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1. Abstract

1.1. Objective: To contribute to the increased understanding of the
clinical features of neuroendocrine carcinoma of the gallbladder
revealed by a dermatomyositis.

1.2. Clinical presentation: We report the case of a 50-year-old
man with neuroendocrine carcinoma of the gallbladder revealed
by dermatomyositis. He was hospitalized with myalgia muscular
weakness in four limbs. He had so concomitant pain in the right
upper quadrant. Cutaneous examination revealed palpebral edema
with a predominant redness on the lower eyelids and periungual
painful erythema. Computed tomography showed multiple meta-
static liver nodules, suspicious irregular thickening of the bottom
of the gallbladder, associated with multiple retro peritoneal lymph
nodes. Histopathological study showed neoplastic infiltration by
small and large cells with an endocrine type arrangement. A high
dose corticosteroid was instituted. After ten days, the patient pre-
sented a clear improvement of muscle and skin symptoms. Pallia-
tive chemotherapy by etoposide and cisplatin was introduced. The
patient died after 3 cycles.

1.3. Discussion: Few cases of neuroendocrine tumors of gallblad-
der have been reported in the literature. This highly malignant tu-
mor is often discovered at a late stage. His prognosis remains poor.
The therapeutic management is not well codified given the rarity
of this entity. The multimodal treatment with surgical resection,
radiotherapy and chemotherapy may help increase survival of pa-
tients.
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1.4. Conclusion: The neuroendocrine carcinoma of the gallblad-
der should be added to the list of malignancies with dermatomy-
ositis and has to be excluded by relevant investigation, especially
since an inexpensive, simple and easily available initial testing ex-
ists (abdomen sonography).

2. Introduction

Neuroendocrine tumors (NET) represent 1.25% of all malignant
tumors [1]. The majority of them occur in the gastrointestinal tract
(66%), followed by the bronchopulmonary system (31%). Less
frequently NETs can affect the ovaries, testes, pancreas [1]. NET
of the extrahepatic duct and gallbladder (GB) only are very rare,
account for 0.2% of all gastrointestinal tract NETs [1-5].

NETs of the GB include well-differentiated NETs grade | and
2, neuroendocrine carcinoma (NEC) with small or large cell and
mixed carcinoma adeno-neuroendocrine [3]. Only 73 cases of
small cell NEC and 10 cases of large cell NEC of GB have been
reported in the literature up to now [3]. The NEC with large cell
of the GB is extremely rare, characterized by its more aggressive
behavior [6]. Here we report a case of poorly differentiated neu-
roendocrine carcinoma with large and small cells of the GB in a
50-year-old man, revealed by dermatomyositis.

3.0bservation

A 50-year-old man with no particular history was hospitalized with
myalgia muscular weakness in four limbs that began 3 months pri-
or associated with deterioration in general health with asthenia and
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weight loss of 10 kg. He had so concomitant pain in the right upper
quadrant. Physical examination revealed bilateral and symmetrical
muscle weakness of scapular and pelvic girdles side to 3/5 with
sign of the stool. There was a swallowing disorder. Cutaneous ex-
amination revealed palpebral edema with a predominant redness
on the lower eyelids and periungual painful erythema. There was
abdominal sensation in right upper Quadrant. The lymph nodes
were free and the rest of the examination was normal. Labora-
tory tests found AST 162 IU /L, ALT 951U / L, CPK to 310 IU
/ L (N <150 U/ L) and cholestasis: gamma glutamyl transferase
to 447 IU / L (N: 5 -36), alkaline phosphatase to 341 IU / L (N:
35-105). The electromyogram highlighted a myogenic syndrome
of four members. Computed tomography (CT) showed multiple
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metastatic liver nodules, suspicious irregular thickening of the
bottom of the gallbladder 2.3 X 2.5 cm, arriving in contact with
the right angle colic with loss of greasy security border associated
with multiple retro peritoneal lymph nodes whose bulkier was 5.7
X 3 cm in size, no lesions on the thoracic level (Figure 1). His-
topathological study showed neoplastic infiltration by small and
large cells with an endocrine type arrangement: cells arranged in
clusters, in bays or rosettes. Neoplastic cells fairly uniform had a
reduced cytoplasm in small cells and quite abundant in the large
cells (<40%), tumor cells showed some multi nucleation and nu-
clear monstrosities. Mitosis were numerous (> 15 mitoses per ten
fields). Tumor cells were positive for synaptophysin and anti-CD56
with a proliferative index (Ki67)> 50% (Figure 2).

Figure 1: Computed tomography (CT) showed multiple metastatic liver nodules, tumor thickening of the gallbladder: irregular thickening of the bottom

of the gallbladder 2.3 X 2.5 cm, arriving in contact with the right angle colic with loss of greasy security border associated with multiple retro peritoneal

lymph nodes whose bulkier was 5.7 X 3 cm in size, no lesions on the thoracic level
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Figure 2: a : Histopathological study : neoplastic infiltration by small and large cells with an endocrine type arrangement b : Positivité des cellules

tumorales pour le CD56; ¢ : Tumor cells were positive for CD56; b : Tumor cells were positive for Ki67 with a proliferative index (Ki67)> 50%.
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A bone scan performed in the staging objectified two suspicious
hyperfixations of the 3rd and the 12th left rib. Diagnosis of poor-
ly differentiated neuroendocrine carcinoma with small and large
cells of the gallbladder with liver and bone metastases, revealed
by paraneoplastic dermatomyositis was retained. Faced with this
DM with initial signs of severity, a corticosteroid therapy was in-
stituted, including pulse methylprednisolone 1 g / day for three
days with relay by oral corticosteroids prednisone at high doses.
After ten days of high dose corticosteroid, the patient presented a
clear improvement of muscle and skin symptoms. Palliative che-
motherapy by etoposide and cisplatin was introduced. The patient
died after 3 cycles of chemotherapy.

4. Discussion

Neuroendocrine tumors (NET) of GB are rare representing only
0.5% of all NET and less than 1% of tumors of the biliary tract
[7]. The first case was published in 1929. Their etiopathogeny re-
mains unclear. Neuroendocrine cells are distributed throughout
the gastrointestinal tract, the bronchi, endocrine glands and skin.
The gallbladder mucosa is devoid of neuroendocrine cells, which
can appear after intestinal metaplasia due to chronic inflammation.
This fact explains why NENSs rarely occur in the gallbladder. Virtu-
ally all published reports on gallbladder NENs describe coexisting
gallstones and chronic cholecystitis [1,7, 8,9].

According to the 2010 World Health Organization (WHO) classi-
fication, NETs are classified into four categories, that are mainly
based on mitotic count and the Ki67 proliferation index: (1) well
differentiated NET or grade 1 tumor, with a mitotic count of <2/10
per high-power fields (HPF) and a Ki67 of <2%, such as a typical
carcinoids; (2) intermediate differentiated NET or grade 2 tumor,
with a mitotic count of between 2 and 20/ 10 HPF and a Ki67 of
3% to 20%, such as an atypical carcinoids; (3) poorly differentiat-
ed NEC or grade 3 tumor, with a mitotic count of >20/10 HPF and
a Ki67 of >20%, which includes small-cell and large-cell NECs;
and (4) mixed adenoneuroendocrine carcinoma, histologically ex-
hibiting concomitant adenocarcinoma (or other components) and
NEC concomitantly [1,3].

The tumor described in this observation meets the diagnostic cri-
teria for poorly differentiated endocrine carcinoma with small and
large cell: an evocative architecture tumor of endocrine differen-
tiation with organoid arrangement of cells in the lobules, in bays,
fences or rosettes; large and small cell size; the presence of tumor
necrosis areas; the expression of at least one neuroendocrine mark-
ers (synaptophysin and CD56), a mitotic index over 15 mitosis in
ten fields with a proliferative index (Ki67)> 50%.

Clinically, NECs are often revealed by a tumoral syndrome with
non-specific symptoms (intermittent pain in the right upper quad-
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rant, jaundice...) and a deterioration in general condition [10]. In
this location, it has not been described in functional clinical syn-
drome for these high-grade malignant tumors, whether with small
or large cell; but sometimes a parancoplastic syndrome. Indeed,
in our case, the tumor was revealed by symptoms suggestive of
paraneoplastic dermatomyositis (DM) which according to the lit-
erature may be associated with cancer in 14% of cases. The DM
may appear before cancer, at the same time as cancer or after can-
cer diagnosis [11, 12].

His etiopathogeny is unclear. It is associated in order of frequen-
cy with a breast, lung, ovarian, stomach, colon, uterus and naso-
pharynx cancers. The association of DM and cancer of the GB has
rarely been described in the literature [11]. To our knowledge we
report the observation of a seventh DM associated with carcino-
ma of the GB. The treatment of DM is empirical, often involving
a combination of corticosteroids and immunosuppressive drugs
[13]. The cancer treatment may also lead to the resolution of the
DM [11].

Poorly differentiated neuroendocrine carcinoma with large cell of
the GB are high-grade malignant tumors and metastatic immedi-
ately in a third of cases [10]. These highly malignant tumors pro-
gressing rapidly with early lymphatic involvement and frequent
liver metastases [2,10].

Surgical resection is considered the primary treatment of NEC of
GB, can expect improved patient prognosis [14]. However, sur-
gery is not always possible because the tumor is often discovered
at a late stage. Thus, chemotherapy occupies a prominent place in
the management of the NEC of GB locally advanced or metastatic.
The cisplatin and etoposide is the most commonly used first line.
Instead of radiation therapy has not been well established given
the rarity of this entity. In our patient, the NEC was diagnosed
with inoperable metastatic stage indicating systemic treatment
with chemotherapy.

The prognosis is unfortunate with a median overall survival of
around 4 to 6 months despite aggressive treatment [3].

5. Conclusion

The NEC of the GB is a very rare tumor characterized by a high
potential for malignancy and late diagnosis of the disease. It should
be added to the list of malignancies with dermatomyositis and has
to be excluded by relevant investigation, especially since an inex-
pensive, simple and easily available initial testing exists (abdomen
sonography). His prognosis is poorer than that of adenocarcinoma
of the GB. The therapeutic management is not well codified given
the rarity of this entity. The multimodal treatment with surgical
resection, radiotherapy and chemotherapy may help increase sur-
vival of patients.
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