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Abstract

Metastases to the gastrointestinal tract (GIT) from breast carcinoma are rare, detected in ap-
proximately <5% of all breast cancer patients. Invasive lobular carcinoma (ILC) is the most
common histological type of breast cancer to metastasize to the GIT. We report a case of
abdominal recurrence of ILC of the breast causing intra-abdominal contracture leading to ex-
trinsic compression of the duodenum and periampullary biliary tree. Four years after the pa-
tient’s diagnosis of a left breast pT1c, pN2, cMO invasive lobular breast cancer, she presented
with liver function tests consistent with biliary obstruction, and there was concern for a peri-
ampullary malignancy. Definitive diagnosis was achieved at laparotomy. This case demon-
strates the importance of considering metastatic breast cancer as a potential cause of Gl
symptoms and radiological abnormalities affecting any part of the GIT of women with a pre-
vious history of lobular breast cancer. This case also highlights the effectiveness of chemo-
therapy in improving the survival and quality of life of these patients. Early recognition of
this scenario enables prompt initiation of systemic therapy and avoids unnecessary surgical

Correspondence to:
Daniel P. Silver, daniel.silver @ jefferson.edu

Nl
Karger~



Case Rep Gastroenterol 2021;15:869-876
Case Reports in DOI 10.1159/000518874 | © 2021 The Author(s). Published by S. Karger AG, Basel
Gastroenterology www.karger.com/crg

Bashir Hamidu et al.: Duodenal and Biliary Obstruction due to Extrinsic
CompressionDuodenal and Biliary Obstruction due to Extrinsic Compression by
Recurrent Lobular Breast Carcinoma: A Case Report

treatment. Despite the rarity, such patients will be encountered in clinical practice given the
high prevalence of breast cancer. Moreover, the fact that the presenting symptoms of Gl me-
tastasis from breast cancer are usually not specific to the origin and mimic a primary intestinal
disorder, health-care professionals beyond oncologists, especially gastroenterologists and
primary care physicians, should be aware of this entity.

© 2021 The Author(s).
Published by S. Karger AG, Basel

Introduction

Breast cancer is the second most common cancer among women in the USA [1]. The
burden of breast cancer underscores the need to understand disease presentation and pattern
of metastases. Breast cancer most commonly metastasizes to the bones, liver, and brain [2-4].
Gastrointestinal tract (GIT) metastases are rare, detected in approximately <5% of all breast
cancer patients [4-6]. The most frequent site of GI involvement by metastatic breast cancer
is the stomach [3, 5]. Invasive lobular carcinoma (ILC), the second most common histologic
subtype of breast cancer, is more likely to metastasize to the GIT than is the more common
subtype, invasive ductal carcinoma [2-4, 6].

Metastatic breast cancer involving the GIT can produce a wide range of clinical and
radiological presentations, often mimicking other gastrointestinal disorders and prompting
referral to gastroenterology. As might be expected, there is a relative lower awareness of
this condition in gastroenterology and primary care than oncology. This highlights the
importance of considering metastatic breast cancer as a potential cause of Gl symptoms and
radiological abnormalities affecting any part of the GIT of women, especially those with a
previous history of lobular breast cancer. Reported herein is the case of a 65-year-old
female with recurrent ILC in the abdomen causing intra-abdominal and retroperitoneal
contracture.

Case Report/Case Presentation

A 65-year-old female obstetric nurse was first referred to our gastroenterology center
for further management of obstructive transaminitis. The patient has a medical history of a
2.0 cm left breast estrogen receptor (ER)-positive, progesterone receptor-positive, and
human epidermal growth factor 2-negative ILC diagnosed 4 years prior, with 7 out of 9 ipsi-
lateral lymph nodes involved with cancer. She was treated with lumpectomy, chemotherapy
using dose-dense doxorubicin and cyclophosphamide (AC) followed by paclitaxel (T), whole-
breast radiotherapy, and was placed on hormonal therapy with anastrozole. Three years after
her initial breast cancer diagnosis, she had an onset of abdominal bloating, fatigue, and early
satiety that progressed, leading her to see her primary care physician (PCP). At this time, diag-
nostic work up including computerized tomography (CT) of the abdomen and pelvis using
intravenous contrast was unremarkable. Symptoms resolved but later recurred with asso-
ciated significant fatigue, nausea, occasional vomiting and decreased PO tolerance, leading
her to return to her PCP 6 months after the initial onset of symptoms. Blood test results were
unremarkable (Table 1). Her PCP referred her for esophagogastroduodenoscopy (EGD) and
colonoscopy which she completed 2 months later, and these studies were also unremarkable.
She was subsequently treated for lactose intolerance with minimal improvement. She
presented again 13 months after initial symptoms with similar complaints, and blood tests
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Table 1. Patient’s laboratory results

Component name 6 months after initial 13 months after initial Reference range
symptom onset symptom onset
Sodium 144 144 134-144 mmol/L
Potassium 4.1 4.4 3.5-5.2 mmol/L
Chloride 103 104 97-108 mmol/L
Cc02 25 25 18-29 mmol/L
BUN 11 11 8-27 mg/dL
Glucose 99 100 65-99 mg/dL
Calcium 9.1 9.2 8.7-10.3 mg/dL
Total protein 6 5.8 6.0-8.5 g/dL
Albumin 4.1 3.9 3.6-4.8 g/dL
Total bilirubin 0.5 0.7 0.0-1.2 mg/dL
AST 20 138 (H) 0-40IU/L
ALT 16 220 (H) 0-321U/L
Alkaline phosphatase 64 507 (H) 39-117 1IU/L
CA19-9 39 (H) <34 U/mL

Fig. 1. Contrast-enhanced CT scan of the ab-
domen in coronal view showing the “double-
duct” sign (double arrows) with the solid-line
arrow representing a dilated CBD and the
broken-line arrow representing a dilated MPD.
Also shown are dilated intrahepatic ducts
(single solid-line arrow). CT, computerized to-
mography; CBD, common bile duct; MPD, main

pancreatic duct.

obtained were remarkable for elevated liver function tests compared to 6 months prior
(Table 1), and cancer antigen 19-9 at 39 (nl <34 U/mL). CT scan of the abdomen showed
severe intra- and extrahepatic biliary ductal dilatation with the “double-duct” sign (common
bile duct was 19 mm and main pancreatic duct was 4 mm) without an identifiable cause
(Fig. 1). Additionally, there was pericholecystic fluid without other gallbladder abnormalities
and, colonic thickening at the hepatic flexure, with otherwise normal bowel caliber; the retro-
peritoneum, abdominal wall, and lymph nodes were normal. The patient was then referred

to our gastroenterology center for management of obstructive transaminitis.
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EGD with endoscopic ultrasound (EUS) and colonoscopy was performed. EGD showed a
stricture in the second portion of the duodenum (D2) that appeared to be extrinsic. On EUS,
the mucosal layer of D2 appeared thickened and a fine-need aspiration (FNA) specimen of
this segment was obtained. Cytopathologic examination of the FNA specimen showed clusters
of atypical cells in the background of duodenal epithelial cells and inflammation. Additionally,
on EUS, dilation of the common bile duct and main pancreatic duct without evidence of an
obstructing lesion was reaffirmed, and the ampulla and pancreas appeared normal. The colo-
noscopy results were unremarkable. A follow-up magnetic resonance imaging (MRI) of the
abdomen with intravenous contrast was performed, and it also reaffirmed the previous CT
and endoscopic findings but additionally showed gallbladder dilation with no evidence of
cholelithiasis or choledocholithiasis. The differential diagnosis given by the radiologist
reading the MRl included a distal ductal/ampullary stricture, a neoplasm including ampullary
carcinoma and cholangiocarcinoma, or an occult pancreatic mass. The patient was then
referred to pancreatic surgery.

Given her elevated cancer antigen 19-9 and the cellular atypia observed in the endo-
scopic FNA specimen from the duodenum, the patient was presumed to have a local periam-
pullary cancer.She wasthenrecommendedapancreaticoduodenectomy (Whipple procedure).
At laparotomy, there were several unexpected abnormalities noted upon abdominal entry.
The stomach and gallbladder were distended. The small bowel mesentery in its entirety was
indurated, foreshortened, and had numerous nodules. One of the nodules was biopsied and
returned a benign lymph node. The duodenum was adherent to the retroperitoneum, and the
transverse colon was adherent to the head of the pancreas. The right colon was adherent to
the abdominal wall and also indurated. Based on the extent of the abdominal findings, the
surgeons concluded that disseminated malignancy was present and the Whipple procedure
was aborted. No bypasses were performed to the patient’s bile duct or the stomach because
the small bowel mesentery was so foreshortened that it would not allow reach into the upper
abdomen above the colon. Her gallbladder was then resected, and a partial omentectomy was
also performed to provide additional tissue for pathologic examination. Histopathological
examination results of specimens obtained from the surgery revealed findings consistent
with metastatic lobular breast carcinoma (Fig. 2). These results were confirmed by immuno-
histochemical staining (Fig. 2) which additionally, demonstrated that the cancer cells were
ER+, progesterone receptor—, and human epidermal growth factor 2+. Postoperatively, a
percutaneous transhepatic biliary drain was placed by interventional radiology which
relieved her biliary obstruction after failure of biliary stenting with endoscopic retrograde
cholangiopancreatography; the duodenoscope could not traverse the stricture in D2 despite
sequential dilation with a wire-guided dilation balloon.

After discharge from the hospital, the patient followed up with medical oncology. Anas-
trozole was discontinued and she received 2 months of weekly Taxol without significant
response. Intercurrent with this, she was discovered to have a large intra-abdominal abscess
near her percutaneous transhepatic biliary drain. The abscess was drained by interventional
radiology. She was subsequently started on Fulvestrant and Palbociclib 2- and 4- months
after her surgery, respectively. Significant disease regression occurred, all drains were
removed, and she enjoyed an active lifestyle with full functional status. After 3 and half years
of Fulvestrant and Palbociclib, she presented with left eye irritation. This progressed to
diplopia with abnormal extraocular movements on exam 59 months after the initial onset of
symptoms. MRI showed a large left retro-orbital mass, and a biopsy was consistent with her
lobular breast cancer. Palbociclib and Fulvestrant were discontinued. She was radiated with
external beam radiation therapy to the left eye. An analysis of ctDNA showed autonomously
signaling ESR1 mutations. She is now enrolled in a trial thatinvolves a new highly active SERD
with Abemaciclib and remains well.
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Fig. 2. Histopathological examination of the excised gallbladder. a A x2 magnification image showing a nor-
mal gallbladder mucosa (b). A x20 magnification image showing a section of the gallbladder infiltrated by
metastatic lobular carcinoma. Arrows are pointing to the “single file” arrangement of tumor cells in a fibrous
stroma, which is considered to be highly characteristic of infiltrating lobular carcinoma of the breast. Immu-
nohistochemical staining of the tumor cells are shown in images C, D, and E. Carcinoma of the breast is sup-
ported by positive AE1/AE3 (c) and GATA3 stains (d). GATA3 is highly specific for carcinoma of breast origin.
Furthermore, lobular-subtype of breast carcinoma is supported by the loss of E-cadherin in tumor cells as
evidenced by the absence of E-cadherin staining (e).

Discussion/Conclusion

We report an instance of recurrence of ILC of the breast in the abdomen. The patient
presented with obstructive pattern transaminitis, and her preoperative diagnostic testing
was concerning for a periampullary malignancy. However, laparotomy revealed gallbladder
metastasis that was clinically silent and metastatic ILC causing intra-abdominal contracture,
with consequent extrinsic compression of the duodenum and periampullary biliary tree. This
presentation is similar to the first description of Ormond disease in the 1940s in which a
patient presented with obstructive uropathy and exploratory laparotomy showed extensive
retroperitoneal fibrosis with resultant compression of the ureters revealed [7, 8].

Most cases of duodenal obstruction by a malignancy are due to direct invasion by tumor
cells or from an ampullary or pancreatic head mass [2]. Although rare, bowel obstruction by
extrinsic compression from a fibrotic process induced by a malignancy has been reported,
and similar to our case, definitive diagnosis was only established at laparotomy [9, 10]. Simi-
larly, extrahepatic biliary obstruction caused by metastatic breast carcinoma is also rare and
in the few reported cases, biliary obstruction was often related to metastatic periductal or
peripancreatic LAD, or direct metastases to the bile ducts or pancreas [11].
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The proposed mechanism of the metastatic pattern of ILC is thought to result from loss
of expression of membrane E-cadherin, and commonly lack fibronectin, resulting in loose
binding between cells [6, 8]. This leads to absent cell to cell adhesion, which facilitates perme-
ation through tissue planes, causing diffuse disease [3]. This pattern contrasts with ductal
carcinomas, which tend to produce nodular lesions [3]. The fibrosis and contracture caused
by metastatic ILC are thought to be secondary to the intense reaction invoked by the charac-
teristic “single file” pattern of tissue infiltration by the tumor cells [4, 12]. Single file is a
pattern that can be seen on cytological or histological examination in which tumor cells are
seen arranged in linear rows which appear as if one is following the footsteps of another
(Fig. 2b) [12].

The diagnostic modalities most often used to identify metastatic disease to the GIT are
CT of the abdomen and pelvis and EUS with or without FNA. The literature, however, demon-
strates difficulty in diagnosing metastatic spread of breast cancer to the GIT [5]. Autopsy
studies show metastatic lobular breast carcinoma cases had a high potential for misinterpre-
tation, possibly because most metastases consisted of infiltrating strands of pleomorphic
cells without nodule formation [13]. Other diagnostic challenges include that these patients
tend to not be very symptomatic for long periods of time, and if symptoms are present, they
are often nonspecific. Also, as presented here, GIT metastases from ILC often occur many
years after the diagnosis of the primary tumor, leading clinicians not to consider the possi-
bility of recurrence. The disease-free interval between primary breast cancer and GIT metas-
tases may range from synchronous to as long as 30 years, and occasionally the GIT manifes-
tation precedes the diagnosis of breast cancer [3, 14]. An additional challenge in our case was
the low sensitivity of preoperative imaging to pick up additional metastatic sites and the limi-
tation of endoscopy in providing diagnosis given that the disease was beyond the mucosa.
This patient’s endoscopy revealed a duodenal stricture and suggested extrinsic compression.
The FNA obtained from this stricture showed cellular atypia. Given this information, in retro-
spect, it may have been useful to probe further for metastatic breast cancer with an additional
modality such as positron emission tomography (PET)/CT and to have stained this specimen
for the ER. PET with 18F-fluorodeoxyglucose and PET/CT in breast carcinoma is useful in
accurately staging the metastatic disease, assessing response to systemic treatment, and clar-
ifying equivocal findings on other imaging [15]. It is possible that immunohistochemical
staining for ER or PET/CT could have detected the widely metastatic disease in our patient,
sparing her a laparotomy.

Systemic treatment with chemotherapy, endocrine therapy, or both are usually employed
in patients with metastases to the GIT since patients usually present with diffuse involvement
of multiple organs [3]. Previous reports state that the median overall survival after a diag-
nosis of GI metastasis is 16 months (range, 5-41 months), which is lower than the median
survival of all women with metastatic disease secondary to breast cancer (range, 24-36
months) [3]. However, as seen in this case, current therapies have had a significant impact on
the mortality and survival rates of breast cancer.

In conclusion, this case demonstrates an unusual presentation of obstructive transami-
nitis and duodenal obstruction from extrinsic compression caused by retroperitoneal infil-
tration with metastatic lobular breast carcinoma. Notably, such metastases from ILC can
present years after initial diagnosis because breast cancer can have prolonged dormancy. A
high level of suspicion for metastases should be maintained when patients with a history of
lobular breast cancer present with GI symptoms, or with a presumed new primary tumor or
stricture of the GIT. Furthermore, given the prevalence of breast cancer and the fact that the
presenting symptoms of Gl metastasis from breast cancer are usually not specific to the origin
and mimic a primary intestinal disorder [14], health-care professionals beyond oncologists,
especially gastroenterologists and PCPs, may such encounter patients. Also, the central role
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of endoscopy and biopsy in ascertaining the diagnosis of such patients additionally highlights
the importance of awareness of this presentation by gastroenterologists. Even though the
usefulness of endoscopy in making a diagnosis may be limited if the obstruction is extrinsic
and does not involve the mucosa [3]. The effectiveness of chemotherapy in improving the
survival of patients as displayed here underlies the importance of early recognition which
would enable prompt initiation of systemic therapy, thus helping to avoid unnecessary
prolonged diagnostic testing and surgical treatment.
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