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Introduction: Bones, lungs, brain and liver are the most common metastatic sites of breast carcinoma, although invasive lobular carcinoma 
can give metastases to less common sites, such as the gastrointestinal tract and the female genital tract. Case presentation: We present 
the case of a 57-year-old female with colic abdominal pain that was sent to surgery for cholecystectomy. Histopathology revealed a poorly 
cohesive individual or in single file neoplastic cells infiltrating all layers of the gallbladder. Immunohistochemistry revealed these cells to be CK 
116, CK7, GCDFP-15, ER and PR positive, and CK20, HER-2, S-100 and E-cadherin negative. PET/CT showed numerous lytic bone lesions, 
but ultrasound, mammography, MRI and PET/CT revealed no breast mass. Conclusion: Although rare and poorly understood, metastases 
of invasive lobular carcinoma to gallbladder do exist in a minor percentage of patients, presenting usually as exacerbated cholecystitis. The 
problem are silent cases and patients with no history of breast carcinoma. This case is unique in that even after the diagnosis of metastatic 
lobular breast carcinoma to the gallbladder, the primary tumour of the breast was not detected. 
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Introduction 
Invasive lobular carcinoma (ILC) is the second most com-
mon histologic type of breast carcinoma, accounting for 
5-15% of cases. The metastatic pattern of ILC differs from 
invasive ductal carcinoma (IDC) and affects not only the 
most common metastatic sites like bones, lungs, brain and 
liver, but also the gastrointestinal (GI) tract, peritoneum 
and uterus [1]. Metastases to gallbladder are rare, affecting 
less than 5% of patients with breast carcinoma [2,3]. 

Here we report a case of incidental metastatic lobular 
carcinoma of the breast to gallbladder with unusual clinical 
and radiologic presentation.

Case presentation
A 57-year-old female was admitted to the hospital due 
to vomiting and colic pain in the upper right abdominal 
quadrant with a more than one month history of constant 
burping and periodic nausea. Abdominal ultrasound (US) 
showed the presence of gallstones with a thickened wall of 
the gallbladder. The patient was admitted to surgery for 
cholecystectomy. In history, patient had no chronic dis-
eases. Previously, she had cranial meningioma which was 
surgically removed 15 years ago. 

Gross examination showed a gallbladder measuring 5,5x 
2,5 cm with an irregularly thickened wall up to 10 mm, 
with normal to atrophic overlying mucosa. Histopathology 
revealed signs of chronic cholecystitis and focal cholestero-
losis. All layers of the gallbladder, from mucosa to serosa, 
were infiltrated by poorly cohesive individually dispersed 
neoplastic cells or arranged in a thin single file pattern (Fig-
ure 1). 
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Fig. 1. Tumour is composed of non-cohesive cells that are indi-
vidually dispersed or arranged in a single file pattern (H&E: A) x40; 
B) x200).



296 Acta Marisiensis - Seria Medica 2023;69(4)

Immunohistochemistry revealed these cells to be CK 
116, CK7, GCDFP-15, ER and PR positive, and CK20, 
HER-2, S-100, E-cadherin negative (Figure 2).  

The pathologic report was consistent with metastatic 
lobular carcinoma of the breast. The patient denied a family 
history of breast cancer. Mammography revealed no patho-
logic changes in breast tissue. It showed discrete signs of 
fibrocystic change. Axillary lymph nodes showed post-in-
flammatory changes. Ultrasound and magnetic resonance 

imaging (MRI) of the breast (conducted two months apart, 
after the cholecystectomy), revealed no suspect pathologic 
mass. Right-sided axillary lymph nodes were only slightly 
enlarged, with unclear aetiology, most probably indicative 
for reactive changes. The fine needle aspiration cytology of 
lymph nodes was recommended. Since there was no obvi-
ous breast lesion, the biopsy was sent for a second opinion 
to another institution. The diagnosis of metastatic lobular 
carcinoma was confirmed.   Positron emission tomography 

Fig. 2. Immunohistochemistry showed positivity of tumour cells for: A) CK7, x40; B) GCDFP-15, x200; C) ER, x40; D) PR, x200; E) CK116, 
x40; while tumour cells were E-cadherin negative F) E-cadherin, x40.
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(PET)/computed tomography (CT) with 2-deoxy-2-[18F] 
fluoro-D-glucose (18F-FDG) showed numerous lytic bone 
lesions affecting the thoracic and lumbar spine, sacrum, 
ileum and sacroiliac joints. It also showed a few hyperdense 
lymph nodes of the right axilla and behind the lateral con-
tour of the right pectoral muscle, but without significant 
focus of increased FDG-18 accumulation. Postoperative 
MRI of the abdomen showed free fluid accumulation and 
irregular thickening of the stomach in antral region, to-
gether with peritoneal carcinosis. The patient was sent to 
Oncology council for treatment options, but later was lost 
to follow-up. Searching the hospital’s archives, we found 
out that the patient died due to metastatic disease very 
soon after the establishment of the diagnosis. 

Discussion
Lobular carcinoma of the breast usually presents as vague 
findings including thickening, induration or poorly de-
fined breast mass. It is generally diagnosed at a more ad-
vanced stage compared to invasive breast carcinoma of no 
special type [4,5].

Metastases to the gallbladder are relatively rare, with a 
frequency of 2-5%, according to autopsy findings [2,3]. 
The most common metastases to the gallbladder are from 
gastrointestinal malignancies, including gastric, colorectal 
and pancreatic carcinoma, melanoma, renal cell carcinoma 
and breast carcinoma [6]. According to literature and pop-
ulation cohorts, breast cancer is the most frequent primary 
origin of gallbladder metastasis in the female population. 
The most common histological types of primary breast 
cancer found as metastases in the gallbladder are invasive 
ductal carcinoma/adenocarcinoma not otherwise specified 
(NOS) and invasive lobular carcinoma [6]. The majority 
of gallbladder metastasis is diagnosed as metachronous, 
usually more than six months after the primary tumour 
diagnosis. There are several case reports of metastatic breast 
cancer to the gallbladder found incidentally on elective 
cholecystectomy for biliary symptoms. However, most of 
these cases had a known history of breast cancer [7,8]. Ac-
cording to literature, there are 24 cases described, with the 
majority of patients already being diagnosed of primary 
breast carcinoma [7, 9, 10]. There are only three described 
cases of incidental metastatic lobular carcinoma to the 
gallbladder without a previous history of primary breast 
carcinoma [7, 9, 11]. Since our presented case has no his-
tory, nor clinical and radiologic findings of an existing tu-
mour in the breast, but has confirmed a histopathologic 
diagnosis as metastatic breast cancer in the gallbladder, we 
could not clearly classify this tumour as metastatic cancer 
of unknown primary (CUP). CUP is defined as a tumour 
in which the organ of origin cannot be reliably determined 
by combining clinical (including imaging and endoscopy) 
and histopathological (including classical immunohisto-
chemical biomarkers) evaluations [12]. We could rather 
classify this case as occult breast cancer (OBC), which is 
defined as a clinically recognizable metastatic carcinoma 

from an undetectable primary breast tumour [13]. It ac-
counts for 0.3–1% of all breast cancers with metastasis to 
lymph nodes, followed by the liver, bone, and skin as the 
first presentation of the disease [13]. In the presented case, 
even after the diagnosis of metastatic lobular carcinoma, 
none of the radiologic imaging methods detected breast 
mass. Only lymph nodes of right axilla were increased in 
density, but of uncertain aetiology. The proposed fine nee-
dle aspiration cytology of the enlarged lymph nodes was 
never conducted, since the patient was lost to follow-up.  

Clinical presentation in this case was similar to CUPs - 
severe and rapidly worsening metastasis-related symptoms 
[12]. The prognosis for occult breast cancer that presents 
as metastatic disease is considered very poor, with a 2-year 
survival rate of 20%. Treatment options are based on its 
clinical presentation and on its histological and immuno-
histochemical evaluation [13]. Treatment of previously de-
scribed cases of metastatic breast carcinoma to gallbladder 
was the treatment of metastatic breast cancer disease [7, 9, 
10].

Conclusion
Although rare and poorly understood, metastases of inva-
sive lobular carcinoma to gallbladder do exist in a minor 
percentage and should be considered in patients with a 
history of primary breast carcinoma, especially in case of 
exacerbated cholecystitis. The problem are silent cases and 
patients with no history of breast carcinoma. This case is 
unique in that even after the diagnosis of metastatic lob-
ular breast carcinoma to the gallbladder, the primary tu-
mour of the breast was not detected. The primary breast 
cancer remained clinically and radiologically occult; how-
ever, histological and immunohistochemical findings were 
fundamental to identify its origin. To our best knowledge, 
this is the first described case in our country. 
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