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Gallbladder cancer is an uncommon disease, comprising 1.2% of
cancers in the world, with squamous cell pathology of the gallblad-
der being even more uncommon, making up 1-3% of those cases.
When diagnosed, squamous cell carcinoma carries higher mortality
when compared to all other pathologies in the gallbladder. The con-
sensus on treatment of this cancer is inconclusive. This manuscript
presents a case of a 71-year old female with squamous cell carci-
noma of the gallbladder that progressed rapidly, despite resection to
negative margins.

Resident Physician, Cancer Research Center, Mashhad
University of Medical Sciences, Mashhad, Iran.

Tel: +98-912-032-4010;

Email: sou.arastouei@gmail.com

Received: Nov 25, 2021

Accepted: Jan 13, 2022

Published: Jan 20, 2022

Archived: www.jcimcr.org

Copyright: © Arastouei S (2022).

DOI: www.doi.org/10.52768/2766-7820/1594

Keywords: gallbladder cancer; squamous cell carcinoma; incidental;
oncology; chemotherapy.

Abbreviations: ASC: Adenosquamous Carcinoma; CEA: Carcinoem-
bryonic antigen; CA 19-9: Carbohydrate antigen 19-9; OS: Overall
Survival; PFS: Progression free survival; SCC: Squamous Cell Carci-
noma.

Introduction Case presentation

Gallbladder cancer is a rare entity; in 2018, it comprised only
1.2% of worldwide cancer diagnoses [1]. Despite its low preva-
lence, it is still the most common cancer of the biliary tract, and
carries an OS rate of 6 months [2].

A 71-year-old female presented to our hospital complaining
of persistent right upper quadrant abdominal pain for 6 months.
The pain had progressively worsened and she started develop-
ing icterus in the preceding month. Her past medical history in-
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ogy, while papillary, mucinous, ASC, pure squamous, and small
cell subtypes have also been reported [3]. The rate of incidence
of SCC of gallbladder has been reported to be 1-3% [4]. As a re-
sult of the rarity of the disease, many biological and clinicopath-
ological features of the disease, and their relationship to their
adenocarcinoma counterpart, are still unclear, and no standard
treatment has been defined for this cancer. In this paper, we
present a case of gallbladder cancer, found incidentally, which
proved to be of pure SCC pathology.

With a presumptive diagnosis of acute cholecystitis, the
patient underwent a laparoscopic cholecystectomy. On gross
pathological examination, the resected gallbladder had a uni-
formly thickened wall, with a bulky lesion in the distal end; mi-
croscopic examination demonstrated pure SCC (Figure 1). The
postoperative period was uneventful and the patient’s symp-
toms resolved.
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Figure 1: Histological sample taken from patient case demonstrating pure squamous cell carcinoma in the gallbladder:
(A) Keratinous pearl demonstrated by an arrow (400x magnification).
(B) Atypical squamous nests demonstrated by a square (400x magnification).

(C) Keratin pearl formation (arrow) and squamous nests (square). The tumor has invaded the muscular layer (100x magnification).
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She presented to us in May 2016, three months after her sur-
gery, completely active with an Eastern Cooperative Oncology
Group performance status of 0. She was asymptomatic, with
no significant abnormality on physical examination. On further
evaluation, the abdominal CT scan revealed disseminated liver
metastases (Figure 2). Blood tests, including complete blood
count, liver function tests, and kidney function tests were all
within normal limits. CEA measured at 1.2 pg/L (normal value
<5 pg/L) and CA 19-9 was 15.27 U/mL (normal value <37 U/mL).
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Figure 2: Computed tomography scan on referral revealing mul-
tiple liver metastases (arrows) from primary squamous cell carci-
\noma of the gallbladder.
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The patient was put on palliative biweekly chemotherapy
regimen of gemcitabine 1,000 mg/m? D1 and oxaliplatin 100
mg/m? D2, which continued for 9 cycles. At the end of this
course, a CT scan in September 2016, revealed a reduced num-
ber of hepatic metastases. Due to a grade 2 paresthesia and
the palliative setting of treatment, the patient's chemotherapy
was suspended. Two months later, the patient began experi-
encing abdominal pain again, and gemcitabine 1,000 mg/m? on
days 1 and 8 every three weeks was initiated, continuing for
8 cycles. The CT scan at the end of this course, in May 2017,
revealed progression of disease, with increased peritoneal me-
tastases and subcutaneous implants in the abdominal wall. At
the patient's request, chemotherapy continued, but the patient
deteriorated and passed away on 27" September 2017, due to
complications of metastatic liver disease.

Discussion

An analysis of the National Cancer Database, during a span
of 11 years, identified 1,084 cases of gallbladder SCC [5]. Out of
these, only 370 cases were purely squamous. Histological analy-
sis of the SCC tumors was noted to be just like SCC of any other
site, with sheets and whorls of keratinized squamous epithelial
cells, with prominent intercellular bridges and a fibrous stroma
[5]. Our patient’s pathological findings also exhibited keratin
pearls and intercellular bridges. In the aforementioned study’s
cohort, the patients’ characteristics analysis showed a female
preponderance, mostly in the older age, presenting with stage
IV disease [5]. Our patient matches these characteristics, be-
ing a 71-year-old female, but differs in that she was diagnosed
early, with a lesion invading the muscular layer. However, she
developed liver metastases early in the course of her disease.

Jaundice has traditionally been considered a sign of ad-
vanced disease and related to poor outcome, with 44% of pa-
tients with this presentation having unresectable disease [6].
However, those presenting with jaundice alongside low CA19-9
levels have been noted to achieve more favourable survival af-
ter resection [7]. Interestingly, our patient presented with jaun-
dice, but still resectable as the tumor only invaded the muscular
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layer. She also had low tumor marker levels, which may have
benefited her overall survival.

Tumor extent is the most important prognostic factor, with
a 5-year survival rate of 70% in tumors limited to subserosa (T2
disease), reducing to 0% when the tumor invades the serosa [2].
However, patients usually present in the advanced stage, as the
symptoms may mimic those of benign diseases leading to poor
detection, and anatomical features, such as the lack of a serosal
layer adjacent to the liver allowing rapid invasion of adjacent
organs. In spite of all her poor prognostic factors, our patient
had a resectable early disease, but her survival did not equal
that of her tumor extent.

The growth rate of squamous components is twice as fast
as adenocarcinomatous components, and gallbladder ASC-SCC
patients are often diagnosed at more advanced stages com-
pared to pure adenocarcinoma [8]. This is likely why our patient
was metastatic by the time she presented to our clinic, despite
an early stage disease that was completely resected.

Due to the bulky nature of gallbladder SCC, patients can be-
come symptomatic at an earlier stage and present with resect-
able disease, as was the case with our patient [4]. However,
even on earlier detection, other factors, most notably growth
rate of squamous components, make this a deadlier disease.
This is in accordance with another study that concluded that
SCC pathology has a worse prognosis, and this worse prognostic
factor persisted even when compared with stage matched ad-
vanced gallbladder cancer cases [9].

Radical resection can improve survival in gallbladder cancer
[6]. However, the role of radical resection after finding inciden-
tal gallbladder cancer on simple cholecystectomy is not clear.
In one study, 89 incidental gallbladder cancers were found out
of a total of 30,960 patients undergoing laparoscopic chole-
cystectomy. A significant benefit of re-resection of gallbladder
bed and regional lymph nodes following incidental gallbladder
cancer was observed, especially with pT2 and pT3 disease [10].
On the other hand, another study observed that in their 12 in-
cidental gallbladder cancers, long term survival was achieved
without additional resection even in pT2 and T3 disease [11]. In
our case, the patient was metastatic by the time she returned
for further follow up, so there was no indication for further sur-
gical intervention.

Due to the rarity of gallbladder cancer, studies usually com-
bine their findings with those of other biliary tract malignan-
cies; the majority of the data is related to adenocarcinoma, with
results extrapolated to SCC and ACS pathologies. The benefit
of adjuvant therapy in high-risk disease, specifically those with
node positive and incomplete resection, is reported in several
studies, but it is not clear if radiotherapy or chemoradiotherapy
is a better modality. Both the National Comprehensive Cancer
Network and the European Society of Medical Oncology recom-
mend chemoradiotherapy [12]. The most recent trial on adju-
vant therapy, BILCAP, involved comparing adjuvant capecitabine
to observation following radical resection. This study did not
reach its primary end goal of OS, but it was significant as the
treated group had longer recurrence free survival comparative-
ly [13]. This has made capecitabine the standard of care in the
adjuvant setting, surpassing the older tried gemcitabine-based
regimens.

In a metastatic setting, the combined regimen of gemcitabi-
ne and cisplatin is the standard of care resulting in a PFS of 8

and OS of 11.8 months [14]. Gemcitabine alone has shown clini-
cal benefit rates of 15-60%, while gemcitabine combined with
oxaliplatin has demonstrated better response rates than single
agent and a better tolerability compared to the other combina-
tions [13]. More recent studies have tried improving the PFS in
these patients, by adding nab-paclitaxel to gemcitabine-plati-
num combinations or using modified FOLFIRINOX (a combina-
tion regimen of folinic acid, fluorouracil, irinotecan and oxalipla-
tin) in this setting, both of which have shown improved results
in phase Il studies [14,15]. Our patient was put on gemcitabine
based regimens, resulting in an OS of 19.3 months.

Conclusion

Gallbladder SCC’s rare and aggressive nature often results in
poor patient outcomes. Due to a lack of specific research on this
pathological subtype of gallbladder cancer, it is treated based
on studies on its adenocarcinoma counterpart mostly. Studies
have not yet come to a conclusion on the best adjuvant treat-
ment modality; because of SCC’s aggressive nature, chemora-
diotherapy should be considered. In a metastatic setting, while
gemcitabine-based regimens are the standard of care currently,
the search for a better alternative is ongoing.
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