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72-year-old male with retroperitoneal mass & enlarged supraclavicular 
lymph nodes. He undergoes lymph node excision.
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DIAGNOSIS?



IHC Results

ÅNegative:
ÅCD3

ÅCD5

ÅCD21

ÅCD23

ÅCD30

ÅCyclin D1

ÅEBV-ISH

ÅKi-67: overall 60% (high)

Åp53 overexpressed
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IHC Results

Positive:

ÅPAX5 

ÅCD20 (partial positive)

ÅCD79a (patchy weak)

ÅCD10 (strong diffuse)
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IHC Results

Positive:

ÅBCL6 (subset weak)

ÅMUM1 (strong diffuse)

ÅBCL2 (strong and diffuse)

ÅMYC (strong diffuse)
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IHC Results

Positive:

ÅTdT(diffuse)

Negative:

ÅCD34

TdT

CD34



Differential Diagnosis

ÅLarge B-cell lymphomas

ÅB-lymphoblastic leukemias/lymphomas

ÅBurkitt lymphoma



Flow Cytometry Results

ÅInterpretation: Abnormal CD10+ large B-cell population with surface 
kappa light chain restriction (80% of analyzed cells)
ÅThere is an abnormal dim CD45+ large B-cell population that is positive for 

CD19, CD10, surface kappa, CD38, and TdT, and partial positive for CD20 and 
CD22 (20%).

ÅThey are negative for MPO, cCD3, and CD79a.



FISH Results

ÅMYC and IGH::BCL2 gene rearrangement (double hit lymphoma)

ÅCopy gain of BCL6 gene, negative for rearrangement



Diagnosis

ÅFinal Diagnosis: MYC/BCL2 rearranged high grade B-cell lymphoma 
with TdTexpression

ÅWHO classification diagnostic pitfall:
B lymphoblastic leukemia/lymphoma (BALL)



WHO Classification Diagnostic Pitfall

ÅIssues supporting different classification:
ÅLack other features of immaturity (e.g. CD34)

ÅMature B-cell neoplasm features (e.g. positive expression of surface Ig light 
chain)

ÅAggressive clinical course (median survival 5 months)

ÅMolecularly closely related to mature B-cell lymphomas
ÅRecurrent gene mutations/alterations in chromatin modifiers (TNFRSF14, CREBBP, 

ARID1A, KMT2D, EZH2)

ÅBLC2 rearrangement

ÅHamdan H, LuuL, OpsahlM, et al. Genomic profile of TdTpositiveMYC/BCL2 rearranged high-grade B-cell lymphoma supporting its 
diagnosis as mature aggressive lymphoma.Cytometry B Clin Cytom. 2022;102(6):448-450. doi:10.1002/cyto.b.22092

ÅBhavsar S, Liu YC, Gibson SE, Moore EM, SwerdlowSH. Mutational Landscape of TdT+ Large B-cell Lymphomas Supports Their 
Distinction From B-lymphoblastic Neoplasms: A Multiparameter Study of a Rare and Aggressive Entity.Am J Surg Pathol. 
2022;46(1):71-82. doi:10.1097/PAS.0000000000001750



Documented Developments

~2% ofDLBCL / HGBL - MYC / 
BCL2have been reported to 
contain TdT-positive B-cells

1. De novo HG B-cell lymphoma 
with double/triple hit genetics 
and TdTexpression

2. FL followed by TdT-positive 
aggressive B-cell lymphoma

1. Tooze R, Rosenwald A, Leoncini L, Macon WR. Diffuse large B-cell lymphoma / high grade B-cell lymphoma with MYC 
and BCL2 rearrangements. World Health Organization. Accessed September 18, 2023. 
https://tumourclassification.iarc.who.int/chaptercontent/63/161.

2. Ok CY, Medeiros LJ, Thakral B, et al. High-grade B-cell lymphomas with TdTexpression: a diagnostic and classification 
dilemma.Mod Pathol. 2019;32(1):48-58. doi:10.1038/s41379-018-0112-9

https://tumourclassification.iarc.who.int/chaptercontent/63/161


Documented Developments

3. FL followed by TdT-negative 
aggressive B-cell lymphoma 
followed by relapse and acquired 
TdTexpression

4. Mature B-cell lymphomas that 
acquire TdTexpression at relapse

Ok CY, Medeiros LJ, Thakral B, et al. High-grade B-cell 
lymphomas with TdTexpression: a diagnostic and classification 
dilemma.Mod Pathol. 2019;32(1):48-58. doi:10.1038/s41379-
018-0112-9



Take Home Points

ÅMultiparameter approach, including phenotypic and genomic studies

ÅRecognize TdT-positive high-grade B-cell lymphoma as a distinct 
group of aggressive mature B-cell lymphomas



Questions?

ÅThank you Dr. MalaryMani!



Middle aged woman with a 6 cm renal mass
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