Squamous Cell Carcinoma of Gab—Bladder — An

Uncommon Presentation
Abstract
A b5l-year-old male patient presented with pain ihe right

hypechendrirnpper right quadrant of the abdonsince 2 months, associated
with weight loss and fever. Contrast enhanced cdetptomography abdomen

revealed gall bladder with wall thickening which svasymmetric and
heterogeneous at junction of body. A provisionabdiosis of cholecystitis with
element of cholangitis and abnormal wall thickenwigh multiple tiny calculi
was considered. Open radical cholecystectomy wase.dMicroscopic and
immunohistochemical findings established the diagoof moderately
differentiated squamous cell carcinoma of the dmdlber. Adjuvant
chemotherapy regimen consisting of paclitaxel 17Bmgnd carboplatin AUC

6 was giverthree time8 weekly forsix 6 cycles in the present case. Six months
after treatment completion, patient is on regutdiov up and disease free on

clinical and radiological examination.
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Introduction

Gallbladder carcinomas are uncommon and consuinite2 to 4% of all
gastrointestinal malignancies. Most common histplogncountered in
gallbladder malignancies are adenocarcinoma. Incieleof Squamous cell
carcinoma (SCC) may reach 12.7% of tumours of &iblgdder”.

We report a single case of SCC of gallbladder twas clinically
diagnosed as cholecystitis with element of chol@gand abnormal wall

thickening with multiple tiny calculi.



Case Report
A 51-year-old male presented with complaints oéintittent pain irthe
upper right quadrant of the abdon¥eght and weight loss formvo2 months with

associated fever. Patient was knowncase of diabetic and on regular
medication.

On per abdominal examination, there was tenderniassright
hypochondrium and there was no clinically palpabiganomegaly. Vital signs
were normal. Complete haemogram and renal funtéisiawere within normal
limits. Liver fFunctioniTests showed elevateghspartateiFransaminase (184
U/L), aAlaninetFfransaminase (208 U/Lancs aAlkaline pPhosphatase levels
(243 U/L) with normal serum bilirubin level

Magnetic rResonaceitmaging (MRI) of the upper abdomen with
mhiagnetic rResonance cCholangiopancreatography (MRCP) revealed
gallbladder wall thickening, sludgenéd calculus, and no obvious biliary ductal
dilatation or filing defects Kfigure 1). ContrasteEnhanced cEomputed
tFomotherapy (CECT)f the sAbdomen revealed pathological glallddder with
wall thickening which was asymmetric and heterogeseat the junction dhe
bodyregion(Ffigure 2) and there were mild thickening and enhamerd of the
proximal extrahepatic bile duct walls. On this Bas clinical diagnosis of
cholecystitis withelement—ofcholangitis and abnormal wall thickening with
multiple tiny calculi was considered, armide patientunderwent open radical
cholecystectomy which include resection of galldeidsegmentV B ands V,
segmentsof liver, pericholedochal lymph nodes, hepatoduadidissue,and
hepatic arterylymph-nedes celiactymph-—nedesand gastric lymph nodes.
Operative findings included hard mass irfundus and body of gallbladder
invading into liver. There were no obviousetastasgepesits in liver,
peritoneumandomentum. Fherewere-enlarged he pericholedochal, periportal
and hepatic artery nodesere enlarged
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The mMacroscopic finding were polypoidal growth measurin2x*2 cm
inside the gallbladdeinfiltrating the muscle lay, but underlying liver wa
grossly free of tumorgressh. Multiple samples wereobtainedjiver from
representative areas and routinely proce Histopathologicakxanevaldation

revealed moderately differentiatsquamous cell carcinoma of ddddder with
area of poor differentiation infiltrating the emtithickness athe wall (Figures :
ands 4). Nineteen lymph nodes were identified and all wees fof tumas.
Immunohistochemical study showed thaumor cells were negativefor
cytokeratin 7, cytokeratin 2ands p63 antibodies but showed equivocal res
with hHigh mMolecular w/eight cEytokeratin Postoperative period w
uneventful.

Then-The patient was planned for adjuvant chemothewith paclitaxe
175meaini-and carboplatidUC 6, bothintravenouslythreetimesweekly, into
atotal offer six cycles Six months after the operati, the gPatientis-en-regula

fellew—up—everrmeonth—forsix—mentand-is disease free on clinical al
radiological examinatian




Figure{l) - MRI sScan ofthe sAbdomen (Fransverse view¥howingthe gall
bladder with asymmetrianc& hetereogenous wall thickeningrrow', and
multiple tinygallstonesaleu.

Figure{2) - CT sScan ofthe éAbdomen (transverse view) showing -bladder

with asymmetric wall thickenir (arrow)

Figure(3 -} Photomicrograpy showng the galtbladder wall with infiltration by
carcinoma(H&E,100X).
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Figure - {4- } Photomicrograph-(high—pewer—view)showng the tumor cells
with squamoid differentiation. (H&E, 100X).

Discussion

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 3. The most common type of gallbladder cancer is
adenocarcinomaf-the-gallbladdeand-it-predominatesinfemawith female
to male ratieis 3:1. The commonly presenting age group for gallbladder
cancer is 40 to 60 yedrs

Early stages of gallbladder cancers do not prodmgesymptoms. When
symptoms are presekhiten,the presentation is similar to biliary colic orchic
cholecystitis'®. SCC of gallbladder is characterized by rapid ghowliffusely
local and regional infiltrationand early metastatic dissemination. Despite of
these charactestics, peritoneal seeding is rare while hepaticastases are
more frequent®. The time for duplication for adenocarcinomatis times
lowertwice as that for SCC of gallbladdehus, thehatisSCC growth is faster



than that of adenocarcinomand-is Ttherefore SCCis more aggressive with

poor prognosis as compared to adenocarciriorha
[5]

Roppongi et al mentioned that due to inclusion of heterogenous
neoplasm such as adenosquamous carcinomas andsediagnoses, SCC of
gallbladder comprise uf 12.7% of gallbladder cancers According tothe
Surveillance, Epidemiology, and End Results (SEBR)gram of the National
Cancer Institute, out of 3038 patients with gallddler cancer only 45 (1.7%)
were SCC*®,

Due to foregut origin of gallbladder, most gallldad carcinomas are
heterogeneous during neoplastic transformdflods 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 taagous 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 tunfdr

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 withinsixé months of diagnosis without radical surgé#y.
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 cancaof gallbladderThese
authors-and found that 5- year survival of 48.6% with radicasection
compared to a 3-year survival of 7.7% with primamynor resection alone.
Residual tumorstatus was the only significant independent prognostictda
Patients with no residual tumor had a 5-year satvof 62.9% compared to

patientsihe with residual tumor whosies-year survival was nif'-
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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 @asad with this disease

enabling early detection at an earlier stage.

Reference

1.

Karasawa T, Itoh K, Komukai M et al. Squamous a&fcinoma of
gallbladder - Report of two cases and review @réture. Acta Pathol
Jpn 1981;31:299-308.

. Roa JC, Tapia O, Cakir A, et al. Squamous Cell Addnosquamous

Carcinomas of the Gallbladder: Clinicopathologigaklysis of 34 Cases
Identified in 606 Carcinomadlod Pathol. 2011;24(8):1069-78.

. Waisberg J, Bromberg SH, Franco Mi,al. Squamous Cell Carcinoma

of the GallbladderSao Paulo Med J. 2001;119(1):43.

D’Angelica M, Jarnagin W, “Tumors of the Gall-blagtd’ In B. L.
Saunders, Ed.Qurgery of the Liver, Biliary Tract, and Pancreas, 4th
Edition, Elsevier, Amsterdam, 2006, pp. 764-781.

Roppongi T, Takeyoshi I, Ohwada 8 al. Minute Squamous Cell
Carcinoma of the Gallbladder: A Case Repajn J Clin Oncol.
2000;30(1):43-5.

Henson DE, Albores-Saavedra J, Corle D. CarcinohiaeoGallbladder.
Histologic Types, Stage of Disease, Grade, andi®lriRates.Cancer.
1992;70(6):1493-97.

. K. Moore, “The Developing Human,” W.B. Saunders Qamy,

Philadelphia, 1982.



8. Memon MA, Anwar S, Shiwani MH, et al. Gallbladdear€Cinoma: A
Retrospective Analysis of Twenty-Two Years Expecerof a Single
Teaching Hospital.nt Semin Surg Oncol. 2005;2(1):6.

9. Oohashi Y, Shirai Y, Wakai Tet al. Adenosquamous Carcinoma of the
Gallbladder Warrants Resection Only If Curative éoti®n Is Feasible.
Cancer. 2002;94(11):3000-05.



