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Abstract

Primary breast lymphomas are rare. They are defined by the involvement of
one or both breasts. This is the first site affected or mainly affected with the
exception of ipsilateral axillary involvement. Due to the absence of specific
clinical and radiological signs, the diagnosis is confirmed by histology. The
most frequent entity remains diffuse large B-cell lymphomas. The place of
surgery remains exclusive in establishing the initial diagnosis. Anthracycline-
based chemotherapy with or without Rituximab remains the gold standard in
the therapeutic arsenal. We present the case of a 42-year-old woman with no
surgical history; nulliparous; followed in nephrology for chronic renal failure,
received as an outpatient for a nodule in the left breast in a context of dysp-
nea. This is a nodule discovered incidentally during a routine examination.
Clinical examination of the left breast found nipple retraction without ulcera-
tion; a mass 7 cm in diameter located in the left upper outer quadrant. Breast
ultrasound and mammography suggest a suspected lesion of malignancy. Af-
ter a percutaneous micro biopsy; the histological study confirms the diagnosis
of a large B-cell lymphoma of the left breast. A TAP CT scan is performed as
part of the extension assessment. Chemotherapy based on R-CHOP with local
radiotherapy is decided in CPR.
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1. Introduction

Originally described in 1959; Primary breast lymphomas are rare. They are de-

fined by involvement of one or both breasts. This is the first site affected or
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mainly affected with the exception of ipsilateral axillary involvement. They
represent less than 1% of all non-Hodgkin lymphomas and around 2% of extra-
nodal locations. Likewise, they constitute less than 1% of all malignant breast
tumors [1]. The classification of Wiseman and Liao defines diagnostic criteria
for primary breast lymphomas (PBL): an adequate histological sample, the close
association between the mammary tissue and the lymphomatosis infiltration, the
absence of diagnosis of extra-mammary lymphoma and the absence of metasta-
sis of the disease except for ipsilateral axillary lymphadenopathy [2].

Due to the rarity of this entity, we report a case of breast B cell lymphoma at

the Gabriel Touré University Hospital in Bamako.

2. Observation

42-year-old patient with no surgical history; nulliparous; followed in nephrology
for chronic renal failure, received on an outpatient basis for a nodule in the left
breast in a context of dyspnea. It is a nodule discovered incidentally during a
routine examination. The patient mentions painful breast tension that has been
evolving for six months.

On physical examination, his Eastern Cooperative Oncology Group Perfor-
mance:

Status (ECOG-PS) is rated grade II [3]. The conjunctivae are pink without
jaundice with discreet edema of the lower limbs.

Clinical examination of the left breast found nipple retraction without ulcera-
tion; a mass of 7 cm in diameter located in the left upper-outer quadrant, of firm
and hard consistency, fixed to the deep plane; without nipple discharge on pres-
sure. There are multiple homolateral lymphadenopathies. The contralateral breast
is unremarkable.

The pulmonary examination in front of dyspnea aggravated by the cough;
shows a pleural syndrome with frank dullness on percussion; abolition of the
transmission of vibrations with superior-internal concavity and abolition of ve-
sicular murmurs and bilateral pulmonary silence on auscultation. Gynecological
examination is normal.

Bilateral mammography showed opacity with an irregular polylobed outline,
with no focus on micro calcification. Breast ultrasound showed a hypoechoic
formation of irregular polylobed contours measuring 6.5 cm in diameter; hete-
rogeneous and hyper vascularized on doppler associated with multiple left axil-
lary lymphadenopathy. The lesion is classified BIRADS 4c.

Multiple percutaneous micro biopsies with automatic forceps are performed.

Histological study identifies fragments of breast tissue showing tumor proli-
feration made up of sheets of small to medium-sized lymphoid cells with ab-
normal anisokaryosis and mitosis. The stroma is thin.

In immunohistochemical study; markers; CD20 are positive on tumor cells; CD3
positive on normal T lymphocytes. Estrogen receptor (ER) hormone receptors;

Progesteron Receptor (RP) and Herceptin 2 (HER2) are negative on tumor cells.
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The diagnosis of large B cell lymphoma of the left breast is withheld.

An extension assessment comprising a thoraco-abdomino-pelvic tomodensi-
tometry objective bilateral pleurisy with a pulmonary nodule on the right; which
may be of metastatic origin. A bone marrow biopsy is offered to the patient.

R-CHOP-based chemotherapy with local radiotherapy is decided in the CPR
for the patient. She will benefit from two courses of CHOP-type chemotherapy
(Cyclophosphamide; Doxorubicin; vincristine, prednisone). While waiting for Ri-
tuximab for R-CHOP. The radiation therapy will not be performed. As part of the
follow-up we were unable to do sonography or mammography after two chemo-

therapy courses. The patient died in a context of respiratory failure.

3. Discussion

The discussion will focus on: clinical and radiological features, histopathology,
natural history, prognostic factors, and treatment of primary mammary lym-
phomas.

Primary breast lymphomas (PBL) are most often defined by a conservation of
the general condition; rare general signs and majority localized stages.

Primary breast lymphomas are very rare in humans with an incidence of about
10 cases out of 750. The average age is between 43 and 64 years. Nodal involve-
ment is found in 1/3 of cases with an increase in lactate dehydrogenase in % of
the cases. The international prognostic index (IPI) of DLBCL is greater than or
equal to 2 in about 20%. In a percentage of 2% - 16%; bilateral breast involve-
ment is found. Studies report neuromeningeal involvement at diagnosis [4] [5].

Several mammographic aspects can evoke a PBL of the breast, namely: an iso-
lated mass with irregular boundaries, a well-limited mass, an increase in paren-
chymal density with or without skin involvement.

Confirmation of the presence of a solid mass; hypoechoic or even anechoic
more or less well limited would be the main role of the ultrasound.

On MRI, lymphoma presents as a poorly defined lesion, but not spiculated;
hypo intense in T1 and iso intense in the glandular parenchyma in T2 with the
presence of a hyper intense halo. The enhancement is heterogeneous and early
with a “wash out” phenomenon. It would be superior to mammography and ul-
trasound in the detection of lymphomatous foci, the search for tumor characte-
ristics and the search for multicentricity. The CT would keep all its interest in
the assessment of extension [6] [7].

In a very large majority of cases, primary mammary lymphomas are diffuse
large cell lymphomas of the B phenotype (DLBCL) [8] [9] [10]. The identifica-
tion and determination of the histological subtypes show a predominance of
cell-type lymphomas. activated in at least 75% of cases. The Ki-67 proliferation
index is often high with an expression of the Bcl-2 protein in several studies [11]
[12]. MALT-type lymphomas (Mucosae Associated Lymphoid Tissue) have also
been described alongside these DLBCLs, which carry recurrent karyotypic ab-
normalities of this entity [13] [14].
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According to the various studies, the majority of patients are treated with
chemotherapy (CHOP protocol) without Rituximab. Disease-free survival and
overall 5-year survival are in the order of 55% to 60%, with a risk of local relapse
of 20%, probably depending on whether or not radiotherapy is performed. Ac-
cording to the international extranodal study Group, the risk of neuromeningeal
relapse by 5% is not increased in primary mammary lymphomas and patients
may be given neuromeningeal prophylaxis [7] [15].

The prognostic factors identified are essentially clinical criteria (PS perfor-
mance index, the initial stage, the number of extra nodal locations, the LDH lev-
el, bilateral breast involvement and IPI) and therapeutic (chemotherapy with or
without anthracycline, radiotherapy) [15].

According to a series from the Institut Curie comparing patients with DLBCL
to a matched series of patients with the same histology, the initial breast location
has no prognostic value for localized stages (IE according to the Ann Arbor clas-
sification) but not for the diffuse stages) [4] (Figure 1). However, other studies
suggest an unfavorable impact of breast location for follicular and marginal zone
lymphomas. Lymph node extension would have a negative impact on the prog-
nostic value of the initial breast involvement. The density of the micro-vessels is
an unusual histological criterion [11] [16].

Local radiotherapy retains all its prognostic value for localized forms of the

disease in terms of “becoming patients” [15] [17].

Figure 1. Histologically, dense proliferation of typical cells with rounded nuclei and a
high N/C ratio is observed (a, b). Immunostaining for breast cancer is negative for ER (c),
PgR (d), HER2 (e), with an MIB-1 labeling index of 90% (f).
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The treatment of primary mammary lymphomas is defined by the histological
subtype of the disease.

For DLBCL, the most frequent entity, anthracycline-based chemotherapy
combined with Rituximab remains the protocol of choice in the absence of any
contraindication, as for all non-Hodgkin lymphoma ganglionic or extra-nodal
[18]. Chemotherapy would not be necessary for MALT-type lymphomas and all
low-grade lymphomas of malignancy [7] [13] [14].

The place of surgery remains exclusive in establishing the initial diagnosis [2]
[8] [19]. Martinelli G et al do not find any benefit on progression-free survival
and overall survival after performing a mastectomy for primary mammary folli-
cular-type or marginal zone lymphomas [20]; however, Jennings WC et al. find
the opposite [21]. Regarding DLBCL surgery would have no legitimacy [1].

As for the place of radiotherapy in the therapeutic arsenal of DLBCL two large
studies are opposed in terms of survival, local relapse after radiotherapy [4] [20].

The Adult Lymphoma Study Group (GELA) reports that it was detrimental in
terms of toxicity to combine terminal radiotherapy with conventional chemo-
therapy [22] [23].
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