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Summary

Introduction: The gallbladder is an infrequent site of metastatic malignant disease. Although malignant melanoma, renal cell and
cervical carcinoma have been documented, breast carcinoma has rarely been reported to metastasize in the gallbladder. Case Report:
We describe such a case that manifested as acute cholecystitis and was incidentally recognized after cholecystectomy, in an other-
wise disease-free 46-year-old female who had undergone mastectomy for breast cancer two years before. The patient was subjected
to adjuvant chemotherapy, but unfortunately died just a year after diagnosis because of generalized peritoneal seeding of the tumor.
Discussion: Metastatic gallbladder involvement is rare, especially in cases of primary breast carcinoma, usually leading to symptoms
of abdominal pain, mimicking acute or chronic cholecystitis. Thus, abdominal pain in a patient with a previous history of breast car-
cinoma should raise suspicion of gallbladder metastasis.
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Introduction

Breast cancer mostly metastasizes to the liver, bones
and lungs. Less frequently, metastatic sites of breast car-
cinoma include the central nervous system, the skin,
endocrine organs (ovary, adrenal, pituitary), the peri-
cardium and the peritoneum [1]. Generally, no site is
immune to the spread of the tumor, either at the time of
presentation or later in the course of the disease. 

The occurrence of metastases to the gallbladder is rare
and has only been reported in the literature exceptionally.
Malignant melanoma is the tumor that is most likely to
metastasize to the gallbladder [2]. In a series of 7,910
cholecystectomy specimens, 36 cases of metastatic carci-
noma were found, all deriving from biliary or gastroin-
testinal primaries [3]. Metastatic breast cancer to the gall-
bladder is even less frequent with only four cases having
been reported [1, 4, 5]. 

We report a case of metastatic breast cancer that was
discovered incidentally in the specimen of a laparoscopic
cholecystectomy in a patient underging surgery for acute
cholecystitis.

Case Report
A 46-year-old female was admitted to our department com-

plaining of right upper quadrant colic pain. She had experienced
similar episodes twice during the preceding six months.
According to her medical history, the patient had undergone a
right modified radical mastectomy because of an infiltrating
ductal breast carcinoma, measuring 2.5 x 3 cm two years
before. Pathology had revealed two axillary nodes to be infil-
trated. The work-up (chest X-ray, abdominal CT scan) that had
been conducted showed no signs of metastatic breast disease.

On admission, the patient was suffering from tenderness on
palpation of the right upper quadrant. Examination revealed no
signs of metastatic breast disease. Abdominal ultrasound
imaging showed thickening of the wall of the gallbladder, indi-
cating cholecystitis, multiple cholelithiasis of the cyst and no
common bile duct dilatation. Based on the imaging control and
the clinical and laboratory examination, the diagnosis of acute
cholecystitis was established. Laparoscopic cholecystectomy
was decided and successfully conducted within the first 48
hours after the onset of the symptoms. The gallbladder was
found to be hydropic, while no evidence of other intraabdomi-
nal pathology was viewed during laparoscopy. Multiple small
gallstones were found in the specimen. The patient had an
uneventful postoperative course. 

Histological examination confirmed the diagnosis of cholecys-
titis, showing features of chronic cholecystitis with fibrosis of the
gallbladder wall and a chronic inflammatory infiltrate, but also
revealed glandular poorly differentiated metastasis of a breast
carcinoma invading the muscularis and serosa. Hematoxylin and
eosin stain showed moderately differentiated adenocarcinoma
(Figures 1 and 2). Characteristically scattered signet-ring cells
were viewed in the infiltrated mucosa of the gallbladder. The cells
of the tumor were immunohistochemically proven to be positive
for lactalbumin (Figure 3) as well as, cytokeratin 7-postive and
cytokeratin 20-negative. Estrogen and progesterone receptors
were negative. Not even a clue of a primary carcinoma or
mucosal dysplasia was found, in spite of sectioning the entire
gallbladder. Searching for a primary in the biliary tree, stomach
and ovaries yielded no evidence. Histological sections of the
mammary specimen, from the previous mastectomy, were
obtained anew and re-evaluated. It was proven that both carcino-
mas examined were of the same histologic nature.

The patient was subjected to additional laboratory tests as well
as imaging tests afterwards. Carbohydrate antigen 125 (CA125),
carcinoembryonic antigen (CEA), and thyroid transcription factor
1 (TTF1) were negative. Blood tumor markers showed CA125,
CA19-9, alpha-fetoprotein (AFP), and CEA to be normal, and
only CA 15-3 was increased (1784 IU/ml). Mammography of the
other breast was normal. Computed tomography (CT) of the
brain, chest, abdomen, and pelvis was performed without any
pathological findings. Bone Tc-99 scintigraphy was normal.Revised manuscript accepted for publication July 9, 2007

[1318/27]

Metastatic breast carcinoma initially presenting as acute
cholecystitis: a case report and review of the literature

A. Manouras, M.D., Ph.D.; E.E. Lagoudianakis, M.D.; M. Genetzakis, M.D.; 
N. Pararas, M.D.; A. Papadima, M.D.; P.B. Kekis, M.D., Ph.D.

First Department of Propaedeutic Surgery, Hippocrateion Hospital, Athens Medical School, Athens (Greece)



A. Manouras, E.E. Lagoudianakis, M. Genetzakis, N. Pararas, A. Papadima, P.B. Kekis 180

The patient was set on a scheme of adjuvant chemotherapy
consisting of doxorudicin, cyclophosphamide and 5-FU. Our
patient did not receive any hormonal therapy due to her unfa-
vorable hormonal receptor status. A year later she died because
of generalized peritoneal seeding of the tumor. 

Discussion

Gallbladder cancer is an incidental finding in 1-2% of
all open cholecystectomies, while in to laparoscopic
cholecystectomies it is less than 1%. In case of acute
cholecystitis an incidence up to even 8.8% has been
reported, also including metastatic gallbladder carcinoma
[6]. The gallbladder wall rarely comprises a metastatic
site in the course of malignant disease, with a reporting
incidence of only 5.8% in a large series of autopsies [7,
8]. Primary tumors can metastasize to the gallbladder
either by direct extension, such as hepatocellular and
pancreatic carcinoma, or by hematogenous spread. The
tumor most likely to metastasize via the latter way is
malignant melanoma. Breast carcinoma metastasizes to
the gallbladder extremely rarely, with scattered cases
being reported worldwide and mostly diagnosed inciden-
tally from the specimen after cholecystectomy [1, 4, 9].
In autopsy series, however, breast carcinoma metastasiz-
ing to the gallbladder arises in 4-7% of cases [4, 5, 10].
In contrast, breast carcinoma, except for lymphatic
spread, frequently metastasizes to the bones, lungs and
gastrointestinal system, especially to the liver and extra-
hepatic biliary system [1, 4, 6]. 

Metastatic breast carcinoma first detected in the gall-
bladder appears to be even more infrequent, with only four
cases documented in the literature [1, 4, 5]. Autopsy find-
ings have shown that secondary hematogenous metastases
from primary organs to the gallbladder initially generate
small flat nodules below the mucosal layer, which then
grow as a pedunculated tumor, rarely reaching greater than
several millimeters in size. This explains why most gall-
bladder metastases do not cause any symptoms, and are
rarely detected during the person’s lifetime [10]. The most
frequent symptomatic presentation is acute cholecystitis
[11]. Obstructive jaundice, hemobilia, even bile peritonitis
due to perforation are rarely described [5, 12-17].

Among the reported cases of gallbladder metastasis
manifesting as the first finding of breast cancer recur-
rence, the first was discovered three years after mastec-
tomy [1] whereas the others were detected after a routine
cholecystectomy [9, 18]. The case reported here is
unusual due to the long time that had elapsed since mas-
tectomy, as well as being an incidental finding due to
coexisting cholecystitis.

The differential diagnosis between primary carcinoma
of the gallbladder and metastatic breast carcinoma to the
gallbladder is of great significance [14]. Thus, immuno-
histochemical evaluation is necessary. The most reliable
markers are gross cystic disease fluid protein-15
(GCDEP-15), cytokeratin 7, cytokeratin 20, and estrogen
and progesterone receptors. Metastatic breast carcinomas
are usually positive for GCDEP-15, positive for cytoker-
atin 7, and negative for cytokeratin 20, and they are often
positive for estrogen receptor and/or progesterone recep-

tor [19]. Likewise, the distinction between metastatic
breast carcinoma to the gallbladder and diffuse carci-
noma of the liver is also essential, because patients suf-
fering from the latter present with a poorer prognosis
[14]. Detecting the primary tumor site is based on pathol-
ogy as well as specific immunohistochemical stains, such
as casein and lactalbumin [20]. Moreover, metastases
often do not form glands or tubular structures, but do
infiltrate as small nests and strands of tumor cells, which
are usually of the signet-ring type. In addition, the
“signet-ring” morphology of lobular carcinoma may
mimic other primary tumors, e.g., gastric carcinoma.
Referring to the reported case, the tumor cells were
proven to be immunohistochemically positive for lactal-
bumin. Moreover, primary breast carcinoma and metasta-
sis to the gallbladder were similar in pathology. This evi-
dence is in favor of the diagnosis of metastatic breast
carcinoma to the gallbladder [21].

For ten years following initial treatment, distant metas-
tases are the most common cause of death in breast
cancer patients. Sixty percent of cases developing distant
metastases, being present at the time of diagnosis, will be
manifested within 24 months of treatment of the primary
cancer [22]. Metastases may become evident as late as
ten to 20 years after the initial treatment [23]. Adjuvant
therapy does not seem to prolong survival significantly,
to date. In case of metastatic breast cancer to the gall-
bladder and according to the literature, resection of the
gallbladder leads to a median survival of 2.5 years, while
in coexistence with a metastasis to the liver decreases to
15 months [16, 24]. Survival generally ranges from a few
months to three years [14]. In the presented case, the his-
tological features of the metastatic carcinoma combined
with those of the primary breast cancer were both sug-
gestive of ductal carcinoma. Prognosis of invasive ductal
carcinoma has proven to have worse short- and long-term
survival than invasive lobular carcinoma [25]. 

In general, the treatment of metastatic breast carcinoma
is usually aggressive, combining surgery, chemotherapy
and hormonotherapy [17]. Multiple-chemotherapy
includes two or more cytostatic agents, such as doxoru-
bicin and 5-FU, achieving much better disease-free inter-
vals and overall survival than monotherapy. In our
patient, the applied scheme of chemotherapy consisted of
three cytostatic agents, while no hormonotherapy was
provided as no receptors were detected, neither at the
primary nor the metastatic tumor. Prognosis of metastatic
breast cancer to solid organs is regarded as dismal.
Although resection should be considered as palliative
treatment in a patient with gallbladder metastasis from
breast carcinoma, it is recommended in a case which
exhibits symptoms. 

In conclusion, metastatic gallbladder involvement is
rare, especially in a case of primary breast carcinoma. It
usually manifests with abdominal pain, mimicking acute
or chronic cholecystitis. Its prognosis is poor [26]. Thus,
right hypochondrial pain in a patient with a history of
breast carcinoma should raise the suspicion of metastatic
gallbladder disease which should be treated aggressively
as it portends a poor prognosis.
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Figure 1. — Tumor cells infiltrating the mucosa of the gall-
bladder (H&E x 100). 

Figure 2. — Infiltration of the gallbladder mucosa by tumor
cells with histological characteristics consistent with those of
ductal breast carcinoma (H&E x 400).

Figure 3. — Immunohistochemically positive stain of the
tumor cells for lactalbumin (x 400).
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