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Should bendamustine or ibrutinib be the first salvage in WM?” [Ibrutinib]   

M. Lia Palomba 

Memorial Sloan Kettering cancer Center 

New York, NY 

A somatic mutation in the myeloid differentiation factor 88 (MYD88 L265P) is a hallmark genetic 

alteration observed in the great majority of Waldenstrom’s Macroglobulinemia (WM) cases. 

MYD88 L265P-expressing WM cells have been shown to signal through IRAK-1 and the Bruton 

tyrosine kinase (BTK) to mediate the activation of NF-kB, resulting in enhanced survival. 

Therapeutic targeting of components of the MYD88 signaling pathway is therefore justified. We 

evaluated the activity of monotherapy with ibrutinib, an irreversible BTK inhibitor, in patients who 

had failed or progressed after at least one prior therapy. Out of 63 patients enrolled, we 

observed an overall response rate of 87.3%, including 68.3% major responses. The treatment 

was overall well tolerated with few toxicities, mainly cytopenias ( 25% neutropenia and 14% 

thrombocytopenia) and arrhythmia in patients with a prior history of conduction defects. 

Remarkably, at a median follow up of 48 weeks, 80% of the patients remain on treatment. Many 

of the patients on the study had been transfusion-dependent prior to initiating therapy and 

exhibited classic symptoms of hyperviscosity. Correction of Hb resulting in improved symptoms 

of anemia and attenuation or disappearance of mucosal bleeding, skin manifestations of 

paraprotenemia and visual symptoms were observed rapidly after initiation of therapy. Side 

effects were usually reported in the first few weeks of treatment and resolved or became much 

less prominent over time with continuation of treatment. Responses generally improved over 

time as well.  

Given these encouraging results, and especially in view of the easiness of administration and 

great tolerability, in this debate I will argue in favor of ibrutinib for patients with relapsed or 

refractory WM. Though responses to Bendamustine +/- Rituximab are excellent and not 

dissimilar from those observed with ibrutinib monotherapy, the use of targeted therapy is quite 

appealing over traditional chemotherapy. In an era where the ability to sequence patients’ tumor 

genome has become relatively  easy to accomplish, personalized medicine is where the field 

should move.  


