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Colonic Metastases from a Luminal A Type Invasive Ductal Carcinoma

Breast: A Rare Case Report

Abstract

Metastatic carcinoma breast involving hepatobiliary system and peritoneum is a common and
well-described entity. However, colonic luminal involvement by breast metastases is rare and its
early recognition is important for accurate management planning. We report a case of an elderly
woman with luminal A type invasive ductal carcinoma (IDC) breast, initially controlled/stabilized
on hormonal treatment and later progressed to involve colon presenting with intestinal obstructive
symptoms. Lobular carcinoma breast which constitutes around 10% of breast cancers is more likely to
have gastrointestinal tract (GIT) involvement. On the other hand, GIT metastasis from IDC breast is
quite rare. Given the progressively increasing survival with current and forthcoming novel treatment
modalities, it is very important to recognize and understand unusual presentation of metastatic breast
cancer, such as colonic metastasis, for timely treatment planning and implementation.
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Introduction

Breast cancer is the most common cancer
among females, worldwide.!"  Various
prognostic factors in a case of breast cancer
include molecular phenotype, hormonal and
human epidermal growth factor receptor
2 (HER?2) status, size, grade of tumor, stage
of disease, and site of metastasis.!

Common secondaries in a case of breast
primary include, but are not limited to,
nodes, bones, lungs, liver, brain, etc.
Involvement of gastrointestinal tract (GIT)
is uncommon, and still rarer is the colonic
lumen involvement by metastasis.

We report an unusual case of luminal A type
of metastatic invasive ductal carcinoma (IDC)
breast, who had brain metastasis at the time
of presentation and diagnosis. She was
initially stable on hormonal treatment and
survived unusually longer than expected
with brain metastasis®* and then progressed
and presented with intestinal obstructive
symptoms and bleeding per rectum. On
investigations, she was eventually diagnosed
to have colonic metastases.

Case Report

A 73-year-old postmenopausal woman with
comorbidities of hypertension, type 2
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diabetes, sarcoidosis, and diabetic
nephropathy was diagnosed to have
carcinoma breast in January 2014. Biopsy
and histopathological examination from
breast lesion revealed IDC, positive for
estrogen receptor (ER) and progesterone
receptor (PR), with Allred score of
6/8 and 5/8, respectively. HER2 was
negative by immunohistochemistry (IHC).
Positron emission tomography—computed
tomography (PET-CT) revealed
heterogeneously ~ enhancing  lobulated
soft-tissue attenuation involving all four
quadrants of the right breast and overlying
skin involvement, as well as extensive
skeletal, nodal, peritoneal, mesenteric, and
brain metastases. The patient was not willing
for any radiotherapy or chemotherapeutic
intervention. Initially, she had taken
alternative therapy in the form of Ayurvedic
medicines for 6 months. We started her on
tablet exemestane 25 mg once a day (OD)
in July 2014. Initially, her symptoms
improved followed by disease stabilization.
She was apparently all right for a year on
hormonal treatment till June 2015, when
she developed respiratory failure and
uncontrolled diabetes which were managed.
PET-CT was done for disease evaluation
which  showed  overall  progressive
disease (PD). There was marked interval
decrease in size, fludeoxyglucose (FDG)
avidity of breast lesion, and complete
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metabolic  resolution of axillary lymphadenopathy.
However, FDG avidity of the pulmonary nodules increased
with increased interval in FDG avidity and decreased size
of skeletal lesions. Increased FDG avidity and size of
adrenal, omental, mesenteric, and peritoneal deposits was
also seen. She had not any gastrointestinal symptoms or
any evidence of PET avid disease in the colon. Despite
her symptoms, the patient refused cytotoxic chemotherapy.
She was switched to tablet letrozole 2.5 mg OD along with
injection denosumab 120 mg, every 4 weekly. She remained
clinically stable over the next 6 months till January 2016,
when she developed acute respiratory symptoms in the
form of cough and progressive dyspnea. On PET-CT, there
was evidence of PD (increased size and FDG avidity of
primary breast lesion and metastatic lesions). After clinical
stabilization, she was put on fulvestrant 500 mg every
4 weekly and tablet anastrozole 1 mg OD. Four months
later, she developed seizures with progressive decline in
cognitive functions along with progressive constipation.
Magnetic resonance imaging brain done in April 2016
showed multiple nodular mass lesions in cerebral and
cerebellar and frontoparietal region with perilesional edema,
suggestive of brain metastasis. PET-CT was consistent
with PD, with metabolically active mural lesion involving
proximal transverse colon, distal end of ileum, adjacent to
ileocecal junction [Figure 1]. Her carcinoembryonic antigen
levels were 173.69 ng/ml. Colonoscopy revealed a stricture
with luminal narrowing in the transverse colon along with
an ulceroproliferative growth in the proximal ascending
colon [Figure 2]. Histopathology of the colon lesion biopsy
revealed moderately differentiated adenocarcinoma in the
mucosa with cellular infiltrative pattern, and IHC showed
CK, CK7, CEA, P-120, GCDFP positivity and CK-20,
CDX-2 negativity, suggestive of metastatic adenocarcinoma
from the breast primary [Figure 3]. Symptomatic treatment
was given as surgical intervention was refused. She
was managed with best supportive care and eventually
succumbed to her disease.

Discussion

Breast cancer survival and overall prognosis, even in
metastatic setting, have evolved significantly over the past
few years. With availability of new therapeutic modalities
and novel chemotherapeutic and targeted agents coupled
with better understanding of pathology of breast cancer,
patient survival is prolonged. Therefore, recognition of
unusual pattern-like GIT secondaries becomes important
for their early diagnosis as well as timely appropriate
intervention or change of treatment strategy.

This case is rare in terms of unusually prolonged
survival,®¥ in spite of brain metastasis at presentation
without any radiotherapeutic or chemotherapy intervention.
The case also highlights the role targeting of hormone
receptors and its impact on survival, even in patient with
extensive metastatic disease. Although lymph nodes, lung,

Figure 1: Colonoscopy showing ulceroproliferative lesion with obstruction
in ascending colon and transverse colon

Figure 2: '®Fludeoxyglucose-positron emission tomography—computed
tomographic images depicting metastatic disease burden from primary
right breast lesion, including transverse colon and ileocecal junction

Figure 3: Photomicrographs showing histology and immunohistochemistry
profile of colonic deposits. (a) Tumor deposits in colonic mucosa beneath
surface epithelium (H and E, x100). (b) Cytoplasmic GCDFP-15 expression
by few tumor cells (IHC, x400). (c) Membranous p120 positivity in tumor
cells and colonic epithelium as internal control (IHC, x200). (d) Tumor cells
nonimmunoreactive to CDX2 with positive normal epithelium as internal
control (IHC, x200)

liver, or bones are the most common sites for distant
metastases, a few cases of GIT involvement have been
reported. As metastases to GIT from breast primary are very
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rarely recognized clinically, its true incidence is not known.
Our case is one of the very few reported cases of colonic
metastases from breast primary, worldwide.’! This elderly
woman had de novo metastatic breast cancer (MBC) with
brain metastasis at the time of presentation, which as such
is a poor prognostic marker independent of other risks.™

Invasive lobular carcinoma breast is known to metastasize
to GIT, but reports of IDC involving GIT are scarce.l*”
GIT metastases from breast have been reported to stomach,
small intestine, and colorectal region. The stomach is the
most common site of gastrointestinal involvement by MBC,
with an incidence of up to 15% at autopsy.’! Common
pattern observed in GIT involvement was infiltrative pattern
as in our case. Colonic involvement is common with some
autopsy series showing colonic metastases in up to 12%
of patients with breast cancer.”! A case series by Nazareno
et al. reported that autopsy involvement of the colon is
much higher than actual clinical presentation of colonic
metastasis.['” Carcinoma of the breast is the most frequent
source of hematogenous metastases to the large bowel, but
a peritoneal or lymphatic route is also possible.!'!

The median time to the development of metastases is
about 4 or 5 years. Patients can present with obstructive
symptoms and/or bleeding per rectum such as a primary
in colon or may mimic irritable bowel disease, Crohn’s
disease, or ulcerative colitis.['!

Classically described radiological finding of intestinal
primary, apple-core lesion, is uncommon. Endoscopy and
biopsy from the growth are the only diagnostic modalities
to accurately differentiate colonic primary from secondary
breast cancer lesions. The use of appropriate IHC markers
is very essential in such situations, as in our patient.
Positivity for ER, PR, CK7, and GCDFP15, as well as
negativity for CA19-9, CK20, and CDX2, suggests a breast
origin of a colonic lesion, especially in a known case of
breast cancer.['! Ductal breast neoplasms have membranous
staining, whereas lobular cancers show diffuse cytoplasmic
expression of P120 catenin.'' This can also help in
differentiating types of secondary deposits as seen in the
present case, where deposits were seen in the mucosa.

Thus, GIT metastasis from breast carcinoma may mimic
primary bowel neoplasm in clinical presentation, and IHC
aids in differentiating between the two.

Conclusion

Given the progressively increasing incidence and survival
of carcinoma breast patients with currently available and
evolving new modalities, we have to expect and recognize
unusual presentations of MBC, such as colonic metastasis,
for timely intervention planning and implementation.
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