifies a subset of patients with 

the worse prognosis (median survival 3 years as compared to about 10 years for the 

others) who could be candidate. They account of about 10% of all patients and more 

than half are not actually eligible to HDT, due to age and co-morbidity 

considerations.   

 

Any potential candidate to AT should be first treated by induction and mobilization 

chemo steps, which should use Rituximab, at least as in vivo purging technique. 

These initial steps should avoid nucleoside analogs and Bendamustin because of 

their detrimental effects on stem cell collection. Rituximab plus cytoxan or Rituximab 

plus Bortezomib based regimen are the main options and both produce high 

response rates, in the order of 80-90%. Most of these responses are durable and a 

similar regimen may be considered as a reasonable option at relapse. Alternatively, 

nucleoside analogs or Bendamustin can be considered in second line or after. 

Although not curative, this sequential therapeutic strategy results in life expectancy 
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of several years, particularly in the youngest patients. Recently, the demonstration of 

the impressive efficacy of the BTK inhibitor Ibrutinib in patients with relapsed or 

refractory WM, particularly in patients with mutated MYD88 or CXCR4 genes, is likely 

to further improve patients ’life expectancy.  

 

Even before the introduction of new agents, evidence was lacking that any HDT 

strategy can produce a superior outcome as compared to standard dose regimen. 

Thus, in the EBMT registry, that analyzed HDT-treated young selected patients in 

good response after a first line treatment, estimated PFS and OS at 5 years were 

51.5% and 77% as compared to 49% and 62%, respectively, in the prospective 

SWOG study that included at the same time conventionally first line treated older 

patients.  

 

In conclusion, HDT and AT in symptomatic WM are not curative and carry risks of 

morbidity and mortality. In a disease with a relatively long life expectancy, its 

theoretical indication can concern only a minority (less than 5%) of patients. Recent 

advances in understanding the physiopathology of WM and their consequences for 

finding new effective drugs and improving treatment management continue to 

decrease the already limited place of this therapeutic strategy, including in case of 

relapse or resistance. 
 


