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An unusual case of cutaneous metastases from gallbladder cancer
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Abstract: Cutaneous metastasis of gallbladder cancer is an exceedingly infrequent phenomenon. Herein,

we report a case of cutaneous metastases of gallbladder carcinoma as a first clinical manifestation in a 73-year-

old woman. Physical examination revealed a violaceous nodule with central ulceration on left upper abdominal

wall, ranging in diameter about 3 cm. Biopsy specimen demonstrated middle differentiated carcinoma.

Immunohistochemical analysis showed diffuse staining with cytokeratin (CK)-7, CK-19 and carcino-embryonic

antigen (CEA). Further computed tomography (CT) and positron emission tomography (PET)/CT scanning

confirmed a large occupying lesion in the gallbladder, enlarged lymph nodes in front of the portal vein and

behind the common bile duct. The diagnosis of metastatic adenocarcinoma was made. The patient received

four-cycle chemotherapy. However, CT scan showed tumor progression with multiple metastatic nodule in

lung and subcutaneous nodules. The patient eventually succumbed to the disease less than half a year. As for

gallbladder cancer, the skin is an uncommon metastatic site with only a few reported cases. Clinicians should be

aware that metastatic cutaneous lesions could be the initial presenting sign for gallbladder cancer.
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Introduction

Gallbladder cancer is a rarely seen type of malignancy, but
it is the most common type of biliary cancer. In general,
metastases of gallbladder carcinoma tend to occur in the
regional lymph nodes and liver, whereas extra-abdominal
and blood-borne metastases are relatively infrequent (1).
Cutaneous metastases from primary gallbladder cancer are
extremely rare. According to the MEDLINE database,
only six cases were documented between 1961 and
2014, apart from fine needle aspiration cytology site or
laparoscopic incision (2-7). An unusual case of cutaneous
metastases is the initial presentation. Subsequently,
multiple subcutaneous nodule and lung metastases of
gallbladder cancer without active disease appear in the
abdomen or at the original site.

Case presentation

A 73-year-old woman developed subcutaneous abscess on
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the upper abdominal wall over a period of 2 weeks. Skin
lesions were initially diagnosed as pyogenic granulomas,
and hence incised, drained, and treated with antibiotics for
suppurative infection without pathological examination. The
incised areas became uplift ulcers and failed to heal. Physical
examination revealed a violaceous nodule (approximately
3 c¢m in diameter) with central ulceration on the left upper
abdominal wall. Abdominal wall biopsy confirmed mildly
differentiated metastatic adenocarcinoma of the skin.
Immunohistochemical analysis showed diffuse staining with
cytokeratin (CK)-7, CK-19, and carcinoembryonic antigen
(CEA) (Figure 1). Further computed tomography (CT) and
ultrasound scanning confirmed a massive lesion occupying
the gallbladder and enlarged lymph nodes in front of the
portal vein (Figure 24). Positron emission tomography
(PET)/CT demonstrated a fluorodeoxyglucose-reactive
gallbladder with maximum standardized uptake value
(SUV,,,) of 11.4 and left upper abdominal wall metastases
(SUV,,,t 6.2). The patient was diagnosed with skin
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Figure 1 Nodule biopsy. (A) Cutaneous nodule with central ulceration on left upper abdominal wall; (B) hematoxylin-eosin stained biopsy
specimen of abdominal wall lesion. Immunohistochemical stains for CEA (C); CK7 (D); and CK19 (E) are positive (x100). CEA, carcino-
embryonic antigen; CK, cytokeratin.
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Figure 2 Gallbladder carcinoma: metastatic cutaneous nodule and enlarged lymph nodes in front of the portal vein. (A) Contrast-enhanced
CT of abdominal section showed a large occupying lesion in the gallbladder and a metastatic cutaneous nodule; (B) CT showed lesion

progression 2 months later. CT, computed tomography.
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Figure 3 CT scan showed tumor progression with multiple metastatic pulmonary and subcutaneous nodules 4 months later. CT, computed

tomography.

metastases from gallbladder cancer stage IV. The patient
was treated with two-cycle chemotherapy of gemcitabine,
cisplatin, and fluorouracil. Repeat serum alpha fetoprotein
(AFP) and CEA progressively increased 2 months later,
and CT scan demonstrated disease progression (Figure 2B).
Chemotherapy was stopped, and the treatment was switched
to tegafur, gimeracil, and oteracil potassium capsules,
but CT scan showed tumor progression with multiple
metastatic nodule in the lungs and subcutaneous nodules 4
months later (Figure 3). The patient eventually died half a
year from diagnosis.

Discussion

Gallbladder carcinoma, though generally considered
rare, is the most common malignancy of the biliary tract,
accounting for 80-95% of biliary tract cancers. An early
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diagnosis is essential as this malignancy progresses silently
with a late diagnosis, often proving fatal. The only likely
curative treatments intended for gallbladder carcinoma
is usually surgical resection. Unfortunately, only 10-30%
of patients can be considered for surgery, because of loco
regional spread or distant metastasis. The comprehensive
treatment, such as chemotherapy, radiation treatment and
molecular targeted therapy, play important roles in the
treatment of gallbladder carcinoma. As for gallbladder
carcinoma, loco regional spread is more common than
distant metastasis. Metastases usually occur in liver,
lymph nodes, adjacent organs and peritoneum. Several
mechanisms involving various pathways are implicated in
the development of metastases. There are limited examples
of cutaneous metastatic gallbladder carcinoma, and the
related mechanisms remain unclear.

The overall incidence of cutaneous metastases from
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internal malignancies is roughly 5.3% (8), and it occurs
in nearly all internal malignancies (9). This dissemination
can occur through hematogenous, lymphatic, direct or
iatrogenic spread. Predominantly skin metastases presents
as nodular lesion damaging the dermis and subcutaneous
fat, no bigger than 3 c¢cm diameter and most often
asymptomatic. Nevertheless, in more than 46% of cases,
they have atypical presentation. Most times they are very
similar to benign lesions. This case highlights the variation
that can be exhibited by cutaneous metastatic disease from
gallbladder carcinoma. Non-pruritic, indurated lesions
in patients should always raise suspicion for cutaneous
metastases from internal malignancies and undergo biopsy.
Rarely, these lesions may be the initial presentation of
malignancy. Cutaneous metastases from gallbladder cancer
represent advanced disease and are associated with a very
poor prognosis.
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