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Summary
Criteria used to diagnose NMZL

• Importance of marginal topography, GC remnants, foll colonisation, 
FDC stain to diagnose MZL, immunophenotype consistent 

• IgD positive cases to differentiate from reactive hypertophic mantle
cell area

• Full Clinical data and history (exclude EMZL or SMZL)
• Problem of classification of post-therapeutic cases

– Importance of reviewing all the samples for optimal classification

• Difficulties to ascertain classification on bone marrow samples.
– No features chacteristic of NMZL compared to the other MZL.

Small B-cell lymphoma with plasmacytic differentiation
Differential diagnoses included

Case 256 Dr Rashidi,UCLA, Marina Del 
Rey, CA, USA

• 52 year-old woman
• SLE (25 years ago), Sjögren

• Auto-immune hepatitis associated with MGUS : 
IgAKappa

• Discovery of bulky abdominal and inguinal LN

• Morphology and phenotype of MZL

Panel diagnosis case 256: MZL
No Malt1 FISH rearrangement

Bcl-6

Case 356, Dr Alobeid, Columbia 
University, Vanderbilt Clinic, NY

• 51 year old man with stage IV Hodgkin lymphoma
involving stomach (2005) treated with ABVD
– Ill-defined mass of the gastrosplenic ligament

• IgGK 0,9 g/dl
• FISH panel negative



IgG

Panel diagnosis case 356 : MZL (with plasmacytic differentiation)

Case 355, Dr Alobeid, Columbia 
University, Vanderbilt Clinic, NY

• 72 year-old female with a previous left flank lesion, 
invasive breast carcinoma and new mass in the right 
posterior right arm.

• Skeletal surveys normal

• IgA-lambda 6,6 g/dl with BJ; b2m :3,5
• FISH myeloma and MALT negative
• BM plasma cell : Lambda , CD56+

CD138



CD21

Panel diagnosis case 355 :  favor MZL (with plasmacytic differentiation);

kappa light chain.

Case 360, Dr Alobeid, Columbia 
University, Vanderbilt Clinic, NY

• 67 year-old female
• Prior splenectomy and history of B-NHL since

2001
• Now left axillary mass.
• Phenotype by flow consistent with MZL
• Trisomy 3 and 18

CD21

Panel  diagnosis case 360  : small B-cell lymphoma with
plasmacytic differentiation: MZL vs LPL
Spleen analysis crucial for classification

Case 346, Dr Muzzafar, MD Anderson, 
Houston, TX

• 74 y-old male with history of DLBCL presents with
lymphocytosis, splenomegaly (2cm), no peripheral LN, 
but abdominal LN.

• IgM-L in blood
• Trisomy 3
• VH3 usage; 4.4% mutation



CD20

Panel diagnosis : Small B-cell
lymphoma consistent with MZL

Difficulties to classify on BM ++

• Case 358, Dr Dunphy, Univ North Carolina, Chapelhill, 
NC : bone marrow clots and biopsy
– Panel diagnosis : small B-cell lymphoma

• Case 357, Dr Bhagat, Columbia University, Vanderbilt 
Clinic, NY : Spleen post-CT
– Panel diagnosis :  small B-cell lymphoma with plasmacytic

differentiation

• Case 200, Dr Schmitt-Graeff, Freiburg, Germany. 
CVID, spleen 1280g;
– Panel diagnosis : small B-cell lymphoma with plasmacytic

differentiation and transformed in DLBCL

• Case 154, Dr Hammour, Henry Ford Hospital, Detroit, 
MI 
– Panel diagnosis : Biclonal Small B-cell lymphoma with

plasmacytic differentiation; 

154
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Flow Cytometric 
Immunoanalysis of 
Lymphoid Infiltrate 
from Left Palatine 
Tonsil

PCR Biomed-2 IgH VJ :
Only one PCR band for
FR1, 2, 3

Increased large cell in NMZL
• Clinical data, LDH levels
• Frequent, Difficult on morphology : marginal 

(monocytoid) cells vs transformed B-cells (Giemsa)
• Ki67 difficult to interprete in some cases 
• Crucial to differentiate bcl-6+ reactive centroblasts from

numerous GC partly colonised from marginal B-blasts
– NMZL with prominent follicular colonization (Naresh KN, 

histopathol, 2008)

• Dysregulation of bcl-6 particularly among marginal B-
cells rich in large cells
– To what extent Bcl-6 expressed in NMZL

• How to diagnose an associated low grade NMZL in a 
DLBCL?
– Plasma cell differentiation, Morphology, FDC



Case 175, Dr Peker, Mount Sinai, Miami 
Beach, FL

• 74 y-old man. History of Large cell lymphoma involving
spleen. Splenectomy and CT with CR in 2001. Multiple 
axillary LN 

•Panel diagnosis : Marginal Zone Lymphoma

• Histology of the spleen, multinodular pattern in addition to LBCL?

Ki-67

Bcl-6

Bcl-2

Case 202

Case121, Dr Kaur, Dartmouth-Hitchcok
Med. Center, Lebanon, NH

• 67 y-old female, uterine ADK treated by TAH-BS0 and 
lymphadenectomy. No HSM

• HBS, HCV negative
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CD10

Bcl-6

•Panel diagnosis : MZL with increased large cell



Case 234 : Drs CV Cotta and J J 
Boncher, Cleveland Clinic, OH

• 58 y-old male. Weight loss, night sweats. 
Polyadenopathies (1.5cm)  and mild HSM.
– IgMLambda, 23g/l; hyperviscosity syndrome.

– Panel diagnosis : favor MZL with increased large cell
(LN)

Case 288, Dr Petzar, Univ Rochester, 
NY

• 60 y-old man in 2007, LN needle core biopsy : small B-
cell NHL, with features suspicious of FL. Marrow flow 
CD5-, CD10-, MZL : 6 R-CHOP

• Relapse spleen leading to splenectomy : MZL pattern : 
Intensive Chemo withAutograft.

• Relapse : left axillary LN

Ki-67
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CD10

Bcl-6

•Panel diagnosis : Large B-cell lymphoma arising from a probable MZL

CD5 + MZL vs CLL
• Case 137, Dr Petzar, Univ Rochester, NY

– Submental neck mass from 6 to 12 month
• Case 102, Dr Molina, Univ Paris Descartes, AP-HP, Hôtel-Dieu, 

FRA
– 67 y-old male; polyadenopathies 1cm, 1,5cm, lymphocytosis

(matutes Score 2 to 3), two small IgM peaks
• Case 160, Dr Torlakovic, Univ Saskatchewan, CAN

– 48 y-old woman with bilateral parotide swelling, dry mouth, 
suspect of Sjögren Syndrome

– ANA screen positive (1/640), homogeneous stain pattern, 
anti-DS DNA+, SSA, SSB neg

– IgM kappa (SEP), polyADP, No HSM

Panel diagnosis : favor CD5+ MZL

Intermediate features between NMZL 
and B-CLL in CD5+ cases

• Does CD5+ NMZL exist?
• Differentiation of monocytoid areas with blasts from

proliferative centers sometimes difficult
• Importance of flow data
• VH usage?

• Genetics
– More data and studies on interfollicular, perifollicular

lymphocytic lymphoma and CD5+ NMZL
• More flow data on both lymphocytic (B-CLL) and NMZL lymphomas

(LN suspension)
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B-CLL

Proliferative centers

MZL

Monocytoid areas

Case 102
Case 102



CD22, CD79a, FMC7 belonging to the Matutes Score used in the blood for CLL.

Case 137

Lymph node flow
Case 102

1994

Relapse 2001



Intermediate features between NMZL 
and B-CLL in CD5+ cases

• Does CD5+ NMZL exist?
• Differentiation of monocytoid areas with blasts from

proliferative centers sometimes difficult
• Importance of flow cytometry data
• VH usage?

• Genetics
– More data and studies on interfollicular, perifollicular

lymphocytic lymphoma and CD5+ NMZL
• More flow data on both lymphocytic (B-CLL) and NMZL lymphomas

(LN suspension)

All that looks marginal (monocytoid) 
with strong plasma cell differentiation

is not a marginal zone lymphoma
involving the LN !

Case 43
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