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Waldenström's macroglobulinemia or lymphoplasmacytic lymphoma (WM/LPL) is a rare subtype of 

indolent B-cell lymphoma with plasmacytic differentiation. Owing to its rarity, the pathogenesis, 

biology, and standard of care have not been established. In 2012 the MYD88 L265P mutation is 

proven as the major oncogenesis in WM/LPL.  

Although population-based cancer registries have reported lower incidence of WM in East Asia than in 

Western countries, previous retrospective analyses have found the clinical features of WM to be 

similar in these two populations. Our recent retrospective analysis demonstrated that symptomatic WM 

was found in 73 (78.5%) and asymptomatic WM in 20 (21.5%) of cases examined. The median overall 

survival (OS) was similar to that in reports from Western countries. Treatment regimens such as DRC, 

VDR and R-CHOP were preferably used and the patients receiving those regimens including rituximab 

exhibited significantly better survival.  

Tirabrutinib is a second-generation Bruton's tyrosine kinase inhibitor with greater selectivity than 

ibrutinib. We conducted a multicenter, phase II study of tirabrutinib in patients with treatment-naïve 

(Cohort A) or with relapsed/refractory (Cohort B) Waldenström's macroglobulinemia (WM). MRR and 

ORR were 88.9% and 96.3%, respectively. The progression-free and overall survival rates at 24 

months were 92.6% and 100%, respectively. Serum IgM levels in all patients except one declined and 

were maintained at low levels, although transient increases occurred after temporal interruption of the 

study drug. There was no flare unlike rituximab. Tirabrutinib is now approved for LPL not only WM in 

Japan and is broadly applied to the treatment of those patients. 

In this session, I will present recent treatment approaches in Japan and discuss about some rare 

complications and/or subtypes of this disease i.e., Bing Neel syndromes, amyloidosis, and peripheral 

neuropathy with anti MAG antibody. 

 

 


