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Session 5
“Non-nodal” Marginal Zone 

Lymphomas

Summary

Session 5 Summary

• Extranodal MALT Lymphoma 

• Splenic Marginal Zone Lymphomas

• Gamma heavy chain disease

Extranodal MALT Lymphomas

• Lung – Case 166, Case 281
• Large intestine – Case 374, Case 52 
• Orbit – Case 53, Case 177
• Appendix – Case 25
• Uvea – Case 29
• Thymus – Case 57
• Thyroid – Case 147
• Skin – Case 184
• Tonsil – Case 361
• Kidney – Case 363
• Multiple sites – 362

Extranodal MALT Lymphoma with 
plasmacytic differentiation

• Marked plasmacytic differentiation – r/o
extramedullary plasmacytoma
– Case 25, Case 177, Case 52

Potential Diagnostic Difficulties

Case 177

Submitted by: 
Dr. R. Lorsbach

Institution: 
University of Arkansas

• 85 year old man with 
painless right orbit 
mass

• MRI with lacrimal 
lesion

• Bone marrow 
negative
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CD138

CD21

CD20

Flow cytometry:

Predominantly CD19+ sIg- cells

Small pop. CD19+ CD5- CD10- sIg k+

Cytogenetics:  Normal

Case 177

Panel Diagnosis:
Extranodal MALT lymphoma with 
plasmacytic differentiation

Extranodal MALT Lymphoma with 
plasmacytic differentiation

• High concentration of IgM paraprotein – r/o
lymphoplasmacytic lymphoma
– Case 281

Potential Diagnostic Difficulties

Case 281

Submitted by: 
Dr. A. Ewton

Dr. J. Gonzalez-Berion
Dr. C-C(J) Chang

Institution: 
Methodist Hospital, 
Houston TX

• 39 year old male with 
prior corneal transplant

• Cough, SOB, dense 
alveolar infiltrates

• 4.4 g/dL IgM Kappa in 
serum

• Markedly decreased 
immunoglobulins

IHC:

B-cells: CD20+ CD10- BCL6- CD43+ BCL2+

Only rare plasma cells

Staging Bone marrow:

Lymphoid aggregates and 8-10% 
plasma cells

Flow: CD19+ CD43+ sIg k+ CD5-
CD10-

ISH: Kappa monotypic plasma cells

Cytogenetics normal
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Case 281

• Lung lesion histologically consistent with extranodal 
MALT lymphoma with no plasmacytic differentiation
– FISH for MALT1 positive

• Bone marrow involved by B-cell lymphoma with similar 
phenotype, but also clonal plasma cell proliferation 

• Are these the same process? Or, in light of high IgM 
paraprotein, is the bone marrow an unrelated LPL? Or 
MALT lymphoma in lung and bone marrow plus 
unrelated plasma cell neoplasm?
– MALT1 translocations in bone marrow?
– PCR and sequence

Case 281

Panel Diagnosis:
Lung: Extranodal MALT lymphoma

Bone marrow: Small B-cell lymphoma 
associated with monoclonal plasma cell 
proliferation and IgM paraprotein 

MALT Lymphoma
Associated Translocations

• Several recurrent 
translocations in MALT 
lymphoma

• Not seen in other MZL
• Frequency varies by 

anatomic site
• Each abnormality present in 

only minority of cases

API2/MALT1
IGH/MALT1
BCL10/IGH
IGH/FOXP1

Splenic Marginal Zone Lymphomas

• Case 72, Dr F. Zhao

• Case 75, Dr. A. Grin

• Case 98, Dr. J. Schalheim

• Case 131, Dr. J. Truell

• Case 132, Dr. C. Sever

• Case 188, Dr. C. Mankey

• Case 286, Dr. N. Leeborg

• Case 297, Dr. L. Rimsza

• Case 301, Dr. J. Burke

• Case 324, Dr. G. Bentley

Final Diagnosis or Major Diagnostic Consideration

Splenic Marginal Zone Lymphoma

• 2 cases of SMZL with 
typical morphology
– Case 98
– Case 286

Case 286 Dr. N. Leeborg

Splenic Marginal Zone Lymphoma

• 2 cases of SMZL with 
typical morphology

• 1 case of splenic 
diffuse red pulp small 
B-cell lymphoma
– Case 75

Case 75 Dr. A. Grin

-7q
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Splenic Marginal Zone Lymphoma

• 2 cases of SMZL with 
typical morphology

• 1 case of splenic 
diffuse red pulp B-cell 
lymphoma

• 2 cases where panel 
strongly favored 
diagnosis of SMZL, 
but spleen not 
available
– Case 132, Case 297

Case 297 Dr. L. Rimsza

SMZL – BM Findings

• Diagnosis of SMZL from bone marrow alone may be 
challenging

• Presence of nodular and intrasinusoidal is characteristic 
of SMZL but is nonspecific
– Sinusoidal infiltration may be seen in other B-cell lymphomas

• Interstitial infiltrate of clonal B-cells may also be seen in 
setting of cryoglobulinemia 
– Not overt lymphoma

• In light of IgM paraprotein, cases may be misclassified 
as LPL on the basis of BM morphology alone

• Most definitive diagnosis established by review of 
splenectomy specimen

Splenic Marginal Zone Lymphoma

• Post-treatment cases, difficult to classify
– Case 301
– Case 324

• Pre-treatment cases with differential 
diagnosis including SMZL
– Case 188, Case 131
– Case 72

Case 188

Submitted by: 
Dr. C. Mankey

Institution: 
University of Michigan

• 78 year old woman with 
splenomegaly and 
lymphocytosis

• Serum IgM Lambda 2.0 
g/dL

• Negative skeletal survey

• 1800 g spleen

Flow: CD19+ 
CD20+ CD5-
CD10- sl +

IHC: GC’s are 
BCL6+ CD10-
BCL2-
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• “Splenic Follicular 
Lymphoma”
– Mollejo et al, AJSP 2009; 

33:730-738

• Clinical presentation 
similar to SMZL

• Nodules predominantly 
germinal centers

• Usual phenotype: 
BCL6+ CD10- BCL2-

• IGH/BCL2 usually neg

Case 188

Panel Diagnosis:
Small B-cell lymphoma, favor SMZL vs 
unclassifiable splenic B-cell lymphoma 

Additional studies will be required to further clarify 
“splenic follicular lymphoma” and distinguish it 
from SMZL with prominent/colonized germinal 
centers and other splenic lymphomas

Splenic Marginal Zone Lymphoma

• Post-treatment cases, difficult to classify
– Case 301
– Case 324

• Pre-treatment cases with differential 
diagnosis including SMZL
– Case 188, Case 131
– Case 72

Case 72

Submitted by: 
Dr. X. Zhao

Institution: 
University of Maryland

• 61 year old man with 
lymphocytosis and 
splenomegaly

• Hepatitis C negative

• 751 g spleen

Red pulp White pulp

Flow: 

CD19+ CD20+ l +

CD5- CD10- CD23- CD11c-
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Case 72

Panel Diagnosis:
Small B-cell lymphoma, unable to further classify

Major differential diagnosis: LPL vs other MZL vs 
unclassifiable splenic lymphoma

Could additional material help clarify?
PB morphology, BM growth pattern, SPEP/UPEP, 
cytogenetics

In some cases, a splenectomy specimen may not be 
enough!

Gamma Heavy Chain Disease

• Case 146 
– Dr. S. Kroft, 

• Case 173
– Dr. C. Bacon

• Case 198
– Dr. K. Foucar

• Case 339
– Dr. M. Howard

Gamma Heavy Chain Disease

• 4 females, 39-77 years old
• Other history:  2 SLE, 1 autoimmune 

thyroiditis, 1 LGL disorder
• 3 with adenopathy, 1 asymptomatic

– None with splenomegaly

Gamma Heavy Chain Disease

• Histology in 3 cases
• Each with proliferation 

of small lymphocytes, 
plasmacytoid forms, 
plasma cells

• Histiocytes prominent 
in 2 cases

• 1 LN with patent 
sinuses, reactive GCs 

Case 193 Dr. K. Foucar

Gamma Heavy Chain Disease

• Key to making diagnosis:  Finding plasma 
cells/plasmacytoid lymphs with IgG lacking 
kappa and lambda

• Flow cytometry will lack light chain 
restricted B-cell population

• Kappa/lambda IHC or ISH alone may 
appear polytypic

• PCR studies can document clonality
• SPEP/UPEP to confirm 

Gamma Heavy Chain Disease

• Cytologic composition may resemble LPL
• Features to suggest diagnosis of marginal zone 

lymphoma not identified, even in case at MALT 
site

• Consistent with idea of a homogeneous, distinct 
entity

• Additional studies with detailed histologic 
features required to assess spectrum of disease


