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Abstract: Primary breast lymphoma is a rare condition accounting for less than 0.5% of all breast 

malignancies. It typically presents as a solitary mass in women aged 50–60, with clinical and imag-

ing features mimicking breast carcinoma. We present the case of a 60-year-old woman with a right 

breast nodule diagnosed as marginal zone lymphoma (MZL) by histology. The patient was treated 

with R-CHOP immunochemotherapy followed by radiotherapy, achieving complete remission with 

24 months of sustained follow-up. This case highlights the importance of early histological diagno-

sis, the occasional diagnostic role of surgery, and the controversies surrounding treatment strategies 

for breast MZL. 
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1. Introduction 

Primary breast lymphoma (PBL) is a rare type of breast malignancy first identified 

in 1959 by Dobrotina, representing less than 0.5% of all breast cancers. Most of the infor-

mation on PBL comes from small case series or individual case reports. Most cases are 

diffuse large B-cell lymphoma (DLBCL), while marginal zone lymphoma (MZL) is less 

frequent but clinically relevant. Recent reports have highlighted diagnostic challenges 

and heterogeneity in therapeutic approaches, particularly regarding the role of radiother-

apy alone versus combined chemoimmunotherapy [1-3]. 

2. Case Report 

A 60-year-old female, with history of diabetes, hypertension and depression, pre-

sented with a right breast mass. Mammography showed a 15.4x10mm hypoechoic nodule. 

An ultrasound-guided core needle biopsy revealed a lymphoid lesion of undefined sub-

type. Because the material was insufficient for accurate subclassification, an excisional 

lumpectomy was performed for diagnostic purposes. Histology revealed polymorphic 

lymphoid infiltrate with intermediate to large, atypical lymphocytes and Reed-Sternberg–

like cells. This raised suspicion of lymphomatous granulomatosis or Hodgkin lymphoma. 

However, immunohistochemistry showed CD20 positivity, with negativity for CD10, 

CD30, BCL6, Cyclin D1, MUM1 and EBER, excluding Hodgkin lymphoma and EBV-

driven disease, and supporting a final diagnosis of marginal zone lymphoma (MZL). 

The patient reported weight loss but no other B symptoms. Laboratory tests showed 

mild anemia, with normal LDH. Bone marrow biopsy and staging CT scans revealed lo-

calized disease (Ann Arbor stage I). After multidisciplinary discussion, she received R-

CHOP immunochemotherapy (Rituximab, Cyclophosphamide, Doxorubicin, Vincristine, 
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Prednisone) for 4 cycles instead of 6, due to treatment-related neutropenic complications 

and institutional protocol for indolent histology. Consolidation radiotherapy (20Gy x 6 

sessions) was administered. She achieved complete remission, sustained at 24-month fol-

low-up.   

3. Discussion 

This case illustrates the diagnostic and therapeutic challenges of primary breast MZL. 

Core needle biopsy may fail to provide sufficient architecture for subtype classification, 

as occurred here, requiring excisional biopsy. While surgery has no role in treatment, it 

can be occasionally necessary for diagnostic clarification. The presence of Reed-Sternberg–

like cells raised differential diagnoses (Hodgkin lymphoma, lymphomatoid granulomato-

sis), but the immunohistochemical profile supported MZL. This highlights the importance 

of thorough immunophenotyping in avoiding misdiagnosis. 

Therapeutically, localized MZL is indolent, and radiotherapy alone is often consid-

ered curative. However, in this case, systemic treatment was chosen given the atypical 

histopathological features and diagnostic uncertainty at presentation. R-CHOP, although 

more commonly used for aggressive lymphomas, was administered in four cycles due to 

patient comorbidities, institutional practice, and treatment toxicity. Radiotherapy consol-

idation was added in line with some reported strategies. This approach achieved durable 

remission, consistent with outcomes described in recent literature for MZL of the breast 

[2, 4, 5]. 

Central nervous system (CNS) prophylaxis is not indicated for localized indolent 

lymphomas and was not considered here. Extensive discussion of CNS prophylaxis, more 

relevant to DLBCL, was avoided to maintain focus on MZL. Recent literature (2020–2023) 

supports the heterogeneity of treatment approaches in extranodal MZL, with radiother-

apy being standard for localized disease, and systemic therapy reserved for selected situ-

ations [3-5]. Long-term monitoring is essential due to the risk of relapses or histological 

transformation. 

4. Conclusion 

Primary breast MZL is a rare disease that can mimic breast carcinoma clinically and 

radiologically. Diagnosis requires histological biopsy with immunophenotyping, and ex-

cisional biopsy may be necessary when core samples are inconclusive. Treatment strate-

gies remain controversial; radiotherapy alone is often sufficient, but combined chemoim-

munotherapy may be considered in selected cases. This case underscores the need for in-

dividualized management and highlights the importance of long-term follow-up given 

the risk of recurrence or transformation. 
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