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Rectal Carcinoma-Associated Metastasis
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ABSTRACT

We report a case of carcinoma originating in the rectum that, during the disease course, presented
metastasis in both mammary glands. Metastases to the breast are rare, and among those observed with
greatest frequency are lymphoma-related infiltration, melanoma, and sarcomas. The presence of metastasis
of rectal carcinoma in the breast is an unusual event. (J CANCEROL. 2014;1:36-40)
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INTRODUCTION

Colorectal cancer occupies third place in cancer
incidence worldwide, placed below only lung
and breast cancer’. Around 60-70% of patients
are diagnosed at stage I-Ill, of which half will
have recurrence and die from cancer. The sur-
vival of these patients has increased from be-
tween 3-5 months with the best support treat-
ment up to 20-24 months with multidisciplinary
management and the incorporation of novel com-
binations of chemotherapy and monoclonal anti-
bodies?®. This increase in survival has allowed for
observation of uncommon sites of metastasis of
colorectal carcinoma such as brain, bone, pleura,
and breast. The latter is a rare site for extramam-
mary-neoplasia metastatic disease; the reported
frequency is 0.5-6.6% of all malignant neoplasias®.
Melanoma, lymphomas, and sarcomas are the main
neoplasias that involve metastasis to the breast.
The first case in our experience is presented here-
in of rectal adenocarcinoma metastasis in mam-
mary glands.

CASE REPORT

A female aged 36 years without important prior
incidents who had a history of rectorrhagia and a
non-quantified weight loss during five months of
evolution. On medical examination, she had no
relevant clinical data and on physical exploration,
a tumor localized in the rectum 4 cm from the anal
margin was palpated. Initial laboratory studies di-
vulged slight anemia and normal blood chemistry
and carcinoembryonic antigen (CEA). During colo-
noscopy, an ulcerated tumor was observed, local-
ized in the distal third of the rectum; a biopsy of
the lesion was performed. The histopathological
study revealed poorly differentiated adenocarci-
noma in rectal signet-ring seal cells (Fig. 1). Com-
puted tomography (CT) study of the abdomen/
pelvis demonstrated 2 cm thickening of the rectal
wall without metastatic disease.

Figure 1. The histological slices show myxoid stroma separated
by thin bands of vascularized, lax, fibrous connective tissue, amorg
which there are neoplastic cells with rejection of the nucleus to the
periphery (signet-ring seal cells) (H&E, 10x).

Abdominal-perineal resection with hysterectomy
was performed on August 11, 2003 at another
hospital. The pathological report was high-grade,
colloid-type, mucinous adenocarcinoma with in-
filtration in muscle layers and serum; the anal
mucosa also exhibited contiguity related infiltra-
tion and metastasis to two regional lymph nodes,
which was staged as T3N1MO = IlIB (AJCC 6}"
edition).

The patient received adjuvant treatment with ra-
diotherapy (45 Gy) to pelvis from November 25 to
December 24, 2003, as well as 12 cycles of adju-
vant chemotherapy with the FOLFOX combination
(folinic acid, 5-fluorouracil, oxaliplatin) from Octo-
ber 14, 2003, to March 30, 2004.

After 13 months of surveillance (to April 2005), the
patient noted growth in both breasts, left axilla,
and right groin. Two months later, the patient pre-
sented for medical examination; a tumor was dog-
umented in the left side of the abdomen and the
presence was confirmed of a 9 cm tumor in right
breast, a 10 cm tumor in left breast, with 2 cm left
axilla and 2 cm right groin adenopathy. Blood
studies determined a rise in serum-level CAE of
58.2 ng/ml (reference values, 0-10 ng/ml) and the
presence of an abdominal tumor by CT (Fig. 2).

37



S e .G 2 Diatancia WA om
e % L &

'

CONTRASTE
AR LG

A

Figure 2. Computed tomography of the abdomen. Tumor in left
side of the abdomen of 9.5 cm; heterogeneous and well delimited.

Heterogeneous fibroglandular tissue asymmetry
was observed in the mammographic study, in
addition to an increase in left-breast density, right-
breast nipple retraction, and the presence of bilat-
eral nodules (Fig. 3). Bilateral breast ultrasound
(US) showed multiple nodular images of defined
borders, vascularity in their interior, and bilateral
subcutaneous tissue edema.
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On July 28, 2005, exploratory laparotomy wals
conducted, with tumorectomy of a 45 40 cm cys-
tic lesion in peritoneum and incisional biopsies
of both breasts. The histopathology report wals
mucinous, poorly differentiated adenocarcinoma
with signet-ring seal cells in surgical pieces. The
complementary IHQ study was CEA- and cyto-
keratin 20-positive, while cytokeratin 7 (CK7) was
negative (Fig. 4 and 5). Treatment was again ad-
ministered with FOLFIRI (irinotecan, 5-fluorouracil
and folinic acid) plus bevacizumab every two
weeks, supported with colony-stimulating factar
(CSF). The patient received nine treatment cycles
with maximal response but short (4 months) dura-
tion. During application of this treatment scheme,
the following were observed: neutropenia, nau-
sea, vomiting, and grade 3 diarrhea, with two
hospital stays. She also presented anemia and
grade 2 asthenia. After cycle nine, disease pro-
gression was documented in the abdominal cav-
ity with peritoneal carcinomatosis, with the latter
in soft parts. The patient was observed clinj-
cally with greater deterioration of her general

Figure 3. Bilateral mammography. Caudal cranium and lateral-medial oblique projections with evidence of tumors in both mammary glands, nodulzr:
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Figure 4. The immunohistochemical (IHQ) reaction with the anti-
cytokeratin 20 antibody is positive in the cytoplasm of neoplastic
cells (tobacco-brown in color) that form tubular structures of variables
sizes (IHQ, 20x).

condition, and died two months afterwards due
to tumor activity.

DISCUSSION

Mammary gland-associated neoplasias are infre-
guent and constitute 2.7% of all malignant lesions
of this organ’®. Reports of autopsies cite an inci-
dence of 1.7-6.6% and clinical series of 0.5-1.3%?2.
The most common metastases in breast in order
of frequency are as follows: lymphoma, melanoma,
rhabdomyosarcoma, pulmonary neoplasias, ovarian
neoplasias, and renal carcinomas®®. Sporadically,
metastases have been reported of thyroid, endo-
metrial, cervicovaginal, and gastrointestinal origin3
(Table 1).

Alvarado, et al.’® reported, in a series of 10,650
breast biopsies in a Mexican population group,
24 cases of metastatic neoplasias, whose origin
corresponded to melanoma, sarcomas, and ovarian,
lung, kidney, and gastrointestinal tract, but no rectal
carcinomas.

On review of the literature, 10 cases have been
recorded of rectal carcinomas that are metastatic
to the breast during the past 25 years' 2, This is
the first reported case in the Mexican population

Figure 5. The immunohistochemical (IHQ) reaction with the anti
cytokeratin 7 antibody resulted negative in neoplastic cells (IHQ, 20x).

Table 1. The most frequently found malignant neoplasias wi
infiltration or metastasis in breast (%)

f the publisher

Lymphoma 17
Melanoma 15
Rhabdomyosarcoma 12
Lung cancer

Ovarian cancer

Renal cancer

Leukemia

Cervical and thyroid cancer

Intestinal carcinoid

Epidermoid carcinoma of the head and neck
Leiomyosarcoma
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of bilateral metastatic rectal carcinoma to the man
mary glands. The most common presentation forr
is unique lesions, superficial, with affectation ¢
skin and lymph nodes. Metastatic disease in thi
patient was similar to that described in the litere
ture, and affectation of both mammary glands, a
in this report, is seen in up to 26% of cases, ac
cording to published series’s. Diagnosis is carrie
out due to clinical suspicion upon metastatic dis
ease, the antecedent prior to cancer in an extre
mammary site, mammography and US mammar
images, and the histopathological study.
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The majority of patients have a previous incidence
of cancer at the time of metastatic disease, but
metastases can be the first clinical manifestation
in up to 25% of cases.

The findings in the mammography as well as in the
mammary US in this clinical case are in agreement
with the characteristics described for metastatic
disease. The mammography showed variably sized,
well-circumscribed tumors without spiculations,
calcifications, or other desmoplastic reaction. In
mammary US, solid, well-defined tumors can be
found, hypo- or hyperechoic, with posterior acoustic
shadow? '3,

Definitive diagnosis is conducted by means of his-
topathological study; expression of CK7 and CK20
is considered the most useful tool in determining
the origin of the neoplasia. The majority of mam-
mary gland primary neoplasias are CK7-positive
and CK20-negative, while colorectal carcinomas are
CK7-negative and CK20-positive".

The breast metastatic disease scenario is considered
one of poor prognosis because 80% of patients die
within one year. However, due to the low incidence of
metastatic disease of the rectum in breast tissue,
the precise prognosis of this form of presentation
is unknown. In this case report, the patient lived
for 11 months from symptom initiation and recurrent
disease signs (with breast tumors) until her death.

The patient received standard chemotherapy for
metastatic disease, such as FOLFIRI, in addition to
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the antiangiogenic monoclonal antibody bevaci-
zumab. The benefit has been confirmed of beva-
cizumab plus chemotherapy target therapy in the
progression-free period and global survival for meta-
static disease, the latter for up to 25 months*.
Under the unusual circumstances of this patient,
the real benefit is unknown.
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