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Rezumat

Limfomul difuz cu celulă mare B mamar la bărbaţi reprezintă o 
entitate rară ce poate mima carcinomul mamar ca prezentare 
clinică, de aceea tratamentul iniţial pentru majoritatea pacienţilor
rămâne cel  chirurgical. Diagnosticul şi tratamentul precoce comple-
mentar, chimioterapia şi radioterapia, sunt foarte importante. Vom
prezenta cazul unui bărbat de 56 ani diagnosticat cu limfom difuz cu
celulă mare B, primitiv cu localizare mamară - formaţiune tumorală
mamară fără limfadenopatie axilară. În urma biopsiei mamare,
examenul histopatologic susţinut de testele imunohistochimice 
stabilesc diagnosticul de limfom difuz cu celula mare B mare 
primitiv cu pozitivitate pentru CD 20, CD 10, şi negativitate 
pentru BCL 2, myc  şi BCL 6 cu index de proliferare foarte mare
(Ki 67 90%). Pacientul a primit trei cure de chimioterapie R-CHOP
(rituximab, ciclofosfamida, adriamicina, vincristine si prednisolon). 
Limfomul difuz cu celulă mare primitiv mamar la bărbat reprezintă
o entitate foarte rară, fiind necesară o supiciune ridicată pentru 
diagnosticul şi tratamentul precoce.

Cuvinte cheie: limfom difuz cu celule mare B, sân,  bărbat, tratament
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Introduction

Primary Non-Hodgkin malignant (NHML)
lymphoma of the breast (PLB) is a very
uncommon disease, subject to curability, with
a very unusual occurrence in male patients.
NHML stands for 2,2% of extranodal lym-
phomas and for 0,04 to 0,5 % of malignant
breast neoplasms (1,2). Despite clinical and
imagistic similarities between breast lymphoma
and carcinoma, the overall prognosis differs
regarding treatment options according to recent
studies. Treatment modalities includes surgery,
radiotherapy and chemotherapy used alone or
in combination (3). Although all histological
types of lymphoma have been described, PBLs
are commonly B cell lymphomas; approxi-
mately one-half are diffuse large B cell 
lymphoma (DLBCL) (4). There is insufficient
information regarding PBL and especially
DLBCL of  breast in male patients.

Case Report

A 56 year old man showed up with a mass in the
breast and he was diagnosed with primitive
breast diffuse large cell lymphoma B after a
biopsy was performed. 

Physical examination of right breast showed

a painless tumor mass with increased consis-
tency, fixed to deep structures; the overlying
skin showed an “orange peel” appearance, 
reddish color and retractile nipple. Mobiles and
painless axillary, cervical and inguinal lymph
nodes were described. The patient showed no B
symptoms (high ondulatory Pel Ebstein type
fever, weight loss or night sweats) or any
remarkable past medical history. 

Mamography revealed a subareolar hetero-
geneous tumor mass with a spiculated and
lobular pattern and a maximum diameter of 4
cm. 

Cell blood count (CBC) and laboratory tests
were normal, LDH level was 261 IU / L and β2
microglobulin was 1,4 μg/ml. Screening tests
for HIV, HCV and HBsAg were negative. 

Computed tomography (CT) performed for
thorax, abdomen and pelvis reveled no patho-
logical aspects.

Breast biopsy was performed and histo-
pathological examination revealed large
islands of non-cohesive large cells, with round
to oval nuclei with visible nucleoli, and high
nucleus-cytoplasm ratio and a high prolifera-
tive index that effaced the breast parenchyma
(Fig. 1A). The tumor showed a diffuse growth
pattern with large cells which were similar
immunoblasts (amphophilic cytoplasm, eccen-
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Primary breast diffuse large B cell lymphoma (PBL) in male patients represents a rare clinical 
phenomenon and can imitate a breast carcinoma in its clinical presentation, so, therefore, the initial
treatment for most patients remains surgery. Prompt diagnosis associating subsequent treatment
combining chemotherapy and radiotherapy are of the utmost importance. We herein report a 56 year’s
old male patient diagnosed with diffuse large B cell lymphoma, after clinically presenting with a 
visible tumor in the left breast and showing no axillary lymphadenopathy. Following clinical 
diagnosis we performed a breast biopsy with subsequent immunohistochemistry testing. The results
showed  that the malignant cells stained positive for CD 20, CD 10, and  negative for BCL 2, myc and
BCL 6, ER/PR with a high proliferation index (Ki 67 90%). The immunohistochemical tests were 
suggestive for primary large B cell lymphoma of the breast, germinal center type. The patient was 
submitted to three cycles of R-CHOP (cyclophosphamide, adryamicin, vincristine and prednisolone)
and rituximab chemotherapy. Primary diffuse large B cell lymphoma is an extremely unique disease
that involves a rather difficult differential diagnosis with a breast carcinoma. A strong index of 
clinical suspicion is necessary with early diagnosis and treatment. 
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tric nuclei with one central nucleolus) or 
centroblasts (pale or basophilic cytoplasm,
vesicular chromatin due to chromatin 
margination, 2 - 3 nucleoli, often near nuclear
membrane) facts highly suggestive of DLBC.
Additional immunohistochemical investiga-
tions were performed to assess the pheno-
type and provide a definitive diagnosis. The 
neoplastic cells showed positivity for CD 20
(Fig. 1B), CD 10 (Fig. 1C), BCL 6 (Fig. 1D)
and were negative for CK, BCL 2, myc, and
ER/PR. The fraction of Ki-67-positive tumor
cells was about 90%. In light of the ancillary
tests the final diagnosis was established as
primitive breast diffuse large B cell lym-
phoma (PBL) stage IE according to
American Joint Committee on Cancer 2010
(7th edition) staging system /Ann Arbor,
resulting in classification as early stage by
definition. A right Madden type mastectomy

with axillary lymph node dissection was the 
surgical choice. 

Postoperatory microscopic examination of
the surgical specimen revealed the same
aspects as anterior biopsy with the same
immunohistochemical profile, no malignant
cells in axilary lymph nodes.

An osteomedullary biopsy showed a 
negative result for lymphomatous infiltration.

The patient received 3 cycles of R-CHOP
chemotherapy and immunotherapy and the
left thoracic wall was irradiated with pro-
phylactic total dose of 50 Gy, in 10 fractions.
Follow-up CT and PET CT after 6 cycles of
R-CHOP imunochemotherapy highlighted
absence of any residual tumor.

Follow-up chest CT and breast ultrasono-
graphy (USG) performed 17 months after radio-
therapy revealed that no morbidities (such as
radiation pneumonitis or arm edema) occurred.

Figure 1. (A) Ob 20x: HE: Islands of non-cohesive large cells with round to oval nuclei, visible nucleoli and a
high nucleus-cytoplasm ratio. (B) Ob 20x: CD20: nuclear positivity in large cells. (C) Ob 20x: CD10:
nuclear positivity in large cells. D: Ob 20X: BCL6 – negative
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Discussions

The rarity of this type of breast malignancy is
explained by the fact that histologically, the
breast parenchyma contains less lymphoid 
tissue than other organs such as small or large
intestines where primary lymphomas are
more frequently found. (5)

The definition of PBL was  for the first time
proposed by Wiseman and Liao in 1972 in a
study that included only a small number of
patients: (1) a pathological specimen with a
close association between the lymphomatous
infiltrate and the breast tissue; (2) extramam-
mary lymphoma or  a widespread disease; (3)
Primary tumor with in the mammary gland
and ipsilateral lymph nodes simultaneous.
Because of the rarity of the disease, most of the
previous studies were small retrospective
analyses. (6,7)  So primitive breast lymphoma
(PBL) with large B cells was defined as uni-
lateral or bilateral localized extranodal breast
lymphoma without the importance of the
regional lymph nodes. (8)

The most common type of primary breast
lymphoma is diffuse large B cell lymphoma.
The right breast was involved in our case. PBL
occurs more frequently in the right breast,
with a 3:2 ratio, according to literature data 
(6,9,10).

Breast ultrasound features of tumoral
mass were heterogeneous, ill defined.
Because none of these imaging features are
pathognomonic, a biopsy was necessary. Not
only a histopathological examination but also
immunohisto-chemical staining were manda-
tory for diagnosis.

No consensus exists on the best way to treat
PBL. Miller et al concluded that three cycles 
of CHOP regimen followed by IFRT (involved-
field radiation therapy) are superior to eight
cycles  of chemotherapy alone (11). Nowadays,
the most common chemotherapeutic regimen for
treating PBL is R-CHOP with rituximab, 
a monoclonal antibody targeting the CD 20 
antigen which is reported to have a high 
efficacy for DLBCL. (12) Rituximab, lumpectomy,
and three cycles of chemotherapy are recom-
mended as treatment options. However, further

studies are necessary to validate this treatment
protocol (13).

Mastectomy has been a common PBL 
therapy for decades and remains a frequent
treatment choice in some reports (14,15).
Studies regarding surgery by Ryan et al,
showed  that mastectomy was associated with
increased risk of mortality, as opposed to 
biopsy or lumpectomy. In addition, axillary
node dissection did not show any improve-
ment in survival (10,16).

Diagnosis was made by core needle biopsy
and staged by computed tomography scans of
the chest, abdomen and pelvis and bone 
marrow biopsy. The staging and  histopatho-
logical diagnosis was based on the Ann Arbor
staging system and WHO nomenclature (9,17).

Conclusions

Here we report an extremely rare case of
PBL in a male patient, confirmed by
histopathology and immunohistochemistry
and treated with Madden type mastectomy
and axillary lymph node dissection associated
with R-CHOP and radiotherapy. Six respec-
tive seventeen months follow-up showed com-
plete response (clinical, biological, hematolog-
ical and imagistic evaluation).

Clinical and imagistic examinations of
PBL are not different from breast carcinoma.
, Although chemo and immunotherapy seems
to be the more typical choice, alone or in com-
bination with other treatments there are not
clear consensus concerning the therapy. 

The histological subtype, disease extent
and the individual patient represents the
base of chemotherapeutic choice.
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