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Although Waldenström’s Macroglobulinemia (WM) is considered a distinct clinicopathologic 

entity, the rarity of this entity and the absence of morphologic, immunophenotypic, or 

chromosomal disease–specific markers makes difficult its differential diagnosis from other 

B-cell neoplasias, such as marginal zone lymphomas (MZL), and chronic lymphocytic 

leukemia (CLL).  We performed aCGH in 45 WM, 13 non-IgM lymphoplasmacytic lymphomas 

(LPL), 51 CLL and 101 MZL, comprising 46 MALT lymphomas, 35 splenic MZL (SMZL) and 20 

nodal MZL (NMZL), to better characterize the genetic basis involved in the pathogenesis of 

these entities.  Overall, 87.1% cases have copy-number abnormalities (CNA), ranging from 

85% NMZL to 91.3% MALT.  Non-IgM/LPL and WM have the most complex karyotype with a 

median of 7 CNA, followed by WM and MALT (4 CNA each), NMZL (3.5 CNA), SMZL and CLL 

(3 CNA each).  The majority of recurrent CNA found in WM were also observed in other 

entities.  All entities share the 6q deletion, with a minimal deleted region delimited at 6q23-

q24 that includes TNFAIP3.  Gains of chromosomes 3 and 18 were observed in all entities 

with the exception of CLL.  A subset of abnormalities was shared for more than one entity: 

deletions 13q14.3 (MIRN15A-MIRN16-1) and 17p13.3-p12 (TP53) were found in WM, non-

IgM/LPL, CLL and SMZL; deletions 9p21.3 (CDKN2A) and 11q21-q22 (ATM) in all entities 

but MALT; deletion 7q32.1-q33 was characteristic of SMZL but also found in WM, non-

IgM/LPL and MALT.  The WM and non-IgM/LPL entities show a very similar karyotype but 

some differences were identified.  Hence, trisomy 4 was only found in WM patients.  

Additionally, trisomy 12 was observed in non-IgM/LPL plus in CLL and MZL and but absent 

in the 45 WM analyzed.  Specific cellular pathways were also differentially affected across 

entities.  Thus, abnormalities affecting regulators of the NF-kB pathway (TNFAIP3, REL, 

TRAF3 and MALT1) were observed in around 70% of WM, non-IgM/LPL and MALT, but only 

in 20-30% of CLL, SMZL and NMZL, suggesting its differential role in the pathogenesis of 

different entities.  Concluding, a comprehensive high-resolution genomic analysis identified 

WM-specific abnormalities along with abnormalities and pathways shared with other low-

grade B-cell lymphomas. 


