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Case history

• 45-year-old female patient with a 10 cm 

bulky mass involving the vaginal walls

• She was referred to our center for a second 

opinion after a diagnosis of GCB-type 

DLBCL according to the Hans algorithm, 

based on multiple tissue fragments
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Histological features

Extranodal B cell lymphoma with 
diffuse growth pattern

Large centrocytes and centroblasts 
with some spindle-shaped cells

KI67



Immunophenotype

CD20 +

CD79a +

CD10 -/+ weak

BCL6 +

HGAL +

LMO2 +

BCL2 -/+ focal and weak

MUM1 -

CD23 -

CiclinaD1 -

CD5 -

CD3 -

CD30 +/-

CD15 -

EBER -

CD138 -

p53 -

MYC -

Centrofollicular 
immunophenotype

Extranodal B cell lymphoma with 
diffuse growth pattern

Large centrocytes and centroblasts 
with some spindle-shaped cells

KI67



Immunophenotype

CD20 +

CD79a +

CD10 -/+ weak

BCL6 +

HGAL +

LMO2 +

BCL2 -/+ focal and weak

MUM1 -

CD23 -

CiclinaD1 -

CD5 -

CD3 -

CD30 +/-

CD15 -

EBER -

CD138 -

p53 -

MYC -

Focal and faint BCL2 
staining, MUM1-, CD23-

Centrofollicular 
immunophenotype

Extranodal B cell lymphoma with 
diffuse growth pattern

Large centrocytes and centroblasts 
with some spindle-shaped cells

KI67



WHO and ICC classification of Follicular lymphoma



Localized skin lesions with a follicular, follicular and diffuse, or diffuse growth pattern

Large centrocytes (may be spindle-shaped) with variable numbers of centroblasts

BCL6+, CD10 is generally negative in cases with a diffuse growth pattern

Most cases BCL2- or show faint BCL2 staining, most cases are BCL2R-

PCFCL with a diffuse growth pattern, previously often classified as DLBCL, should be differentiated from PCDLBCL, LT

Excellent prognosis irrespective of the clinical, histological, and the genetic aberrations (5-year survival rate > 95%)

Mutations in TNFRSF14, SOCS1, STAT6, TNFAIP3, FOXO1, with significantly lower mutations in CREBBP, KMT2D, EP300, than cFL

PCFCL

Pileri A, et al. Semin Diagn Pathol. 2011 Aug;28(3):214-33, Pileri A. et al. Front Oncol. 2020 Apr 28;10:662, Ilske Oschlies, et al Journal of Investigative Dermatology (2017) 137, 2450e2453; WHO 5° edition, ICC 2022, Zhou XA. et al Blood 
Adv. 2021, Barasch NJK. et al. Hum Pathol. 2020, WHO 5° edition, ICC 2022, 



15 cases (2000-2022), median age of 41 years (range 31-53)

60% presented with symptomatic mass lesions, with bulky disease

Follicular component 80% cases, purely diffuse pattern 20% cases 

Large centrocytes and centroblasts were a prominent feature leading to concern for DLBCL (60% diagnosed as DLBCL)

BCL-6+ in all cases, CD10 was positive 29% cases and 87% were BCL-2 negative

83% in CR following treatment (60% of patients with available treatment strategy received combination CHT)

5-year overall survival 100%, 5-year relapse-free survival was 76%

Saksena A. et al, AJSP, 2023



FISH and Molecular features

Mutations (10 cases TSO500 )

TNFRSF14 (60%)

B2M and XIAP (40 e 30%)

EZH2 e SOCS1 (20% each)

No CREBBP e KMT2D

FISH

3/12 BCL6R

1/11 BCL2R

Saksena A. et al, AJSP, 2023



Clinical Data

Single site disease, 
SUVmax 18 

Symptoms Laboratory 
findings

PET/CT

No laboratory 
abnormalities

No B symptoms

FCL-LFGT is not currently recognized as a distinct 

entity, given the vaginal rather than cutaneous 

location, a diagnosis of primary cutaneous 

follicle center lymphoma was not applicable

From the clinical standpoint, the high FDG 

uptake, and the incomplete excision of the bulky 

mass was considered to warrant treatment



Diffuse FL diagnosis should be 

made with caution after excluding 

other lymphomas, especially DLBCL 

in case of predominant large B-cell 

proliferation



Diagnosi

«The observed morphological and immunophenotypic features, together with the clinical finding of 

a single disease site, appear similar to those of primary cutaneous follicle center lymphoma with diffuse 

growth pattern (Saksena A. et al., “Follicle Center Lymphoma (FCL) of the Lower Female Genital Tract 

(LFGT): A Novel Variant of Primary Cutaneous Follicle Center Lymphoma (PCFCL).” Am J Surg Pathol. 2023).

However, given the non-cutaneous site, and the absence of a defined chategory for FCL-LFGT the neoplasm 

currently appears classifiable as DLBCL, GCB type based on the Hans algorithm»



Molecular findings in our case

Targeted NGS 60 genes

Absence of BCL2, MYC e BCL6 genes rearrangments

Genes Variant Effect VAF Coding ClinVar COSMIC dbSNP Domain
In silico 

predictor
Franklin

EZH2 missense 19.30 p.Tyr646Phe
Likely 

pathogenic
COSV57445929 

(DLBCL, FL)
rs267601394 SET pathogenic TIER1/LP

SOCS1 frameshift 17.89 p.Gln131ProfsTer69 NR NR NR SH2 NA TIER 3/VUS

R-CHOP without maintenance therapy



The new classifications acknowledge that knowing 

the translocation status will fill a critical knowledge 

gap, including diagnostic refinement and, potentially, 

patient stratification in the near future
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60% diagnosed 
as DLBCL

median follow-up 
7.8 years

Saksena A. et al, AJSP, 2023
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