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Metachronous breast neoplasms:
squamous cell carcinoma and lobular carcinoma
in situ within a fibroadenoma

Marcelo Moreno'*

ABSTRACT
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, Franciele Meurer?

Breast squamous cell carcinoma are rare, occurring in less than 0.1% of all breast carcinomas. This report describes the oncological
conduct performed on a patient with a triple negative squamous cell carcinoma in the upper outer quadrant of the right breast.
The same patient presented a lobular carcinoma in situ within a fibroadenoma of the contralateral breast, during the follow up
period. The association of these two diseases in the same patient has not yet been described in the literature.
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INTRODUCTION

Breast squamous cell carcinoma (SCC) occurs when more than
90% of malignant cells are squamous'. Furthermore, the neoplasm
cannot be related to cutaneous elements of the breast (skin and are-
ola-papillary complex) and no other invasive cellular components
can be present, such as ductal cells**. The first account of this was
described in 1908 by Troell’. It is considered to be a rare neoplasm,
as it represents less than 0.1% of breast carcinomas®®. For this rea-
son, the publications about it are based on reports or case series
that mostly analyze the form of treatment used and the prognosis™®.

Carcinoma inside a fibroadenoma is also uncommon’. It is
believed that ductal or lobular cells, which characterize a carci-
noma, could originate within the pre-existing benign lesion, or both
coexist from the beginning®"’. Behavior, treatment and prognosis
depend on whether the carcinoma component is invasive or i situ'.

This article reports on the clinical-histological findings and
the treatment of a breast SCC diagnosed in a patient who, dur-
ing an oncological follow-up, also presented a lobular carcinoma
in situ inside a fibroadenoma.

CASE REPORT

A 58-year-old white woman came to the consultation to investi-
gate atumor in her right breast, which had appeared a year before.

The patient reported that the lesion started as a palpable lump
inside the breast, grew rapidly and had ulcerated 30 days before.
She reported that she had been undergoing breast imaging exams
since she was 50 years old and that she had not been diagnosed
with a previous lesion at that breast site. A physical examination
revealed a 6 x 5.5 cm tumor mass, circumscribed and associated
with a central spontaneous drainage hole of necrotic material
located in the upper outer quadrant (UOQ) of the right breast,
3 cm from the areola papillary complex. On the mammogram,
it was possible to observe a mass that had rounded density, ill-
defined contours and similar dimensions to the findings of the
physical examination (Figure 1). On the ultrasound, the lesion
was well defined, with heterogeneous echogenicity and defined
contours. It measured 5.19 x 4.09 cm. Fine needle aspiration punc-
ture (FNAB) of the breast lesion was performed, and a cytopa-
thology described findings compatible with malignant neoplasia.
Imaging tests were performed for staging (chest and abdomen
tomography), and no signs of distant diseases were found. It was
recommended that the patient perform a biopsy of a fragment with
a thick needle (core biopsy) to define the histology of the lesion.
Then, the form of treatment would be proposed. However, because
of a personal request, she was referred to surgery as an initial
treatment. The patient underwent a right mastectomy and ipsi-
lateral axillary dissection, and the histopathological description
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was of a well-differentiated SCC, with a skin invasion. Clusters of
malignant squamous cells were present in more than 90% of the
examined histological sections. Eighteen axillary lymph nodes
were removed, of which, three were affected by the neoplasia
(pT4apN1) (Figures 2 and 3). Assessing clinical history, physical
examination, histopathological description of the neoplasm, and
the fact that the patient had no previous history of SCC diagno-
sisin another anatomical site, it was considered to be a primary
SCC in the mammary gland. The immunohistochemical exam-
ination showed negativity for estrogen/progesterone receptors
and for HER-2. The patient underwent adjuvant treatment with
chemotherapy (cyclophosphamide, methotrexate and 5-fluoro-
uracil) and radiation therapy.

After three years of oncological follow-up, a fibro adenoma
associated with alobular carcinoma in situ was diagnosed in the
UOQ of the left breast. The fibroadenoma measured 1.2 x 0.8 cm.
The lobular carcinoma was 0.4 cm in size and was in the center
of the largest lesion. The margins were described to be compro-
mised, as there were more foci of lobular lesion i sitz in the adja-
cent breast parenchyma. The diagnosis of the lesion in situ was
also confirmed by immunohistochemistry, which described a
negative lesion for E-cadherin. Because of previous surgery on
the right breast, and because of her increased risk of developing
more breast cancer, the patient opted for a left adenomastectomy
with bilateral reconstruction (placement of bilateral retromus-
cular expanders, which were replaced by breast implants after
six months of tissue expansion). Currently, the patient is asymp-
tomatic, and completing 10 years of clinical follow-up and does
not have signs of recurrence of the first neoplasia. This report
is part of the research carried out with cancer cases diagnosed
in western Santa Catarina and was approved by the Research
Ethics Committee of the Universidade Comunitaria da Regido
de Chapecé (opinion no. 069/07).

Figure 1. Mammography of the right breast in a lateromedial
projection showing a large tumor in the upper outer quadrant
of the right breast.

DISCUSSION

The reported incidence of SCC as a primary breast tumor varies
between 0.1% and 0.4% in relation to all breast carcinomas'**.
This neoplasm has already been described in women aged between
29 and 90 years old, but the diagnosis predominates in patients

Figure 2. A macroscopic examination of the surgical specimen,
with a centralized tumor lesion between the breast tissue, contai-
ning a central area with necrosis (N) and a skin extension (arrow).

Figure 3. Photomicroscopy of primary breast squamous cell
carcinoma (H&E 200X). (A) Area with a cluster of malignant
squamous neoplastic cells; (B) connective tissue of the adjacent
breast parenchyma.
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Rare and metachronous breast neoplasms

aged 50 to 54 years old"*'. They are usually large tumors at the
time of the diagnosis (greater than 4 cm), due to rapid growth,
which can evolve with central necrosis'. The reported patient
was slightly older than the most frequent age group, and had a
clinical presentation similar to that documented in the litera-
ture, including a rapid increase in tumor size and the presence
of central necrosis that evolved to cutaneous fistulization. To
define that SCC as the primary cancer of the breast, it is neces-
sary for the predominant cell type to be squamous cells (more
than 90% of the neoplasia area). Furthermore, the lesion can-
not have any relation with the overlying skin and there can be
no indication of primary SCC in other anatomical sites'. The
histogenesis of this type of neoplasm has not yet been defined,
but it is believed that it may be the result of the evolution of a
scaly metaplasia in a previous benign breast lesion'®. Another
possibility is that the SCC originates from an area of squamous
metaplasia within an invasive ductal carcinoma™ !>, In the
case of the patient presented, there was no clinical report or
documentation of a previous breast image describing a lesion
in the UOQ of the right breast.

There are no specific radiological findings of this neo-
plasm on mammography exams'!. Ultrasonography may
show a nodule with heterogeneous echogenicity that is well
defined, or an area with echographic characteristics of a cyst
or breast abscess'®'®. These characteristics were described
in the ultrasound examination of the patient’s breast lesion
reported here.

The main cytological finding in material from FNAB is the
presence of malignant squamous cells; and an incisional biopsy
is usually necessary for a definitive diagnosis'**. In the case
reported, the patient did not want to proceed with further inves-
tigation. In view of the clinical aspect of the lesion, she requested
to undergo surgical treatment. As a result, there was no histo-
logical definition of the neoplasia nor, consequently, the option
of neoadjuvant therapy, which made conservative breast sur-
gery impossible.

Usually, primary breast SCCs are neoplasms that do not
1213 and, there-
fore, hormone therapy is part of the therapeutic arsenal.
However, in most cases, there is a positive epidermal growth
factor receptor (EGFR), cytokeratin CK5 and CK6, which may
explain the high rate of cell proliferation and therefore the
poor prognosis*®. The immunohistochemical examination
of the neoplasm diagnosed in the present case described a
triple-negative neoplasm, which corresponded to that docu-
mented in the literature on primary breast SCC. No research
was performed on EGFR, CK5 or CK6.

The treatment of breast SCC does not differ from that insti-
tuted for other histological types, which may involve surgery,
neoadjuvant or adjuvant chemotherapy, and radiotherapy*.

express estrogen or progesterone receptors
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Radiotherapy plays an important role, considering that most
cases have a locally advanced presentation of the disease”.

Previous studies indicate that the prevalence of lymph node
metastasis varies from 41% to 47%"'"'¢. Patients with lymph
node involvement from the neoplasm seem to have a better
response to adjuvant chemotherapy compared to those with
no involvement'®. However, surgery is considered the main
choice in order to manage the disease. A radical mastectomy
is the most commonly used mainly due to the tumor size in
the initial presentation.

Clinical progression is generally poor, and the most impor-
tant prognostic factor is the size of the primary lesion at the
time of the diagnosis. Tumors with a diameter greater than 5 cm
are associated with a greater chance of systemic recurrences®.
Five-year survival ranges from 60% to 75%%*°.

In addition to the rarity of the first tumor, the patient
developed lobular carcinoma in situ in fibroadenoma in the
contralateral breast, during the third year of cancer follow-
up. The association between carcinoma and fibroadenoma
is also considered to be rare’. In a series that evaluated 30
cases with this association, 53.3% had invasive ductal car-
cinoma, followed by 23.3% having ductal carcinoma in situ,
16.7% having lobular carcinoma in situ and 13.3% having
invasive lobular carcinoma'®. It is normally diagnosed in
women aged between 44 and 47 years old*'’. This finding
is usually incidental and occurs after surgical removal of a
fibradenoma'®". Whatever the type of neoplasm associated
with fibroadenoma (in situ or invasive, lobular or ductal), the
biological behavior is the same as for carcinomas that origi-
nate outside the fibradenoma!'.

Treatment follows the pattern for non-fibroadenoma-related
carcinomas. In the case of carcinoma in situ originating within
a fibroadenoma, conservative treatment is recommended.
However, because lobular carcinoma in situ is associated with
an increased risk of developing breast cancer, a prophylactic
mastectomy may be considered (if the patient has clinical cri-
teria or laboratory tests that characterize genetic mutation)®!.

The case presented here has the particularity of primary
breast SCC, with a clinical presentation, radiological findings, a
histological diagnosis, and an immunohistochemistry with the
same characteristics as the cases described in the literature.
In the oncological follow-up, it was possible to diagnose the sec-
ond neoplasia in a period of three years and to carry out comple-
mentary surgical treatment. Due to the fact that the patient had
previously undergone aright mastectomy due to a rare neoplasm
and because she had a new lesion associated with an increased
risk of developing another breast cancer, we opted for an ade-
nomastectomy on the left, with immediate reconstruction and
a tissue expander, and subsequent prosthesis replacement in
both breast sites.
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CONCLUSION

Primary breast SCC is rare and is associated with a worse
prognosis than unspecified breast carcinoma. Lobular car-
cinoma in situ, originating within a fibroadenoma, is also an
uncommon diagnosis. In the case reported, these two neo-
plasms were diagnosed metachronously, and it was possible
to adjust the conduct of each one according to what is rec-
ommended in the literature. The patient has survived dis-
ease-free for 10 years, despite the fact that the initial stage of
SCC is normally related to a worse prognosis. The diagnosis
of the second neoplasm was only possible through adequate
oncological follow-up.
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