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• Female patient

• 51-year-old

CLINICAL DATA

An excisional biopsy of a 
right laterocervical lymph 
node was performed. 

On gross examination: 
irregular nodular mass with a maximum 
diameter of approximately 3 cm.

FOLL-BIO: 
From central pathology review

2017• Referred to the Azienda USL of Piacenza – Guglielmo da Saliceto Hospital

• Multiple lymphadenopathies and leukocytosis.
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At the referring laboratory, the diagnosis was: 

follicular lymphoma, grade 3 according to WHO (2016)

«Notably lymphoma cells are CD10-negative and MUM1 positive»

INITIAL DIAGNOSIS



• Complete remission following R-CHOP therapy

• 2 years of Rituximab maintenance

• 2024 (7 years from diagnosis): complete remission

CLINICAL FOLLOW UP AVAILABLE



INITIAL DIAGNOSIS

The patient was enrolled in the FIL FOLL12 and FOLLBIO studies; 
therefore, the case was submitted for pathological review 

(Code: 0673FOLL12).

At the referring laboratory, the diagnosis was: 

follicular lymphoma, grade 3 according to WHO (2016)

«Notably lymphoma cells are CD10-negative and MUM1 positive»

HISTOLOGICAL REVIEW
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• Follicular lymphoma

• Large B-cell lymphoma with IRF4 rearrangement

• Marginal zone lymphoma

• Lymphoplasmacytic lymphoma

DIFFERENTIAL DIAGNOSIS:



FISH analysis:

MOLECULAR STUDIES

BCL2 break apart probe: NEGATIVE FOR REARRANGEMENT

IRF4/DUSP22 break apart probe: NEGATIVE FOR REARRANGEMENT

BCL2 BA
IRF4 BA



MOLECULAR STUDIES

NGS analysis:

(targeted panel of 73 genes for

B- and T-cell lymphomas):

• MYD88 (NM_002468.4)
c.728G>A, p.(Ser243Asn)

VAF 40%

S243N

• CD79B (NM_001039933.2)
c.589T>G, p.(Tyr197Asp),

VAF 11.6%

Y197D

• CD79B (NM_001039933.2)
c.590A>C, p.(Tyr197Ser),

VAF 5.2%

Y197S
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Y197Sc.590A>C, p.(Tyr197Ser)

• CD79B (NM_001039933.2)
c.590A>C, p.(Tyr197Ser),

Y197S

DLBCL

PCNSL



FINAL DIAGNOSIS

• Histological evidence of monotypic B-cell lymphoma with “terminal 
differentiation”

• Mutations typically associated with post–germinal center biology 
(i.e. on MYD88 and CD79B) 

• Lymphoma with plasmacytic differentiation

• Unconfirmed diagnosis of follicular lymphoma



FINAL DIAGNOSIS

LPL

MZL• NOTCH2/KLF2/TNFAIP mut
• trisomy 3 / del7q  
• MYD88/CD79B WT

MYD88/CD79B 

Sharing of signaling biology
(NF-kB)
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La mutazione Gain of function (NF-kB cronico) (come con L256P) e 
quindi biologicamente coerente con un Linfoma Linfoplasmacitico

Le mutazioni nell’ITAM (Y196) determinano un’attivazione cronica
del BCR e un conseguente aumento del NF-κB, 

GIUSTIFICAZIONI BIOLOGICHE AL LPL

MYD88 S243N, pur non essendo la canonica L265P,
dominio TIR ed è stata riportata in neoplasie B mature come

attivante del pathway NF-κB.”



The 2014 study by Hunter et al. reports validated somatic CD79B mutations in 2 out 
of 30 (7%) Waldenström macroglobulinemia patient samples, specifically 
identifying missense mutations that often affect the ITAM domain. The study 
highlights these findings, noting their presence within the context of MYD88-
mutated cases and their role as recurring somatic events, as stated in the text: 
"Other genes with validated somatic mutations in this series of patient samples 
included: ARID1A (5 of 30; 17%), CD79B (2 of 30; 7%), TP53 (2 of 30; 7%), MYBBP1A 
(2 of 30; 7%)...".

L, Yang G, Zhou Y, Liu X, Cao Y et al. The genomic landscape
characterized by highly recurring

mutations, and small somatic deletions
lymphomagenesis. Blood 2014; 123: 1637–1646.

The study by Poulain et al. (2016) highlights that CD79B/A mutations (BCR 
pathway) are mutually exclusive to CXCR4 mutations within Waldenström 
Macroglobulinemia, suggesting distinct genomic subgroups. The researchers 
found that CXCR4 mutations do not occur in the same clones as CD79B/A 
mutations, using this distinction to characterize clonal evolution

Caillault A, Figeac M, Herbaux C, Marot G et al.
mutations in Waldenström macroglobulinemia.

Nello studio di Jimenez et al. (Blood 2015), il CD79B risulta mutato nell'8% dei 
pazienti analizzati tramite NGS, evidenziando il ruolo del gene nel profilo 
genetico della Macroglobulinemia di Waldenström.

Álvarez M, Chillón MC, García-Mateo A,
of Waldenstrom macroglobulinemia by
fouteen genes in a series of 61
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