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INTRODUCTION: Primary endocrine cell tumors in the gallbladder are uncommon, and the coexistence of
an endocrine cell tumor and adenocarcinoma, squamous cell carcinoma, and sarcomatoid components
is extremely rare.

PRESENTATION OF CASE: Arare case of adeno-endocrine cell carcinoma of the gallbladder in an 81-year-old
woman is reported. Abdominal ultrasonography (US) revealed a hypo-echoic, solid tumor, 2.0 cm x 1.8 cm
in size, at the fundus of the gallbladder. On computed tomography (CT), the tumor was well-enhanced,

IC(ZJr/r‘:‘;) Oggist; tumor well-demarcated, and homogeneous. The tumor, which was papillary, protruded into the gallbladder with
Gallbladder no direct invasion to the liver. The tumor was diagnosed as gallbladder carcinoma; its depth appeared

not to pass the subserosa layer. A cholecystectomy and hepatic bed resection with regional lymph node
dissection were performed. Histologically, the tumor consisted of several components, including well
to poorly differentiated papillary and tubular adenocarcinoma with squamous and sarcomatoid differ-
entiations, and endocrine cell carcinoma. Histochemical studies of these tumor cells were positive for
chromogranin A, synaptophysin, and cluster of differentiation 56 (CD56). The lymph node consisted of
metastatic adeno-endocrine carcinoma. The patient survived and has remained disease-free for 4 years

Adeno-endocrine cell carcinoma

without adjuvant chemotherapy.

DISCUSSION: Adeno-endocrine cell carcinoma of the gallbladder generally has a poor prognosis.
CONCLUSION: The present case suggests that adeno-endocrine cell carcinoma with various components
may be derived from a common precursor cell. This observation would require further investigation.

© 2013 Surgical Associates Ltd. Published by Elsevier Ltd. All rights reserved.

1. Introduction

Endocrine cell carcinoma is most commonly found in the gas-
trointestinal tract, especially in the appendix, and the lung. Tahara
et al. proposed the term “endocrine cell carcinoma” in 1988, and
it was classified into classical carcinoid and endocrine cell car-
cinoma with more malignant potential.! Primary endocrine cell
tumors in the gallbladder are uncommon, and the coexistence of
an endocrine cell tumor and adenocarcinoma, squamous cell carci-
noma, and sarcomatoid components is extremely rare. The present
case may represent the first reported case of a varied “composite”
tumor in the gallbladder. A review of the literature is also provided.

2. Presentation of case
An 81-year old woman was admitted to our hospital in August

2005 after she completed a routine annual medical examination.
She had been treated for diabetes mellitus and hypertension. No
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clinical signs of tumor hormonal activity were observed. Physi-
cal examination was also unremarkable. Abdominal US showed a
protruding, hypo-echoic mass with an irregular surface at the fun-
dus of the gallbladder, and some gallbladder stones were detected
(Fig. 1). The results of laboratory tests on admission revealed that
aminotransferase, alanine aminotransferase, y-guanosine triphos-
phate, and alkaline phosphatase levels were within the normal
ranges. The levels of tumor markers, such as carbohydrate antigen
19-9 and carcinoembryonic antigen, were also within the nor-
mal ranges. On CT, the tumor was irregular, homogeneous, and
strongly enhanced, and it appeared to extend no deeper than the
subserosa layer. The lymph node behind the head of the pancreas
was swollen (Fig. 2). T2-weighted magnetic resonance imaging
(MRI) showed a papillary high-intensity tumor that did not directly
invade the liver (Fig. 3). On laparotomy, neither ascites nor perit-
oneal dissemination was observed. A cholecystectomy and hepatic
bed resection, including regional lymph node dissection, were per-
formed. The operation time was 3h and 12 min. Blood loss was
150 ml Macroscopically, the tumor was 20 x 40 mm in size, and it
appeared to be an elastic, hard, white mass at the fundus of the
gallbladder (Fig. 4). All specimens were processed in the routine
manner for paraffin embedding, and 5-pm-thick sections were
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Fig. 1. Abdominal ultrasonography reveals a hypo-echoic, solid tumor, 2.0 x 1.8 cm,
at the fundus of the gallbladder.

Fig. 2. CT reveals that the tumor is irregular (white arrowheads), homogeneous,
and enhanced, and the lymph node behind the head of the pancreas head is swollen
(white arrow).

Fig. 3. T2-weighted MRI shows a papillary high-intensity tumor that does directly
invade the liver (white arrowheads).

Fig. 4. Macroscopic observation shows that the specimen is an elastic, hard, white
tumor at the fundus of the gallbladder (white arrow).

cut and stained with hematoxylin and eosin. Histologically, the
tumor proliferation reached to the subserosa layer, but the liver
parenchyma was intact. There was no vascular or lymphatic per-
meation. The tumor consisted of several components, well to poorly
differentiated papillary and tubular adenocarcinoma with squa-
mous and sarcomatoid components and endocrine cell carcinoma.
Histochemical studies of these tumor cells were positive for chro-
mogranin A, synaptophysin, and CD56 (Figs. 5a-c, 6a-c). In the
enlarged lymph node, metastatic carcinoma cells were detected,
although perineural tumor invasion was not noted.

Thus, a nonfunctioning and well to poorly differentiated
endocrine adenocarcinoma with various differentiations was diag-
nosed based on the above pathologic findings. The patient was
discharged on the 13th day after the operation without any com-
plications. This patient underwent a curative surgical resection and
remains disease-free 4 years later.

3. Discussion

To the best of our knowledge, this is very rare report of a compos-
ite tumor of adeno-endocrine cell and squamous cell carcinoma and
sarcoma arising from the gallbladder. The typical classification of
carcinoid tumors is based on their embryonic gut origin, but the lit-
erature shows widespread and inconsistent dualistic classifications
of “typical” versus “atypical” carcinoid with the usual reference to
their degree of differentiation. “Typical” carcinoids, by definition,
are tumors with neuroendocrine differentiation and the classical
histological architecture of trabecular, insular, or ribbon-like cell
clusters, with no or minimal cellular pleomorphism and sparse
mitoses.2 “Atypical” carcinoids refer to aggressive forms of poorly
differentiated carcinoid tumors with increased mitotic activity and
absent or limited necrosis with a poor prognosis.23

Joel first described a case of carcinoid tumor of the gallbladder in
1929.4 Since then, almost 50 cases, including the present case, have
been reported, accounting for 0.2% of all carcinoid tumors.>~10 The
typical clinical symptoms are jaundice and right upper quadrant
pain. In most cases, the diagnosis was incidental after histological
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Fig. 5. (a-c): Histologically, the gallbladder tumor consists of three components:
(a) well to poorly differentiated papillary adenocarcinoma; (b) squamous differen-
tiation; and (c) sarcomatoid differentiation.

examination of gallbladder specimens. The difficulty of making the
current diagnosis was due to the similarity of the radiological find-
ings to those of carcinoma of the gallbladder.

The origin of adeno-endocrine cell carcinoma of the gallbladder
is still unclear. Some studies suggest that genetically unstable pro-
genitor cells or undifferentiated, omnipotent stem cells can play
not only an important role in embryonic development, but also
in oncogenesis. This supports the hypothesis that the histogene-
sis of carcinoid tumors is that they originate from multipotential
stem cells that have the ability to differentiate towards neuroen-
docrine and glandular cell types.® In the current case, the apparent
transitional zone was not detected, but the presence of various
components, such as adeno-endocrine cell and squamous and sar-
comatoid differentiations, in the same tumor suggests that they
may arise from a common precursor cell.”!! Only four cases of com-
posite tumor of adeno-endocrine cell carcinoma and squamous cell
carcinoma of the gallbladder have been reported (Table 1).12-15 The
present case is the first to show multidirectional differentiation,
with squamous and sarcomatoid components.

Fig. 6. (a—c): (a) The tumor cells are positive for synaptophysin (synaptophysin,
x200). (b) In addition, the tumor cells show positivity for chromogranin (chromo-
granin, x200). (c) The tumor cells are also positive for CD56 (CD56, x200).

Squamous cell carcinoma is a rare tumor of the gallbladder,
with a reported incidence of 0.5-12.7% of all malignant tumors of
the gallbladder.'617 Most form a large mass with invasive growth,
which involves the neighboring organs, such as the duodenum or
transverse colon, but lymph node metastases and peritoneal dis-
semination occur less frequently. The prognosis is extremely poor.
Death occurs within 6 months after the diagnosis in almost all
patients.

Adeno-endocrine cell carcinoma of the gallbladder generally has
a poor prognosis. The present case is only the second case that
achieved long-term survival; the longest survival was 12 years.!8
The usual treatment consists of complete removal of the diseased
gallbladder, with the extent of surgery ranging from laparoscopic
cholecystectomy for small lesions to radical cholecystectomy and
regional lymphadenectomy for advanced lesions.819 There is no
general agreement on when, or even whether patients with adeno-
endocrine cell carcinoma should receive chemotherapy. Various
drugs, such as doxorubicin, 5-fluorouracil, cisplatin, and strepto-
zocin, have been used either alone or in combination, with poor
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Table 1
Previous case reports of composite tumor (adeno-endocrine cell carcinoma and squamous cell carcinoma) of the gallbladder.
No Author Year Age (years) Sex Size (mm) Depth Metastasis Therapy Outcomes
1 lida et al. 1992 62 F 6.5 hinv (+) Liver Cholecystectomy 5 Months
Resection of the tumor Deceased
2 Maitra et al. 2001 82 F 10 ss Liver ND 8 Months
Deceased
3 Wakabayashi 2003 71 F 100 se None Extended right lobectomy 36 Months
Partial resection of colon Alive
4 Mori 2005 70 F 36x15 ss LN Cholecystectomy 32 Months
Resection of liver bed Deceased
5 Present case 2013 81 F 40 ss LN Cholecystectomy 48 Months
Resection of liver bed Alive

LN, lymph node; ND, not described; hinv(+), liver invasion, positive; ss, subserosal; se, tumor penetrated the serosa without invasion of adjacent structures.

overall response rates. Biotherapy using somatostatin analogs such
as octreotide or lanreotide has been assessed in the treatment of
metastatic disease; it has demonstrated tumorostatic effects with
symptomatic improvement.10-20

4. Conclusion

Adeno-endocrine cell carcinoma of the gallbladder is an uncom-
mon neoplasm of the gallbladder, and the diagnosis is often made
postoperatively on histopathological examination. The present
case suggests that adeno-endocrine cell carcinoma with various
components may be derived from a common precursor cell. This
observation would require further investigation.
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