OPEN ACCESS
ISSN 2675-2611
DOI 10.38179/ijcr.v1il.1

International Journal
of Clinical Research

Received: 2019.11.30
Accepted: 2020.02.05

Case Report Published: 2020.03.16

Rare Case of Gallbladder Carcinoma Misdiagnosed
as Pancreatic Adenocarcinoma in a 5 Week Pregnant
Female Patient: A Case Report

Nancy Emmanuel’, Julien Sami El Sayegh®, Said El Orra®, Abdallah Slim?

'Lebanese American University Medical Center, Beirut, Lebanon
2Department of General Surgery, Lebanese American University Medical Center, Beirut, Lebanon
’Department of General Surgery, Beirut Arab University, Beirut, Lebanon

Corresponding Author: Nancy Emmanuel, Beirut, Lebanon, nancy.emmanuel@lau.edu
Department of General Surgery, Lebanese American University Medical Center, Beirut, Lebanon
Financial support: None

Conflict of Interest: None

(Abstract )

Background: Gallbladder carcinoma is the fifth most common gastrointestinal malignant neoplasm
and the most frequent malignant tumor of the biliary tract. It has a poor prognosis, with a 50% 1-year
survival rate for patients with stage 1 disease. Unfortunately, this rare disease usually presents at a
more advanced stage, with a 5-year survival rate of only 5%.

Case Presentation: The present study describes a case of gallbladder adenocarcinoma presenting in
a 34 years old female patient of 5 weeks gestational age in the form of a right upper quadrant pain
radiating to the back. The patient had no known history of gallstones, cholecystitis, chronic H. pylori
infection or other risk factors. Being 5 weeks pregnant, imaging was first restricted to an abdomino-
pelvic ultrasound and MRI without contrast, which revealed a peri-duodenal-pancreatic mass. There
was a high suspicion of pancreatic tumor after an endoscopic ultrasound FNA had revealed an
adenocarcinoma, on pathology. It was only after opting for a Whipple procedure that pathology
revealed that the primary tumor was a gallbladder adenocarcinoma with an 8 cm peri-pancreatic mass,
represented by a poorly-differentiated adenocarcinoma, that probably developed within a lymph node.
Fortunately, the patient presented early and resection was successfully performed. She is following-
up with oncology for chemotherapy.

Conclusions: The purpose of this report is to highlight a rare disease occurring in a young pregnant
patient, and how it was misdiagnosed as a pancreatic adenocarcinoma due to the involvement of the
peri-pancreatic lymph node, the results of the EUS guided FNA, and of the preoperative imaging
studies.
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Background

Gallbladder carcinoma (GBC) is exceedingly rare,
particularly in the United States, as well as most
European and Mediterranean countries including
Lebanon [1]. In Lebanon, GBC was reported to
occur at a rate of 1.2 per 100,000 for males and
1.7 per 100,000 for females [2]. On the other
hand, Mapuche Indians from Chile, South
America, are known to have much higher
incidences, reaching 12.3 per 100,000 for males
and 27.3 per 100,000 for females [1]. This
variability has been attributed to genetic factors
and environmental exposures.

One genetic factor is gallstone disease, which by
itself, increases the risk of gallbladder cancer. A
family history of gallstone disease accounts for
around 25% risk of developing cholelithiasis, a
well-established risk factor of GBC, with
gallstones found in about 85% of GBC cases [3].
Evidence regarding genetic factors that may also
contribute to the development of GBC includes
variants of genes related to lipid metabolism such
as the rs693 polymorphism of the Apolipoprotein
B as well as certain gene variants involved in
arsenic metabolism (haplotypes of the Arsenic
Methyl Transferase gene AS3MT) [4].

Of the environmental factors, infections with
Salmonella and Helicobacter species may lead to
chronic cholecystitis, and in turn, to GBC via
alteration of proto-oncogenes as well as tumor
suppressor genes [1]. Porcelain gallbladder due
to chronic inflammation is frequently (~25%)
associated with GBC [5]. Environmental exposure
to heavy metals, certain medications (including
OCPs) and smoking also play a role [3]. Besides

cholelithiasis and cholecystitis, gallbladder
pathologies such as primary sclerosing
cholangitis, polyps, congenital cysts, and

pancreaticobiliary mal-junction anomalies are
also considered risk factors for developing GBC

6.

Additional risk factors include demographic
factors such as advanced age, female gender,
genetic predisposition, certain ethnicities and
residency in specific geographical areas [7].
Hormonal factors may play a role, as a significant
association was found between gallbladder
carcinoma and increased exposure to estrogen
and progesterone through factors like young age
at menarche, multiple pregnancies, late
menopause, etc..., also explaining the higher rate
of the disease in women [8].
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Early diagnosis is important for this potentially
lethal cancer. The fact that it has an occult
presentation does not help. The most common
presenting symptom is right upper quadrant or
epigastric pain, followed by jaundice, nausea and
vomiting, anorexia and weight loss [3]. The
ambiguity of its presentation, its aggressive
nature, and its anatomical location contribute to
diagnosis at an advanced stage [9]. The initial
imaging modality used when suspecting GBC is
ultrasonography (USG). However, in early
disease, USG may fail to show any abnormality
[3]. Hence, the most commonly used evaluative
imaging technique is the CT scan, which may
show a polypoid mass, focal or diffuse wall
thickening, and, possibly, a mass replacing the
gallbladder. A Multidetector row CT (MDCT) may
be used to distinguish between malignant and
benign wall thickening, with a specificity of 75.9%
and a sensitivity of 82.5% [10]. Other imaging
modalities may also be used. Cytopathology may
help with the diagnosis and staging of GBC,
which has various histologic subtypes, the most
common being adenocarcinoma (98% of GBC)
[3].

Complete tumor resection is the only curative
modality for GBC. Adjuvant therapy consisting of
gemcitabine or 5-FU based in combination with
cisplatin may be used as first-line therapy [3].
Though there is no standard second-line therapy,
5-FU/capecitabine, oxaliplatin-based regimen,
irinotecan or taxanes, based therapy may be
considered, and targeted therapy in combination
with chemotherapy has shown some benefit
particularly  with  cetuximab, bevacizumab,
sunitinib, selumetinib and others [11].

In this report, we present the case of a 34-year-
old pregnant female patient who presented to the
ER with a right upper quadrant pain radiating to
the back. Imaging was suggestive of a pancreatic
tumor and the patient underwent a Whipple
procedure during which she was found to have
gallbladder adenocarcinoma.

Case Report

A 34-year-old female patient presented to the
emergency department complaining of right
upper quadrant pain. The patient was 5 weeks
pregnant with an obstetric resumé of G3P2, and
a history of two uncomplicated normal vaginal
deliveries. She described the abdominal pain as
sharp, colicky, located in the RUQ, and radiating
to the back. The pain was reported to be mainly
post-prandial and associated with nausea,
decreased PO intake and weight loss.
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The patient denied abnormal bowel movements
but did report dark urine with no other symptoms.

The patient had no history of gallstones or any
biliary tract diseases; she is previously healthy,
had no previous surgeries, was a nonsmoker and
did not consume any alcohol. Her family history
was clear of malignancy of any type.

On presentation, complete blood count and
differential were normal. Direct and total bilirubin
were within the normal range. Her biochemistry
tests (sodium, potassium, chloride, CO2, urea,
creatinine, GGT, ALP, SGPT, lipase, amylase)
were also within normal except for GGT, ALP, and
SGPT which were found to be slightly elevated.

An abdominopelvic ultrasound was done and
showed a mixed solid mass within the sub-
hepatic area, in contact with the pancreatic head
and gallbladder bed, showing a mass effect on
the common bile duct, with no biliary tree or
pancreatic duct dilatation. An MRl was
recommended for better analysis. An abdominal
MRI without IV contrast was performed and
showed a 4.9 x 4.6 cm (TV x AP) well defined
ampullary mass with cystic and solid
components; the latter showed a restricted
diffusion necessitating histopathological

correlation (Fig. 1, Fig 2). The mass was seen
pushing cranially the head of the pancreas, and
anteriorly the cystic bile duct, with no evidence of
biliary tree or main pancreatic duct dilatation.

Figure 1: Coronal section of MRI done at 5 weeks
gestation showing the 4.9 x 4.6 cm (TV x AP) well defined
ampullary mass appearing as mixed with cystic and solid
components
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An  endoscopic  ultrasound  fine-needle

aspiration was performed and showed a 51 mm
x 37 mm hypoechoic mass in the retroperitoneal
space. Cytology and flow cytometry revealed an
adenocarcinoma.

At 7 weeks of gestational age, the patient had a
missed abortion and required suction dilation
and curettage.

Figure 2: Transverse section of MRI done at 5 weeks
gestation showing the 4.9 x 4.6 cm (TV x AP) well defined
ampullary mass appearing as mixed with cystic and solid
components

In quest of the primary tumor, the patient
underwent a colonoscopy. No polyps or lesions
were noted. An abdominopelvic CT scan with
injection further characterized the lesion as a 6.3
x 5 x 5 cm enhancing soft tissue mass that is
partially necrotic, and that has a moderate effect
over the duodenum and head of the pancreas,
displacing them anteriorly and toward the midline,
without a clear connection to these structures
(Fig. 3). The origin of the tumor remained
uncertain. Multiple sub-centimetric
retroperitoneal lymph nodes were noted but the
portal vein, celiac artery and superior mesenteric
artery were well opacified and patent. A chest CT
with injection was also done and was found to be
unremarkable.

The patient was therefore scheduled for a
Whipple procedure for removal of the peri-
duodenal-pancreatic mass. The abdominal cavity
was opened and inspected. The large mass was
seen at the level of the duodenum; it was hard to
palpation and adherent to the inferior vena cava.
It was carefully dissected and the tumor was
separated from the duodenum. A retrograde
cholecystectomy was performed with ligation of
the CBD and cystic artery. Frozen sections of the




gallbladder revealed adenocarcinoma of the
gallbladder. The Whipple procedure was
continued. The distal stomach with the whole
duodenum, the head of the pancreas and the
distal CBD were transected and sent to pathology
(Fig.4). An end-to-end pancreato-jejunal

anastomosis was done. The patient was
extubated and transferred in stable condition.

Figure 3: Transverse section of CT scan showing a lesion
of 6.3 x 5 x 5 cm enhancing soft tissue mass that is
partially necrotic and that has a moderate effect over the
duodenum and head of the pancreas displacing them
anteriorly and toward the midline without h

Pathology of the specimens showed well-
differentiated adenocarcinoma of biliary-type
infiltrating the entire wall of the gallbladder and
sparing the deep fat and liver bed. Lymph nodes,
including aortocaval and celiac nodes, were all
negative for a metastatic lesion. The resected
pancreatic segment was normal. An 8 cm peri-
pancreatic mass, showed a poorly-differentiated
adenocarcinoma that probably developed within
a lymph node, with hepatoid features, and a minor
component of well-differentiated
adenocarcinoma and mucinous areas.

The patient was started on a chemotherapy
regimen consisting of Cisplatin 75 mg IV in 1L
NSS in 1 hour and Gemzar (gemcitabine) given
intravenously in a dose of 1600 mg in 250 cc NSS
in 1 hour.

Discussion

Gallbladder carcinoma is very rare and has a very
high mortality rate. Its high prevalence in areas
such as South America is attributed especially to
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the non-modifiable risk factors, in particular, the
genetic background [4]. Yet, the most common
risk  factor worldwide remains chronic
cholecystitis due to gallstones. Our patient had
no history of gallbladder disease of any kind, or of
environmental exposures that may increase the
risk of GBC. She had no family history of GBC or
malignancy of any type and had no known
modifiable risk factors. The only identified risk
factor in her case was the female gender.

Early diagnosis of GBC has been difficult and
usually delayed because of the vague symptoms
that may mimic other conditions. In this case, the
results of the EUS guided FNA and the pre-
operative imaging studies which showed a poorly
differentiated peri-pancreatic adenocarcinoma
that seemed to have developed within a lymph
node, mislead the diagnosis towards a pancreatic
adenocarcinoma. However, consideration of
GBC whenever someone presents with RUQ pain
as a differential diagnosis may help improve the
detection of this disease, especially with other
associated symptoms that our patient did not
have but include vomiting, jaundice, and pruritus
[12].

B

Figure 4: Transected specimen of the peri-duodeno-
pancreatic mass with distal stomach, duodenum, head of
the pancreas and the distal CBD

Imaging modalities have facilitated the diagnosis
of GBC. Ultrasound findings may be subtle in the
early stage of the disease. The most useful
imaging studies in diagnosis are CT and MRI,
which are also important in determining the extent




and resectability of the disease. Yet, only about
50% of cases are diagnosed preoperatively, with
the rest diagnosed during surgery, as was the
case with our patient [13]. Also, our case
presented at 5 weeks gestational age, further
complicating the diagnosis and limiting the
imaging modalities initially. After the missed
abortion the use of better modalities became
possible. However, despite the advancement of
imaging, the diagnosis was made
intraoperatively.

Fortunately, the diagnosis of GBC was made in
an early stage of the disease and the primary
tumor and lymph nodes involved were resected,
and the patient is responded well to the first-line
therapy consisting of gemcitabine in combination
with cisplatin. She is also following up with a
psychologist to cope with the distress that this
disease has caused.

Conclusion

The case described in the following report is a
young previously healthy pregnant female,
presenting at 5 weeks GA for RUQ pain, thought
to have pancreatic adenocarcinoma on workup
but found to have GBC with lymph node
involvement after opting for Whipple procedure.

The patient underwent an extensive workup and
a Whipple surgery before reaching the diagnosis.
Consideration of the diagnosis and collaboration
between surgeons, radiologists, obstetricians,
and any specialist whenever the presentation is
suspicious may maximize the discovery of the
disease before surgery, and follow up with an
oncologist and a mental health specialist is
essential in the care of a rare occurrence as with
the case presented.
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