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Clinical Presentation

Patient: 55-year-old man

Medical History:
•NHL  diagnosed 6 years ago 

Presenting Symptoms:
•Abdominal pain
•Nausea 
•Vomiting

Imaging Findings (CT scan):
•Hepatosplenomegaly
•Multiple lymphadenopathies

Additional Finding:
•Laterocervical CNB : MZL/FL to be confirm on LN excision
•Paraumbilical subcutaneous lesion  → Biopsied







High-grade B cell Lymphoma

Lymphoblastic Lymphoma

Blastic Plasmacytoid Dendritic Cell Neoplasm

Blastoid Mantle Cell Lymphoma

Acute Myeloid Leukemia
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High-grade B-cell lymphoma

B Lymphoblastic lymphoma
Blastic plasmacytoid dendritic cell neoplasm

Blastoid mantle cell lymphoma

Acute myeloid leukemia

CD4 / CD56/ CD123

CD117 / CD34 / CD68/ MPO

CD5/ Cyclin D1  



FISH analysis

IgH::BCL2: positive 

BCL6 BA: negative

MYC BA: negative

IgH::MYC: negative

IgK::MYC*: negative

IgL::MYC*: positive

Double Hit

* Courtesy of Prof.Siebert

Performed at Pathology Lab AOU Senese



NGS results

CREBBP mutations are recurrent epigenetic 
alterations in germinal center–derived 
lymphomas, particularly follicular lymphoma. 
No recurrent alterations typical of precursor 
B-cell neoplasms were identified.

Performed at Pathology Lab AOU Senese



Based on:

• Previous History
• 55 years old patient
• CD34 negative
• Restricted light chain, MUM1+, CD38+ 
• C-MYC and BCL2 translocation
• CREBBP mutation

“Very rare B-lymphoblastic leukaemias/lymphomas (B-
ALL/LBLs) have MYC and BCL2 dual translocations 
and are seen particularly in the paediatric / young 
adult setting”

High-grade B-cell lymphoma 
with MYC and BCL2 rearrangements (double-hit)
and TdT expression (WHO 5TH Edition)

BOM : negative
Terapy:  POLA-R-CHP 3 cycle

Revaluation in progress 



Evolution of WHO classification



• TdT expression in 2% of DLBCL/HGBL-MYC/BCL2 R

• Male, 55-77y, Extranodal, IPI ≥3, Stage III -IV

• Blastoid morphology>>DLBCL

• TdT expression partial distribution >10%-70% 

• Phenotype:  varying levels of (im)maturity

• Mutational profile : BCL2/EZB/C3 >NOTCH2/BN2/C1

• Somatic hypermutation supports these to be mature lymphomas

• In all cases, the prognosis was very poor after emergence of the TdT+ 
neoplasm

• Rare de novo; mostly had prior FL or HGBCL TdT- 

TdT as an additional risk factor

TdT

Diffuse large B-cell lymphoma / high-grade B-cell lymphoma with MYC and BCL2 rearrangements
Subtype(s)  

DLBCL/HGBCL-MYC/BCL2 without BCL6 rearrangement;

DLBCL/HGBCL-MYC/BCL2 with BCL6 rearrangement; 

DLBCL/HGBCL-MYC/BCL2 (with or without BCL6 rearrangement) with TdT expression



• DLBCL/HGBL-MYC/BCL2 R with TdT expression should be differentiated from B-ALL

• Correct classification directly impacts prognosis and treatment strategy

• TdT alone should not be considered evidence of immaturity

• Integrated clinical, immunophenotypic, cytogenetic and NGS molecular data are essential in challenging blastoid B-cell 

neoplasms

• Strong c-MYC expression should prompt investigation for MYC rearrangements, including non-IGH partners
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