Squamous Cell Carcinoma of Gallbladder - An

Uncommon Presentation

Abstract

A 51-year-old male patient presented with pain e tupper right
guadrant of abdomen since two months, associatddweaight loss and fever.
Contrast enhanced computed tomography abdomenleevgallbladder with
wall thickening which was asymmetric and heterogeseat junction of body.
An initial diagnosis of cholecystitis with elemeoit cholangitis and abnormal
wall thickening with multiple tiny calculi was codered. Open radical
cholecystectomy was done. Microscopic and immurtotieemical findings
established the diagnosis of moderately differéetiasquamous cell carcinoma
of the gallbladder. Adjuvant chemotherapy regimemststing of paclitaxel
175mg/mi and carboplatin AUC 6 was given three weekly farcycles in the
present case. Six months after treatment complgbiatnent is on regular follow

up and disease free on clinical and radiologicah@ration.
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Introduction

Gallbladder carcinomas are uncommon and constinie2 to 4% of all
gastrointestinal malignancies. Most common histplogncountered in
gallbladder malignancies are adenocarcinoma. Inceleof Squamous cell
carcinoma (SCC) may reach 12.7% of tumours of &ibladder™.

We report a single case of SCC of gallbladder weet initially diagnosed
as cholecystitis with element of cholangitis anda@inal wall thickening with

multiple tiny calculi.



Case Report

A 51-year-old male, who belongs to Haryana, presemtith complaints
of intermittent pain in the upper right quadrantabdlomen and weight loss for
two months with associated fever. Patient was knawase of diabetic and on
regular medication.

On per abdominal examination, there was tenderni@ssright
hypochondrium and there was no clinically palpabiganomegaly. Vital signs
were normal. Complete haemogram and renal funtéisis were within normal
limits. Liver function tests showed elevated asgartransaminase (184 U/L),
alanine transaminase (208 U/L) and alkaline phdsgkadevels (243 U/L) with
normal serum bilirubin level.

Magnetic resonace imaging (MRI) of the upper abdorvéh magnetic
resonance cholangiopancreatography (MRCP) reveaatibladder wall
thickening, sludge, calculus, and no obvious bjliductal dilatation or filling
defects (Figure 1). Contrast enhanced computed tterapy (CECT) of the
abdomen revealed pathological gallbladder with whitkening which was
asymmetric and heterogeneous at the junction obdlgy region (Figure 2) and
there were mild thickening and enhancement of tiogimal extrahepatic bile
duct walls. On this basis, an initial diagnosiscbblecystitis with cholangitis
considered. Keeping in view of abnormal wall thickey with multiple tiny
calculi the patient underwent open radical cholemtemy which included
resection of gallbladder, IV B and V segments wéij and lymph nodes from
pericholedochal, hepatoduodenal tissue, hepatieryartceliac and gastric
regions. Operative findings included a hard massumdus and body of
gallbladder invading into liverThere were no obvious metastasis in liver,
peritoneum ancdmentum. The pericholedochal, periportal and hepatic grter
nodes were not enlarged.

The macroscopic findings were polypoidal growth swugang 2x2 cm
inside the gallbladder infiltrating the muscle lgybut underlying liver was
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grossly free of tumomMultiple sample were obtainedrom representative are
and routinely processedHistopathologial examinationrevealed moderate!
differentiated squamous cell carcinoma of (bladder with area of po«
differentiation infiltrating the entire thicknes$ the wall (Figures 3 ar 4).
Nineteen lymph nodes were iddied and all were free of tum.
Immunohistochemical study showed theaumor cells were negative
cytokeratin 7, cytokeratin 20 a p63 antibodiesbut showed equivocal res
with high molecular weightytokeratin. Postogrative period was uneventt
The patient was planned for adjuvant chemotherapy \waclitaxe
175mg/m and carboplatidUC 6, both intravenously tiee weekly, into a tot:
of six cycles.Six months after operation, the patiendisease free oclinical

and radiological examinatis.

Figure 1- MRI scan othe dbdomen (transverse view) showing tedl bladdel
with asymmetric andhetereogenol wall thickening (arrow) ad multiple tiny
gallstones.



Figure 2 - CT scan of thdodomen (transverse view) showing gall bladder

asymmetric wall thickeningarrow).

Figure 3 -Photomicrograpy showing thegall bladder wall with infiltration b
carcinoma (H&E,100X).
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Figure 4 - Photomicrography showing the tumor celN#h squamoid
differentiation (H&E, 100X).

Discussion

Gallbladder cancer is the commonest biliary malngya The prevalence
of this cancer shows geographical variations. heorted to be rare in India.
However, the incidence of gallbladder cancer inthnand central India is very
high. Gall stone disease is associated in over 80%l @ Blcancer casesall
stone disease is common in north Indircidence of metaplasia and dysplasia
increased with the age and the metaplastic alberaind dysplasia are taken as
precancerous lesioffs

Squamous cell carcinoma (SCC) of the gallbladderaigare and
aggressive form of gallbladder cancer. Long termgposis for patients who
have SCC of gallbladder is poorer than patients e adenocarcinoma of
gallbladder 4. The most common type of gallbladder cancer is
adenocarcinoma with female/male ratio 3:1. The coniyn presenting age

group for gallbladder cancer is 40 to 60 ydars



Early stages of gallbladder cancers do not pro@mgesymptoms. When
symptoms are present, the presentation is similabiltary colic or chronic
cholecystitis'®. SCC of gallbladder is characterized by rapid ghpwliffusely
local and regional infiltration and early metastatissemination. Despite of
these characteristics, peritoneal seeding is rdrdevhepatic metastases are
more frequent’. The time for duplication for adenocarcinoma i téimes
higher as that for SCC of gallbladder; thus, th&€S$@owth is faster than that of
adenocarcinoma. Therefore, SCC is more aggressitle pgor prognosis as
compared to adenocarcinofid.

Roppongi et al.”! mentioned that due to inclusion of heterogenous
neoplasm such as adenosquamous carcinomas andsediagnoses, SCC of
gallbladder comprise upto 12.7% of gallbladder easi.c According to the
Surveillance, Epidemiology, and End Results (SEBR)gram of the National
Cancer Institute, out of 3038 patients with galldlar cancer only 45 (1.7%)
were SCC*,

Due to foregut origin of gallbladder, most gallldad carcinomas are
heterogeneous during neoplastic transformdflos a result, pure SCC of the
gallbladder is a rare entity. SCC of the gallbladdethought to arise from the
basal cell layer of the epithelium either due tauagous metaplasia or
squamous differentiation of a pre-existing adencioama. Others believe SCC
originates from squamous differentiation of therambarcinoma via expression
of mixed phenotypes within a single tunibr

Radical resection is the mainstay of treatment witlhative intent for
patients with locally invasive SCC. The most impatt parameter in
determining survival is the extent of tumor invasiat the time of diagnosis.
Death occurs within six months of diagnosis withaatical surgery™*.
Laparoscopy should not be done if gallbladder carise suspected®.
Postoperative radiotherapy and chemotherapy margée; however, results are
inconsistent”.



Oohashiet al.*” compared radical resection and primary tumor résect
alone in terms of survival in adenosquamous cancmof gallbladder. These
authors found that 5- year survival of 48.6% wdlical resection compared to
a 3-year survival of 7.7% with primary tumor resactalone. Residual tumor
status was the only significant independent prognosteida Patients with no
residual tumor had a 5-year survival of 62.9% caomgato patients with
residual tumor whose the 5-year survival was nil.

Conclusion

SCC of gallbladder is a rare malignancy. Main treait modality is
surgery. Even though chemotherapy and radiatioraplyehas been used in the
adjuvant setting, it does not provide additionahdfés. Careful radiological
examination may help to decrease the mortality @ated with this disease

enabling early detection at an earlier stage.
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