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ABSTRACT

Breast cancer is the most common cancer among women, with 5 to 15% of these cases classified as invasive lobular carcinoma (ILC).
Metastases can occur at any stage of the disease, with the most common sites being bones, lungs, lymph nodes, liver, and brain.
However, extragenital metastasis to the uterus s rare. This study describes a case of a 52-year-old woman with breast pain for over a
month. Mammography indicated a suspicious nodule (BIRADS 5). Physical examination revealed a breast nodule, peau d’orange skin,
and axillary mass. Core biopsy diagnosed invasive lobular carcinoma. Tomographies suggested bone metastases. Additionally, she
presented with abnormal uterine bleeding, and ultrasonography showed a suspicious uterine nodule, confirmed as a metastasis of
ILC by immunohistochemical analysis. She had been treated with anastrozole since November 2023, with symptom reduction and
clinical follow-up. It is known that ILC is the breast cancer most likely to metastasize to the genital tract. Previous reports mention
difficulties in differentiation through imaging exams, with definitive differentiation achieved by biopsy of the cervix and/or later
by surgery for tumor excision, with histopathological analysis and immunohistochemical profiling. There is limited scientific data
on treatment options and prognosis in these cases. A study of approximately 1,650 patients with metastatic lobular carcinoma
showed an overall survival of about 34 months. Thus, it is concluded that metastasis of invasive lobular carcinoma to the cervix is a
rare entity, and this study aimed to contribute to the understanding of this condition and increase scientific evidence on the topic.
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INTRODUCTION

Breast cancer is the most commonly diagnosed malignant
disease in women (with an estimated 2.1 million new cases
in 2018) and is the leading cause of cancer-related death in
women in over 100 countries'. The National Cancer Institute
(INCA) projects approximately 73,000 new cases in Brazil for
the 2023-2025 triennium, with an adjusted incidence rate of
41.89 cases per 100,000 women. The age-adjusted mortality
rate from breast cancer in women in Brazil, based on the world
population, was 11.71 deaths per 100 women, with higher rates
observed in the Southeast and South regions and a progressive
increase with age?.

Invasive lobular carcinoma accounts for 5 to 15% of all
breast carcinomas. While the incidence rates of invasive duc-
tal carcinoma have remained stable, those of lobular carci-
noma have been steadily increasing since 1980. This rise pres-
ents a significant clinical challenge, as lobular carcinoma is

more difficult to detect through both physical examination
and mammography?.

Metastases can occur in both early-stage and locally advanced
breast cancer, with the most common sites of dissemination being
the bones, lungs, lymph nodes, liver, and brain*®. Metastases of
extragenital origin to the uterus are rare, typically affecting the
uterine body, while metastases to the uterine cervix represent
an extremely rare site for this neoplasm*®”.

Metastasis is the stage of cancer progression associated
with the highest mortality, making knowledge of rare meta-
static sites crucial for the early detection and interpretation
of symptoms.

This study aims to report a case of lobular carcinoma in a
52-year-old female patient, presenting with metastases to the
cervix and ovaries. Specifically, it focuses on a case of breast
lobular carcinoma metastasizing to an exceptionally rare site,
the cervix.
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CASE REPORT

A 52-year-old female patient, previously healthy and in her repro-
ductive years, G2C2, with menarche at 14 years, was referred to
Hospital Erasto Gaertner (HEG) in May 2023, presenting with
breast pain, changes in skin appearance, and a palpable nodule in
theright breast. Symptoms began one month prior to her referral
to this facility. Mammography revealed diffuse increased breast
density, nipple retraction, diffuse architectural distortion, exten-
sive radiodensity in the middle third of the breast, an ill-defined
radiodensity in the right axillary region, and a slightly lobulated
nodule, approximately 9 mm, in the right axillary region. These
findings were classified as BIRADS 5.

During her first consultation with a breast specialist in July,
physical examination revealed a locally advanced tumor in the
right breast. The skin displayed a peau d orange appearance and
thickening throughout the breast, with firmer areas in the upper
quadrants and retroareolar region, as well as nipple and skin
retraction in the inferolateral quadrant. Additionally, a palpable
mass was detected in the ipsilateral axilla, suggestive of lymph
node involvement. A core biopsy was performed, and staging
tests were ordered.

Core biopsy identified invasive lobular carcinoma, with
additional immunohistochemical studies showing positivity for
hormone receptors (estrogen and progesterone), negativity for
HER2, and a proliferative index (Ki67) of 5%. Staging via com-
puted tomography scans revealed predominantly sclerotic oval
lesions scattered throughout the skeleton, which are suspicious
for metastatic disease.

Inaddition to the breast complaint, the patient reported abnor-
mal uterine bleeding, specifically menometrorrhagia. A trans-
vaginal ultrasound was performed (Figure 1), which showed an
anteroverted uterus with smooth contours and a uniform myome-
trial texture, except for a well-defined, hypoechoic, heterogeneous

Figure 1. Transvaginal ultrasound showed increased uterine
dimensions, along with the reported parity (11.1 x 5.5 x 8.2
cm. Volume: 250 cm3), a patulous uterine cavity of 14 mm, and
heterogeneous content within it. Source: the authors.

nodular image on the posterior uterine wall, suggestive of an intra-
mural myoma, measuring 19 x 18 x 20 mm. Uterine dimensions
were increased, in addition to the reported parity (11.1 x 5.5 x 8.2
cm. Volume: 250 cm®). The uterine cavity was patent, measuring
14 mm, with heterogeneous contents inside, and no flow detected
on Doppler, which may indicate blood content. The ovaries were of
normal dimensions for the age group, and no free fluid was observed
in the pelvic fundus or tubal collections. The cervix appeared nor-
mal, measuring 4.3 cm in its longitudinal axis.

Hysteroscopy was conducted, and the curetted material was
sent for histological analysis. The results revealed atypical cell
proliferation in the endocervical stroma. Immunohistochemical
analysis identified metastasis of lobular breast carcinoma
(Figure 2), with positive hormone receptors and negativity for
HER2 (Figure 3).

The patient underwent laparotomy for salpingo-oopho-
rectomy, aimed at achieving castration, along with peritoneal
biopsy and peritoneal lavage cytology. Histological analysis of
these samples also confirmed metastases of lobular breast car-
cinoma, with immunohistochemical findings consistent with
those previously observed (cervix and breast).

Figure 2. A: Neoplasia with cord-like distribution, featuring
small cells with low nuclear grade (optical microscopy, hema-
toxylin and eosin, 400x); B: positivity for cytokeratin 7; and C:
positivity for GATA3 (optical microscopy, immunohistochemis-
try, 200x).

Figure 3. Immunohistochemical study showing positivity for hor-
monal receptors (estrogen (A) and progesterone (B)) and negati-
vity for HER2 (C). The Ki67 proliferative index (D) was approxima-
tely 5% (optical microscopy, immunohistochemistry, 400x).
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The patient is being monitored by professionals from the
clinical oncology and mastology services; she developed ane-
mia secondary to menometrorrhagia and is currently using fer-
rous sulfate, which has led to improvement in her hematimetric
indices. For the treatment of breast neoplasia, anastrozole was
prescribed and began in November 2023. The patient has toler-
ated the medication well, and during the last consultation (in
December), she reported a significant reduction in right axil-
lary lymph node enlargement, “softening” of the breast, and a
decrease in right breast hyperemia.

DISCUSSION

Lobular carcinoma is the primary malignant breast neoplasm
most commonly metastasizing to the genital tract, although
extragenital metastases to the uterus are rarely observed’.

Histologically, lobular carcinoma is characterized by cells
with minimal cohesion, either embedded in fibrous tissue or
arranged in linear cords. These cells have rounded or oval nuclei
with a rim of cytoplasm. Typically, mitoses are absent*?.

Immunohistochemical studies are conducted to distinguish
metastatic lobular carcinoma from primary cervical neoplasms®.
The panel for metastatic lobular carcinoma typically shows pos-
itive CK-7 and negative CK-20, with the breast-specific marker
GCDFP-15 also positive. Lobular carcinoma is usually charac-
terized by a loss of the adhesion protein E-cadherin. However,
approximately 15% of lobular carcinomas do not exhibit this
loss of expression®®.

Breast and gastrointestinal tumors are the most common
extragenital cancers that metastasize to the uterus, with lobu-
lar carcinoma being the most prevalent histopathological type
to do so®”. Uterine and vaginal metastases typically present
with vaginal bleeding, while ovarian metastases often appear
as asymptomatic ovarian masses®.

The ovaries are the most common sites of metastasis within
the female genital tract, due to their extensive vascularization
and lymphatic drainage’®. In contrast, the cervix has limited vas-
cular supply and only an afferent lymphatic drainage system,
which may account for the relative rarity of metastases to the
cervix compared to the ovaries®.

Lobular carcinomas exhibit a distinct pattern of metastasis
distribution compared to non-special type carcinomas (ductal,
not otherwise specified). They show a lower frequency of regional
lymph node metastases and a higher incidence of metastases to
distant sites, including the gastrointestinal tract, bones, skin,
meninges, uterus, and ovaries®.

The clinical characteristics of uterine involvement are often
nonspecific, typically presenting as vaginal bleeding and abdomi-
nal discomfort®. Anatomopathological findings from a previously
published study reporting a case of lobular carcinoma with metas-
tasis to the cervix indicated that the metastasis appeared as a
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protruding mass with a whitish appearance on section, resem-
bling the pattern found in leiomyomas".

Differentiating metastatic tumors from primary reproductive
system tumors is essential for accurate staging and treatment,
though it can be challenging. Previous reports highlight diffi-
culties in distinguishing these tumors through imaging tests,
with some cases of metastatic lobular carcinoma presenting as
lesions that mimic leiomyomas®.

Definitive differentiation can be achieved through cervical
biopsy and/or post-surgical tumor removal, with histopathologi-
cal analysis revealing the linear pattern characteristic of lobu-
lar carcinoma and an immunohistochemical profile consistent
with this diagnosis®'*!'.

Treatment options for cervical metastasis are influenced by
individual factors such as the extent of the disease, the presence
of other metastases, and the patient’s performance status. Given
the rarity oflobular carcinoma metastasizing to the cervix, there
is limited well-established scientific data on treatment options
and prognosis for these cases.

Previously published reports have documented the isolated
use of adjuvant palliative therapy with anastrozole and S-1, as well
as palliative chemotherapy with 5-fluorouracil, epirubicin, and
cyclophosphamide, followed by hormone therapy. Additionally,
the use of palliative radiotherapy for symptom management has
been reported'®*2.

In a study involving approximately 1,650 patients with met-
astatic lobular carcinoma, the overall survival rate was approx-
imately 34 months; there are no specific studies that address
the survival of patients with this type of cancer metastasizing
to the cervix".

CONCLUSIONS

Lobular carcinoma of the breast presents diagnostic and
therapeutic challenges, particularly when it metastasizes to
uncommon distant organs. This case report underscores the
importance of meticulous clinical follow-up and interdisci-
plinary collaboration for the effective management of patients
with this neoplasm and cervix metastases. Further studies
are required to develop specific therapeutic approaches and
enhance patient outcomes.
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