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➢ A 58 years-old woman 
➢ History of breast cancer  9 years ago
➢ Recently noted an enlargement left inguinal lymph node
➢ No tender, no systemic symptoms, emogram normal
➢ Ultrasound examination reveals a homogeneous lymph node measuring 1,8 cm
➢ The lymph node was excised
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Diagnostic Hypothesis

✓ Atypical Marginal Zone Hyperplasia
✓ Marginal Zone Lymphoma 
✓ Follicular Lymphoma 
✓ Nodal T follicular helper (TFH) cell lymphoma, follicular type (nTFHL-F)



Clonality studies

IgH TCRβIgK TCRγ



FISH analysis

BCL6 BA: negative BCL2 BA: negative IgH::BCL2: negative



NGS ANALYSIS 

✓ Sophia Lymphoma Solution(LYMP_CLSP_v3)
✓ Filters: Reads>100; VAF ≥0.5; gnomAD_ALL ≤0.01

GENE c.DNA NM VAF
Pathogen. 

Score

CREBBP c.5039_50941del NM_004380 6.9 PATO

ARID1A c.83_92delins NM_006015 6.7 VUS

EP300 c.1511G>A NM_001429 49.1 VUS



Diagnostic Hypothesis  a) Atypical MZ Hyperplasia

Atypical MZ Hyperplasia

Childhood and your adult ++

+++ Extranodal 

Non clonal proliferation

Light chain restriction

Genetic analysis : negative



Diagnostic Hypothesis  b) Marginal Zone Lymphoma





Diagnostic Hypothesis  c) Follicular Lymphoma

Alaggio R,The 5th edition of the World Health 

Organization Classification of 

Haematolymphoid Tumours: Lymphoid 

Neoplasms



Diagnostic Hypothesis  c) Follicular Lymphoma

Sun C,Molecular landscape of distinct follicular lymphoma histologic grades: insights from genomic and transcriptome 

analyses. Leukemia. 2025



Diagnostic Hypothesis :  d) Nodal T follicular helper (TFH) cell 
lymphoma, follicular type (nTFHL-F)

Alaggio R,The 5th edition of the World Health 

Organization Classification of 

Haematolymphoid Tumours: Lymphoid 

Neoplasms



Proposed diagnosis based on NGS results :   

Follicular lymphoma with features of 
marginal zone lymphoma

Only one lymph node involved

TC and PET negative

No symptoms 

Watch and wait



CREBBP mutations reported also in DLBCL 

Could be interpreted these features as an early phase of MZL 

transformation in a DLBCL, albeit without typical MZL 

mutations?

Proposed diagnosis based on morphology :   

MZL lymphoma rich in CD30+ cells and T fh lymphocytes



Overlapping features between Marginal, Follicular and nodal Tfh lymphoma

Conclusions 

NGS can help (unfortunately not always !) in the differential diagnosis
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