Adenosquamous carcinoma of the gallbladder: a rare
entity and dilemmas in its management
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SUMMARY

Gallbladder carcinomas are the most common form of
biliary tract malignancies with adenocarcinomas, by

far the most common variant while adenosquamous
(adenosquamous carcinoma of the gallbladder) or pure
squamous cell carcinomas representing only 2%—10%
of all gallbladder carcinomas. Despite being a minority,
these tumours demonstrate aggressive behaviour
resulting in delayed presentations with widespread local
invasion. We report a case involving a woman in her
50s who was diagnosed on imaging with a suspected
gallbladder malignancy in the community. She proceeded
to have a laparoscopic extended cholecystectomy with

a cuff of segment 4b and 5 liver resection and cystic
node sampling revealing a T3N1 lesion which on further
recommendation by the multidisciplinary team proceeded
to have an open portal lymphadenectomy yielding
another positive lymph node. This case report highlights
the dilemmas encountered in the management of this
rare histological subtype in the absence of well-defined
treatment algorithm and evolving guidelines.

BACKGROUND

Gallbladder carcinoma has an annual incidence
between 3 and 4 per 100000 cases in Australia.!
Despite its rarity, the silent and often rapid progres-
sion of disease lends a dismal prognosis. Risk factors
attributed to its development include obesity,
cholelithiasis, presence of the gallbladder polyps,
female sex and chronic infection with Salmonella
or Helicobacter species.> > Adenocarcinoma of the
gallbladder is by far the most common histological
subtype accounting for nearly 90%-95% of cases
and is relatively well studied.* However, adenos-
quamous and pure squamous cell carcinomas of the
gallbladder are much rare accounting for 2%-10%
of all gallbladder carcinomas®* Owing to its rarity,
there is a paucity of data on the clinicopathological
features with no uniform histological definition,
with most papers attributing any form of squamous
differentiation combined with glandular features to
the adenosquamous carcinoma of the gallbladder
(ASCGB) subtype.” Existing literature would
suggest ASCGB to be associated with an increased
tumour size, poorer survival, aggressive nature and
locally advanced at presentation.® In this paper, we
present a case report of a woman in her 50s diag-
nosed with ASCGB with positive lymph nodes and
the challenges encountered in its management.

CASE PRESENTATION

A fit and well woman in her 50s with a background
history of cervical cancer and an active heavy
smoker presented to her local general practitioner

with a history of intermittent crushing right upper
quadrant abdominal pain with associated vomiting
and unintentional weight loss over the last month.
Examination revealed a soft abdomen with
tenderness in the epigastric and right upper quad-
rant. There were no palpable masses or lymphade-
nopathy. Her observations were also within normal
limits, and she appeared well from the end of the
bed without any signs of jaundice, pruritus or rash.

INVESTIGATIONS

An ultrasound requested in the community
(figure 1) failed to demonstrate cholelithiasis but
did note a 31 X33 x26 mm solid lesion at the fundus
of the gallbladder suspicious for a malignancy,
however, differentials would include a large polyp
or mass-forming xanthogranulomatous cholecys-
titis. A CT chest/abdomen/pelvis performed subse-
quently confirmed that this circumferential fundal
mass was likely to represent a gallbladder neoplasm
without any evidence of nodal or distant metastasis
(figure 2).

However, prior to her outpatient surgical review,
she presented to the emergency department with
severe abdominal pain with bloodwork revealing
a leucocytosis of 13.5%10°g/L and mild neutro-
philia of 9.19x10°g/L. Her liver function tests
were deranged in a mixed pattern with normal bili-
rubin levels. Her tumour markers revealed a slightly
elevated carcinoembryonic antigen level (CEA) of
3.7 ug/L but with normal CA 19.9 level.

Given her clinical deterioration, a repeat ultra-
sound was performed nearly 3 weeks following
her original ultrasound in the community which
again demonstrated the known heterogeneous gall-
bladder fundal mass along with a solid nodule adja-
cent to the gallbladder measuring 15X13 X9 mm
which was concerning for portal lymphadenop-
athy. While there was no intrahepatic bile duct or
extrahepatic bile duct dilation, her gallbladder wall
was thickened to 4mm. Once stabilised she was
booked urgently on an elective list for operative
management.

TREATMENT

The patient underwent an elective laparoscopic
extended cholecystectomy and a cuff of segment
4b and 5 liver resection and cystic node sampling.
Standard port placement for a laparoscopic cholecys-
tectomy and adhesiolysis was performed. Intraopera-
tively, a cuff of the cystic duct was sent off for frozen
section which was negative for malignancy. The
gallbladder along with a cuff of omentum and liver
adjacent to the mass were removed en bloc (figure 3).
The Calot’s triangle was identified, and the right side
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Figure 1 Preoperative ultrasound imaging revealing suspected
gallbladder mass within fundus with associated wall thickening and
hyperaemia.

of the bile duct cleared along with the cystic node which was also
sent for histopathology (figure 4). A drain was left within the gall
bladder bed and the wounds closed in a standard fashion. She was
monitored postoperatively in hospital and discharged day 2 on a
full diet and her drain removed.

Histological assessment of her gall bladder revealed sheets
of malignant cells demonstrating squamous morphology as
confirmed on p40 staining (figure 5). In addition, there were foci
of well-differentiated malignant glands (figure 6) with the overall
appearance in keeping with an adenosquamous carcinoma. The
tumour was noted to be infiltrating into the attached omental fat
and demonstrating focal lymphovascular invasion without peri-
neural involvement. There was also note of a focal high grade
biliary intraepithelial neoplasia within the specimen, however, the
margins were all clear from both the adenosquamous and intraep-
ithelial components. The cystic duct margin was analysed and was
confirmed to have no dysplasia or malignancy in keeping with the
frozen section findings. The sampled cystic node showed evidence
of metastatic carcinoma and this was deemed to be secondary to
localised lymphovascular spread of disease. Given that her tumour
had infiltrated the subserosal connective tissue into the attached
omental fat with a positive cystic node her final pathological
staging was T3N1.

A PET-CT (positron emission tomography) scan was requested
to restage her disease which noted reactive changes at the surgical
site as expected, however, a focus of intense FDG (flurodeoxyglu-
cose) avidity was noted within the sigmoid colon suspicious for a
synchronous neoplasm. For completion purposes, she underwent
a colonoscopy to visualise any sigmoid abnormalities which was
unremarkable apart from a benign small polyp within the caecum
and sigmoid diverticulosis. Her case was discussed at the multidis-
ciplinary team (MDT) with a recommendation for a portal lymph-
adenectomy given her positive lymph node status.

Figure 3

Intraoperative image revealing gallbladder with mass at
fundus (green arrow) adherent to adjacent liver and omentum (yellow
arrow) which were removed en bloc.

An open portal lymphadenectomy was performed with a right
subcostal incision and periportal dissection of lymph nodes was
undertaken with great care. Both anterior and posterior portal
vein lymph node pockets were successfully retrieved with liga-
tion of nearby vessels. Haemostatic agents were used at the
surgical site prior to commencing closure in standard fashion.
A transversus-abdominis plane catheter was left in situ for post-
operative analgesia. She recovered gradually and was discharged
postoperative day 6 without complications.

OUTCOME AND FOLLOW-UP

The histopathology from the portal lymphadenectomy yielded
another positive lymph node out of the three removed thereby
she had a total of 2/4 positive lymph nodes. The subsequent MDT
recommendation was for the patient to proceed with adjuvant
chemotherapy. She received eight cycles of intravenous gemcit-
abine and cisplatin. Apart from mild chemotherapy associated
headaches and nausea, she tolerated the regimen quite well. A
6-month and 12-month surveillance staging scan has failed to
demonstrate any disease recurrence. Given the low sensitivity
of CEA or CA 19-9 as diagnostic biomarkers of the gallbladder
malignancies,” we have opted to not perform routine tumour
marker analysis for surveillance purposes.

DISCUSSION

Gallbladder carcinomas are the most common biliary tree malig-
nancies and despite a 71% reduction in mortality within the
last three decades, its incidence is on the rise in Australia.! A
2021 analysis of the National Cancer Database in the USA found

Figure 2 Preoperative CT scan revealing gall bladder mass in relation
to other structures and absence of any obvious hepatic or distant
metastases.

Figure 4 Intraoperative image revealing critical view with the
dissection at Calots and clearance of cystic node and right side of bile
duct. Green arrow to cystic duct.
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Figure 5 Histopathology slides revealing squamous cells positive for
p40 immunohistochemical staining.

an overall S-year survival among ASCGB patients to be 18%
following surgical resection when compared with a 25% overall
S-year survival in the gall bladder adenocarcinoma cohort post-
surgical resection.® This study also found that tumour sizes
greater than 4cm, positive lymph node status and involved
surgical margins were independently associated with worse
overall survival.” When applying these data to our case report,
the fact that her tumour was <4 cm with clear surgical margins,
this would confer a favourable prognosis, however, her positive
lymph node status would warrant further management.
Interestingly, the same study also found administration of
chemotherapy combined with radiotherapy to be significantly

Figure 6 Magnified view of H&E stain of the tumour demonstrating
glandular features with surrounding inflammatory infiltrates.

associated with a survival benefit when compared with chemo-
therapy alone.’ This practice, however, remains limited consis-
tent with the 2016 guidelines from the European Society for
Medical Oncology and their recommended chemotherapy
regimen for locally advanced biliary tract cancers, reflect local
practice in Australia as seen in this case.®

The PRODIGE12 trial also used a chemotherapy regimen
similar to the one received by our patient but failed to demon-
strate any survival benefit; however, this study included only 38
gallbladder carcinoma patients making it difficult to arrive at
any definitive conclusion in this subset of patients.” The BILCAP
study on the other hand has generated a lot of interest which
used capecitabine, an oral chemotherapy agent versus obser-
vation alone in resected biliary tree cancers. The per-protocol
analysis revealed significant improvements in overall survival
and adjuvant capecitabine is now considered standard of care
following resected biliary tree cancers in some international
guidelines such as the American Society of Clinical Oncology. '

While an oncological resection of the gallbladder is advocated
as the mainstay of treatment, there is variation in its approach,
based on prior knowledge of suspected malignancy versus inci-
dentally detected gall bladder cancers which now represent
more than half of all new diagnoses.!’ A staging laparoscopy
is advocated in cases of presumed gallbladder cancer to avoid
non-therapeutic laparotomies with careful inspection to detect
peritoneal or liver metastases and to evaluate suspicious lymph
nodes such as the cystic node as reported in this case, as it has a
positive predictive value of other involved lymph nodes within
the porta hepatis as seen in our case.!’ While we aim for RO
resection in all cases, aggressive resection in advanced T3 and
T4 lesions remains controversial, as they have been shown to
increase mortality and morbidity without any survival benefit."!

In general, it is accepted that T1 and T2 tumours should
undergo radical cholecystectomies with en bloc resection of
adjacent liver and portal lymphadenectomy.'' Lymphadenec-
tomy is considered routine in tumour stages >T1b and confers
a survival benefit over radical cholecystectomy alone without
lymphadenectomy.!* While studies have demonstrated that
assessment of at least six lymph nodes within the porta hepatis is
required for adequate staging, this is often not attained as seen
in this case.®

A literature review of similar cases yielded some case reports
and retrospective studies which were consistent with prior
reports’ of poor survival associated with advanced age, positive
lymph node status and positive surgical margins (table 1).

This case highlights the challenges encountered in managing a
rare form of cancer and the role played by the MDT approach.

Table 1 Literature review of similar cases published since 2015
Adjuvant/
neoadjuvant
Author and year of publication Country  Gender Age Stage of disease Surgical margins therapy Outcomes
Mandal (2021)" USA Female 76 TANOMO NA Neoadjuvant chemo Palliated death
Akce (2019) retrospective analysis USA 70 male 67 (median) 106 with T3 disease, 14 69 involved 4 patients with 12 months survival
of National Database from 2004 146 female with T4 disease, 119 with margin and 98 neoadjuvant and 34.5%
t0 2013 (data available for N1 and 4 with M1 disease clear margins 77 patients with 60 months survival
175 patients) adjuvant therapy 13.9%
Gyawali (2023)" Nepal Female 70 T2bN1 Clear margins Not stated Alive 2 years
postoperative
Tidjane (2022)'® Algeria Female 82 T2bN1MO Clear margins Oral adjuvant chemo Alive at 2 years
postoperative

NA, not available.
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As in other malignancies, the MDT approach has been shown
to improve outcomes in gallbladder carcinomas by stream-
lining radiological investigations, recommendations on surgical
management and appropriateness of adjuvant therapy on a case
by case basis.'” Studies have identified variations in outcomes
following RO resections in adenosquamous versus pure squa-
mous cell gall bladder carcinomas,* and therefore, further studies
are required to address optimum treatment and management.

Patient’s perspective

| was very surprised to hear how rare my condition is and how
lucky | have been in attaining this outcome. | will forever be
indebted to the excellent care provided by my doctors, nurses
and allied health staff who have been involved in my care and |
wish to learn about how my journey compared to others with the
same diagnosis.

Learning points

» Adenosquamous carcinomas of the gallbladder represent a
minority of all gallbladder malignancies.

» A multidisciplinary team approach should be employed
to improve patient outcomes by careful planning and
optimisation of preoperative investigations and treatment.

» Further research will likely guide changes in guidelines and
local practice regarding the optimum adjuvant strategies
in this subset of patients algorithm based on histological
subtypes.
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