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Abstract

Representing 90-95% of all malignant gallbladder neoplasms, adenocarcinoma is by far the most common subtype.
Adenosquamous carcinoma is a rare subtype, accounting for only 1-5% of all gallbladder carcinomas. These tumors have
been shown to have aggressive biologic behavior, commonly extending to adjacent structures. Some studies have shown that
the squamous component often displayed a greater proliferative capacity than the adenocarcinomatous component (possibly
even up to twice as fast). Complete surgical resection is currently the mainstay of treatment but the prognosis is often poor. In
this paper, we present a case of a 69-year-old male with an AJCC Stage IV moderately differentiated adenosquamous carcinoma

of the gallbladder treated with radical cholecystectomy including liver segments IVb, V, VI.

INTRODUCTION

Although rare, gallbladder carcinoma is the most common type
of biliary tract cancer. It has a clear predominance for females,
but its geographical prevalence is widely variable, suggesting a
complex association with genetic and environmental factors.
Risk factors include cholelithiasis, obesity, gallbladder polyps
and female sex. Many histologic subtypes exist. Representing 90—
95% of all malignant gallbladder neoplasms, adenocarcinoma is
by far the most common subtype. Adenosquamous carcinoma is
a rare subtype, accounting for only 1-5% of all gallbladder car-
cinomas. Strong controversy exists over its histogenesis. Some
believe that it is squamous differentiation in an adenocarci-
noma, while others think it may be closely related to the neoplas-
tic process of squamous cell carcinoma. Regardless of how they
arise, these tumors have been shown to have aggressive biologic
behavior, commonly extending to adjacent structures including

the liver, omentum, stomach, duodenum and transverse colon.
Some studies have shown that the squamous component often
displayed a greater proliferative capacity than the adenocarcino-
matous component. Complete surgical resection is currently the
mainstay of treatment, but the prognosis is often poor.

In this paper, we present a case of a 69-year-old male with
an AJCC Stage IV moderately differentiated adenosquamous car-
cinoma of the gallbladder treated with radical cholecystectomy
including liver segments IVb, V, VI.

CASE PRESENTATION

This paper presents a 69-year-old male initially presenting to
the clinic for a new liver lesion identified on screening CT scan.
Review of systems was significant for fatigue, weight loss, easy
bruising/bleeding, chronic back and joint pain. The patient’s
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Figure 1: PET scan (axial view): hypermetabolic, centrally necrotic mass involving
liver segment V, VI.

Figure 2: PET scan (coronal view).

Figure 3: MRI (axial view): 7.1 x 8.1 cm mass originating from the gallbladder
involving segments IVb, V, VI with areas of peripheral enhancement and central
necrosis.

past medical history is significant for tobacco use, cholelithiasis,
left renal cell carcinoma status-post left robotic-assisted partial
nephrectomy, bilateral Warthrin’s Tumor status-post bilateral
superficial parotidectomy, benign prostatic hyperplasia, hyper-
tension and coronary artery disease.

CT guided biopsy of the lesion demonstrated the presence of
invasive squamous cell carcinoma with p40-positive and focally
positive for CK7 cells. Caris testing was positive for PDL1 (95%)
with stable MMR and low TMB. PET scan revealed a large hyper-
metabolic, centrally necrotic mass involving liver segments V,
VI without any abnormal FDG uptake within the head, neck or

Figure 4: MRI (axial view).
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Figure 6: Gross cross section of the gallbladder demonstrating tumor involve-
ment and cholelithiasis.

chest. Pertinent images from the PET scan are demonstrated in
Figs 1 and 2.

MRI demonstrated a 7.1x8.1 cm mass originating from
the gallbladder that involved segments IVb, V, VI with areas
of peripheral enhancement and central necrosis. Associated
cholelithiasis was also noted. Figures 3-5 demonstrate the
pertinent MRI findings.

This patient was treated with a radical cholecystectomy
including liver segments IVb, V, VI and portal lymphadenectomy.
Using a modified Makuuchi incision, the liver, colon and
duodenum were mobilized. There was no identifiable tumor
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Figure 8: H&E stain demonstrating peritoneal surface involvement.
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Figure 9: H&E stain demonstrating involvement of the lesser omentum.

involvement of the bowel. The cystic duct was isolated and
divided at the bile duct. A frozen section of the cystic duct
was sent for analysis which revealed negative margins. Portal
lymphadenectomy and resection of liver segments IVb, V,
VI en-bloc with the gallbladder was performed and sent for
histopathologic analysis. Falciform and omental pedicle flaps
were created and two drains were placed. The patient tolerated
the procedure well with no acute intraoperative complications.
His post-operative course was unremarkable and he was
discharged on post-operative Day 4.
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Pathologic analysis revealed an AJCC Stage IV (pT3, NO,
M1) 7.7 cm moderately differentiated (histologic grade G2)
adenosquamous carcinoma of the gallbladder with lympho-
vascular and perineural invasion, and tumor extension into
adjacent liver, peritoneal surface and residual lesser omentum.
Surgical margins were all negative. No tumor was identified in
any of the eight portal lymph nodes obtained. Figure 6 shows
a gross cross section of the gallbladder. Figure 7 shows H&E
stain of the tumor demonstrating adenosquamous features.
Figure 8 shows an H&E stain demonstrating peritoneal surface
involvement. Figure9 shows an H&E stain demonstrating
involvement of the lesser omentum.

DISCUSSION

Gallbladder adenosquamous carcinomas are a rare occurrence.
Literature review of 69 cases (summarized in Table 1) demon-
strated that the average patient age to be 66.6 years old ranging
from 43 to 89 years old [1-12]. There was a clear gender pre-
dominance with 72.5% (50/69) patients being female, yielding
a Female: Male Ratio of 2.6:1. This statistic is similar to those
previously reported in the literature. Cholelithiasis was reported
in over half of these patients, again suggesting its association as
a risk factor for developing gallbladder carcinoma.

Important prognostic factors of this disease are histologic
grade and stage of the tumor. Because patients commonly
present late, prognosis is often poor. In this population, 85%
(59/69) presented at an advanced stage (defined as pT3 and
greater OR Stage III and greater). The most involved adjacent
structure in this population was the liver, which occurred in
53% (37/69) of patients. The overall 5-year survival rate has been
estimated to be less than 5%. In this population, 60.8% (42/69) of
patients died of their disease with a mean survival of 8.5 months
prior to passing.

Treatment of this disease is difficult. Chemotherapy has
shown little success, so surgery is often the gold standard. Two
main approaches exist in the surgical treatment of gallbladder
cancer: radical resection vs. resection of primary tumor alone;
52.9% (36/58) of this population underwent radical resection.
It has been reported, however, that the overall survival rate is
significantly better after radical resection when compared with
primary resection of tumors that were incidentally found after a
standard cholecystectomy.

CONCLUSION

Gallbladder carcinoma is a rare cancer with the most common
subtype being adenocarcinoma. Adenosquamous carcinoma, a
much less common subtype, has been shown to have more
aggressive biologic behavior than adenocarcinoma. This greater
proliferative capacity often leads to tumor extension to adjacent
structures such as the liver rather than nodal metastasis. There
is conflicting evidence in the literature regarding the prognosis
of adenosquamous carcinoma compared with adenocarcinoma,
although both usually have a poor outcome. With little role for
chemotherapy, surgery currently appears to be the gold standard.
Due to the lack of available literature on this rare disease, more
studies are needed to determine a more targeted approach of
treatment.
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