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Case Report

Neuroendocrine Small-Cell Carcinoma of the Gallbladder: Case Report
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Gallbladder neuroendocrine carcinoma is a very rare entity, accounting for <0.2% of all neuroendocrine
tumours [1]. Of the cases described in the literature, the initial presentation is usually locally advanced or
even with disseminated disease [2]. In this paper we report the case of a 43-year-old female patient with an
incidental diagnosis of gallbladder neuroendocrine carcinoma. Although clinical presentation is the most
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Introduction

Primary Neuroendocrine Tumors (NET) of the gallbladder are rare, and
while well-differentiated NETs have an indolent course and overall good
prognosis, poorly differentiated neuroendocrine carcinomas (NEC) have
a poor outcome [3]. Histological types of gallbladder NET can be
divided in well-differentiated carcinoid tumors, small-cell carcinomas
(grade 1) and large-cell neuroendocrine carcinomas (grade 2) and mixed
adeno-neuroendocrine carcinomas (MANEC) [3, 4]. Of these types,
carcinoid tumors have a more favorable course where small-cell
neuroendocrine and undifferentiated carcinomas have a poor prognosis
[5-7]. In this case report we pretend to illustrate the presentation,
diagnosis, evolution and outcome of a small-cell NEC of the gallbladder
and the struggle to optimize the treatment to this aggressive form of
NET.

Case Presentation

A 43-year-old female presented to the emergency department with
abdominal pain, localized in the right upper quadrant for the last 24 hours

with lumbar irradiation. She referred accompanying vomit and nausea.
Denied any other accompanying symptoms like fever, jaundice and/or
constitutional symptoms. No previously relevant medical history. On
physical examination, the patient had abdominal tenderness in the right
hypochondrium and a positive Murphy’s sign. Laboratory studies
showed a mild leucocytosis and a non-elevated C reactive protein (CRP).
An abdominal ultrasound revealed a regular hepatic contour with a 5cm
hyperechogenic nodular formation on segment 5, suggestive of
hemangioma; no dilatation of the biliary tract and a distended gallbladder
with multiple calculi, with parietal thickening and pain on instrumental
compression.

Based on these findings we proposed a surgical approach for a
laparoscopic cholecystectomy that was consented by the patient.
Intraoperatively we found the gallbladder with parietal wall thickening
and surrounded by inflammatory tissue, confirming the clinical
suspicion of acute cholecystitis. The surgery was otherwise uneventful,
and the patient was discharged at the third post-operative day.
Histopathological analysis revealed a small-cell NEC of the gallbladder
with serous infiltration and perforation, lymphovascular and perineural
invasion and metastatic disease in the cystic lymph node: pTNM
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T3N1Mx. The patient underwent a thoraco-abdomino-pelvic CT scan,
which revealed a hepatic lesion with 8cm-diameter in segment 4 with
arterial enhancement, consistent with a secondary location. No other
suspicious lesions where identified (Figure 1).

Figure 1: Initial assessment after the histopathology diagnosis,
showecasing liver metastasis.

An FDG-PET was also performed and revealed a hepatic secondary
location in segment 4, corresponding to the same site on the CT-scan,
and metastatic lymphatic invasion involving the hepatic hilum. The
patient was proposed for systemic chemotherapy. Besides QT, disease
progression occurred and reevaluation with FDG-PET after 6 weeks of
QT showed a progressing liver metastasis and the appearance of multiple
bone metastasis, with the patient dying at 9 months after the initial
diagnosis. (Figure 2).

Figure 2: Post QT assessment that reveals the progressing of liver
infiltration.

Discussion

This case illustrates the rapid evolution of the NEC of the gallbladder,
with a poor prognosis, short-term survival and little to no response to
chemotherapy. Gallbladder carcinomas prognosis is dependent not only
on local staging but also of the histological type — so adenocarcinomas
and other well-differentiated tumors have a better outcome than small-
cell neuroendocrine and other poorly differentiated tumors. The
literature compares most NET of the gallbladder behavior to gallbladder
adenocarcinoma, especially the poorly differentiated ones, poor
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prognosis, usually with late-stage presentation. In the specific case of
small-cell neuroendocrine carcinoma, the few cases described in the
literature — the behavior of these tumors seems to be even more
aggressive than the gallbladder adenocarcinoma with shorter survival
after diagnosis and even worst response to chemotherapy. So, although
surgical radical resection is the paramount treatment it is rarely doable
or of any clinical benefit at all.

Conclusion

Gallbladder neuroendocrine carcinomas are initially at an advanced
stage and do not respond to chemotherapy regimens. Rarely with the
possibility of radical surgical therapy and poor prognosis. The median
survival is 4-6 months despite the therapeutic measures instituted [8].
Nevertheless, a recognition of a neuroendocrine type carcinoma is
important to evaluate prognosis and also to prevent and treat other
paraneoplastic syndromes as well as a possible different chemotherapy
scheme.
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