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Splenic Marginal Zone Lymphoma 

•  Less than 2% of lymphoid neoplasms. 

•  Mostly in patients over 50 (M/F=1/1). 

•  Splenomegaly and leukaemic spread. 

•  Thrombocytopenia or anemia, serum M-
component in one third of patients. 

•  Possible association with HCV infection 
(Southern Europe).  
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SMZL transformation 
 
Observed in 10-15% of cases > DLBCL secondary 
High proliferation rate 
 
TP53 (NOTCH2, KLF2) mutations 
 
7q del  
Loss +3  
Translocations at 7p22-q22  
and 19p13 



Phenotype 
  
CD20+, CD79a+, IgM+/IgD+, Ig light chain restriction+*, 
IRF4+*  
 
MNDA+, DBA44+variable, IRTA1-, T-bet-, CD103- 

 
CD5-**, CD23-, CD43-, LEF1- 
 

Cyclin D1-, Annexin A1-   
 
CD10-, BCL6-, 
 
BCL-2+/- weak   
 
*plasma cell differentiation; **+ in some cases with disseminated 
disease (Jaso JM et al. AJCP 2013;140:693-700) 
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 Simple diagnostic assay for Hairy Cell Leukaemia 
by immunocytochemical detection  of annexin A1  

  
Brunangelo Falini, Enrico Tiacci, Arcangelo Liso, 

Katia Basso, Elena Sabattini, Roberta Pacini, 
Robert Foa, Alessandro Pulsoni, Riccardo Dalla 

Favera, Stefano A. Pileri 
 

The Lancet, 363:1869-70, 2004. 
 

SMZL/BM: Annexin A1 HCL: Annexin A1: Pre-therapy 



SMZL: Differential Diagnoses 

•  CLL: CD5+, CD23+, CD43+, LEF1+ 

•  Non-nodal MCL: CD5+, Cyclin D1+ 

•  HCL: Annexin A1+ 

•  FL: CD10+, BCL6+ 



Splenic Marginal Zone Lymphoma 



Nodal Marginal Zone Lymphoma 

•  Less than 1.5-1.8% of lymphoid 
neoplasms. 

•  Mostly in patients over 60 (M/F=1/1). 

•  Pediatric form separately discussed. 

•  Significantly increased incidence in 
females with autoimmune disorders. 

•  Association with HCV infection 
postulated in some studies.  



Nodal Marginal Zone Lymphoma 

•  Localized or generalized 
lymphadenopathy (head and neck). 

•  B-symptoms in about 10% of cases. 

•  BM involvement in about 30% of patients. 

•  Leukaemic spread rare. 

•  Extranodal MZL should be categorically 
excluded.  



Nodular Pattern 



Perisinusoidal/Perifollicular Pattern 



Residual germinal center 



NMZL Morphologic Spectrum 

•  Cell types: 

•  Splenic-type 
•  Monocytoid 
•  Lymphoplasmacytic 
•  Mixed 



Splenic-type 



MALT/Monocytoid-type 





LPL-type 



Mixed 



Blastic transformation 



Phenotype 
 
CD20+, CD79a+, IgM+, IgD- (+ splenic type) 

BCL-2+ 

CD43 -/+ to +/- 
CD10-/HGAL-/LMO2-/BCL6- (+ in case of GC colonization) 
CD5- (occasionally+)/CD23- (occasionally +) /Cyclin D1-

DBA44 rare  
IRF4variable 
 
CD30 variable  
IRTA-1+/- , MNDA+/-, T-bet/TBX21-/+ 





IRTA1 (Ig receptor translocation- associated) 















Personally, I use IRTA1, T-bet and MNDA in 
parallel, along with CD5, CD10, BCL6 & IRF4 



USCAP 



Nodal Marginal Zone Lymphoma 



Pediatric Marginal Zone Lymphoma 
•  M/F=20/1; stage I (90%); head and neck. 
•  Excellent prognosis following conservative 

treatment. 
•  Same morphology and phenotype. 
•  DD: Monotypic MZB-cell hyperplasia (MB + IgD) 

IgD- 



End of the race 


