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 Abstract

Breast cancer is nowadays the most frequently diagnosed cancer worldwide. It is often associated with the 
local and lymphatic spread and with metastatic disease of the lungs, liver, and bones. The metastatic lesions 
of the gallbladder are an uncommon clinical condition and the gallbladder is an extremely rare organ to be 
involved in breast cancer and only a few cases have been reported in the literature. Here we report a case 
of a gallbladder metastasis from a patient with breast cancer following a review of the literature for similar 
cases and an overview of this condition.
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Introduction

 Breast Cancer (BC) is nowadays the most frequently diagnosed cancer worldwide. The most recent 
data estimate that there were over 2 million incident BC cases in 2020 and that BC is the leading cause of 
cancer mortality in females all over the world [1]. At the moment of initial diagnosis, almost 60% of the 
patient have lymph or distant organ metastases, and about 30 to 80% will develop metastatic disease fol-
lowing treatment (surgery, chemotherapy, radiotherapy, and/or hormonotherapy) [2].

 This malignancy is a complex disease with a broad spectrum of clinical and subclinical presentations. 
It is often associated with the local and lymphatic spread and with metastatic disease of the lungs, liver, and 
bones. It can also spread to the central nervous system at a minor rate compared to the ones mentioned 
before. Pericardium, eye, abdominal cavity, and endocrine organs are infrequently involved [3]. Following 
this, metastasis in the extrahepatic digestive system is rare and typically appears after a long latent period, 
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which can take up to 20 years [4].

 Malignancy of the gallbladder is uncommon, in fact, metastatic lesions of the gallbladder are an 
uncommon clinical condition. When these lesions happen in most cases the metastases originate from 
malignant melanoma, renal cancer, and cervical carcinoma [5,6].

 The gallbladder is an extremely rare organ to be involved in BC and only a few cases have been 
reported in the literature [2].

 In this case report we present a report of a gallbladder metastasis from a patient with BC following 
a review of the literature for similar cases and an overview of this condition.

Case Report

 A 74-year-old female was diagnosed with left BC in November 2008 and was submitted to a left total 
mastectomy with sentinel node biopsy. The histologic results showed an invasive lobular carcinoma ER, PR, 
and HER2 positive-T1N0M0. The patient then went through 5 years of treatment with tamoxifen.

 In January 2015 a regional recurrence was detected (new left node) and in march 2015 a total 
axillary dissection was performed. The histologic results showed carcinoma in 14 of the 19 nodes that were 
removed -RE<10%, RP 50%, and HER negative. Then the patient went through adjuvant radiotherapy until 
October 2015 and by the decision of the Oncology group the patient started adjuvant hormonotherapy with 
letrozole in September 2015 to continue until 2025.

 The patient continues to be followed in routine appointments and in June 2020 did mammography 
and a breast ultrasound that were normal, without signs of recurrence.

 In August 2021 the patient presented at the surgical emergency room with abdominal pain associated 
with vomiting and anorexia that had started one week before. The patient described the abdominal pain as 
mainly epigastric and in the right hypochondrium, associated with nausea and vomiting. Fever, diarrhoea, 
acholuria, acholia or any other symptoms were denied.

 As medical history, this was a patient that had (besides the history of BC) arterial hypertension, 
dyslipidaemia, and urinary incontinence and therefore medicated accordingly. In the physical examination, 
the patient was anxious but apyretic, with normal blood pressure and heart rate. She was hydrated, ruddy, 
anicteric, and eupnoeic. On abdominal examination, there was diffuse tenderness without guarding or 
other signs of peritoneal irritation. Vesicular Murphy’s sign was negative. Renal murphy was also negative.

 The patient blood tests at admission revealed a normal haemoglobin, with blood cell count and CRP 
value. Bilirubin levels, ALP, GGT, AST and ALT were also in the normal range value. Amylase and Lipase were 
also negative. An abdominal ultrasound was preformed and it exhibited a small dilation of the common bile 
duct and signs of gallbladder lithiasis. 

 The patient complete symptomatic treatment and then was discharge with a scheduled General 
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Surgery consult.

Investigation

 In September 2021 the patient went to the appointment. At the moment, she was asymptomatic 
with a normal physical exam. A Magnetic Resonance Cholangiopancreatography (MRCP) and blood tests 
were ordered, and a follow-up consult was scheduled.

 In November 2021 the patient performed a MRCP that exhibited very suggestive radiological signs of 
microlithiasis of the gallbladder with no intra and extrahepatic bile ducts described as normal and without 
dilation of the biliary system. The liver and the pancreas were also described as normal.

Figure 1: (A) Coronal section of a MRCP that shows the biliary tree. (B) Axial section of a MRCP in 
which we can see the gallbladder with suggestive radiological signs of microlithiasis.

 Then, in the follow-up appointment a laparoscopic cholecystectomy was proposed to the patient 
and she consented.

Surgery and Histology

 The laparoscopic cholecystectomy took place in March 2022. At the inspection of the abdominal cav-
ity, there were signs of chronic cholecystitis. The surgical procedure went perfectly without any complica-
tions. However, a surgical drain was left in the right flank. The postoperative period was uneventful and the 
patient was discharged 8 days after surgery and reassessed in consultation. 

 The histological evaluation was compatible with carcinoma, in which morphological and immuno-
cytochemical features were compatible with metastasis of the preview diagnosed BC.

 The patient was reassessed in consultation 2 weeks after surgery and was asymptomatic and with 
no complications from the surgery. However, in April 2022 the patient presented at the emergency room 
with blurred vision and, right orbital cellulitis was diagnosed. After investigation, it was found an eye me-
tastasis of lobular BC. The patient is now stable and being followed by an oncology team.
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Discussion

 Primary gallbladder malignancy is rare in most developed countries. Risk factors related to this kind 
of cancer include chronic cholecystitis, porcelain gallbladder, anomalous pancreaticobiliary duct junction, 
gallbladder polyp (which has a prevalence of 3 to 7% in the adult population), gallbladder chronic infection 
by some bacteria (Salmonella species, S. paratyphi and S. typhican), occupational exposure to Benzene, 
tobacco consumption, use of oral contraceptives and genetic factors [8,9].

 BC is more frequently associated with metastatic disease of the lungs, liver, and bones. And, gallblad-
der metastasis from BC is very rare. According to the literature, lobular breast cancers are more likely to 
metastasize to the gastrointestinal tract compared to ductal breast cancers and this fact is not well under-
stood yet [4]. Metastatic disease of lobular breast carcinomas presents preference for peritoneum/retro-
peritoneum, the gastrointestinal system (including gallbladder), and gynaecologic organs [3].

 When it comes to the metastatic disease of the gallbladder, the literature reports that the most fre-
quent carcinomas that are associated with gallbladder metastasis are melanoma, renal cell carcinoma, and 
cervical carcinoma [10]. Metastasis to the gallbladder is strongly associated with a poor prognosis due to a 
higher probability of widespread metastatic disease from the primary tumor [3].

 In terms of clinical presentation of metastasis of the gallbladder, signs and symptoms of acute, and 
chronic cholecystitis and abdominal pain prevail [2,3]. As we saw in this case report, the patient came to 
the emergency room with abdominal pain and other symptoms that were compatible with biliary colic, and 
as mentioned before, at surgery, there were signs of chronic cholecystitis. However, there are other kinds 
of clinical presentations. Shah, RJ et al. [11] reported a more severe clinical presentation-bile peritonitis, 
which demanded an exploratory laparotomy. This team found a fragmented, necrotic gallbladder that his-
tological exam later revealed a primary breast carcinoma. Unfortunately, this patient died 5 days after sur-
gery to a declining clinical state and the autopsy revealed diffuse carcinomatosis involving the peritoneum, 
the gastrointestinal tract, and pleura.

 In contrast to the cases above described, asymptomatic cases had also been reported. Riaz N et al. 

[12] described a case of a 42-year-old premenopausal woman with diagnosed BC that was submitted to 
an abdominal ultrasound that showed a focal area of thickening in the body of the gallbladder without 
any stones or sludge, with normal bile ducts. This patient had a bone scintigraphy that was suspicious for 
possible areas of diffuse metastatic disease. With those findings, a diagnostic laparoscopy with or without 
laparoscopic cholecystectomy was considered. Diagnostic laparoscopy showed a thick-walled gallbladder 
and a laparoscopic cholecystectomy was performed. Histopathology findings were compatible with meta-
static disease of BC.

Conclusion

 The present case report exhibits an extremely rare condition. However, gallbladder metastasis from 
a patient with BC, especially lobular BC cannot be neglected. Those patients usually present with abdomi-
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nal pain and signs of acute or chronic cholecystitis, but can also present as asymptomatic. 

 Therefore, although clinicians normally do not associate BC with gallstone disease due to its rarity, 
when a patient with a BC history is admitted, we must take into account that gallbladder metastatic disease 
is a possibility especially if the patient has signs of local and/or lymphatic spread.

Disclosure: The authors declare no conflict of interest.
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