


Table of Contents

Original articles 

Pattern of Karyotypic aberrations in Pakistani Patients with de novo acute Myeloid leukemia ..........................................................06
Syeda Alia Abbas, Sadia Sultan, Sana Ashar, Syed Muhammad Irfan

Tinospora Cordifolia induces Cell Cycle arrest in Human Oral Squamous Cell Carcinoma Cells ...........................................................10
Parveen Bansal, Manzoor Ahmad Malik, Satya N Das, Jasbir Kaur

detection Mutations of JaK2 exon 12 in Patients with JaK2 (v617f)-negative Myeloproliferative disorders .....................................15
S. Z. Makani, N. Parsamanesh, S. Mirzaahmadi, M. Hashemi, F. Shaveisi-Zadeh, N. Mansouri, M. Ghazi, A. Movafagh

Hepatocellular Carcinoma Peritoneal Metastasis: role of Cytoreductive Surgery and Hyperthermic  
intraperitoneal Chemotherapy (HiPeC) ......................................................................................................................................................20
John Spiliotis, Georgios Nikolaou, Nikolaos Kopanakis, Dimitra Vassiliadou, Alexios Terra, Elias Efstathiou

The effect of dose-volume Parameters on Central nervous System relapse in Pediatric Patients  
with acute leukemia receiving Prophylactic Cranial irradiation ............................................................................................................24
Zeliha Guzeloz, Ayse Nur Demiral, Fatma Eren, Mehmet Adigul, Ahmet Ergin Capar, Handan Cakmakcı, Sebnem Yilmaz,  
Ozlem Tufekci, Hale Oren, Riza Çetingoz

long-term results of Post-operative Pelvic image guided intensity Modulated radiotherapy in Gynecological Malignancies ........30
Rashi Agrawal, Sowmiya Prithiviraj, Dinesh Singh, Vaishali Zamre, Sandeep Agrawal, Arun Kumar Goel, Kanika Gupta, Bala Subramanian

epidemiology and Survival analysis of Gastrointestinal Stromal Tumors in lebanon:  
real-life Study from a hospital tumor registry, 2000-2015 ....................................................................................................................38
Elie El Rassy, Fadi Nasr, Tarek Assi, Toni Ibrahim, Nathalie Rassy, Joseph Bou Jaoude, Marcel Massoud, Georges Chahine

Case reports

Giant Primary Sinonasal Mucosal Melanoma: a rare Malignancy ..........................................................................................................43
Mehtab Alam, Mohd Aslam, Piyush Kant Singh, Shahab Farkhund Hashmi, Syed Abrar Hasan 

Sarcomatoid Carcinoma of the Maxilla: a Case report with literature review ......................................................................................48
Lahcen Khalfi, Yassine Ziani, Mouna Kairouani, Odry Agbessi, Mohammed Kamal Fiqhi, Alae Guerrouani, Karim El Khatib

neuroendocrine Carcinoma of Gall Bladder: a rare Presentation with review of literature .................................................................51
Amit Gupta, Parvez Ahmed, Prashant Durgapal, Pooja Kala, Shalinee Rao, Rajesh Pasricha, Sanjeev Misra

Clear Cell variant of Calcifying epithelial Odontogenic Tumor: a rare Clinical entity ............................................................................55
Husain Sabir, Subhash Kumbhare, Saurabh Redij, Namrata Gajbhiye

Hodgkin’s lymphoma as a Multiloculated lung Cavity lesion ................................................................................................................61
Aisha M. Al-Osail, Hind S. Al-Saif, Mashail M. Al-Hajri, Hajer M. Al-Zuhair, Deemah A. Al-Abdulhadi, Emad M. Al-Osail, Sarah M. Al-Hajri

Breast adenoid Cystic Carcinoma: a rare Case .......................................................................................................................................66
Lamiae El Amarti

review articles

industrial Pollutants and nasopharyngeal Cancer: an Open Question ....................................................................................................70
Roberto Menicagli, Gianni Bolla, Laura Menicagli, Anastassia Esseiridou

Conference Highlights/Scientific Contributions

•	 Highlights	of	the	1st	Combined	Gulf	Cancer	Conference,	Cancer	Awareness:	Reality	and	Ambition,	2-3	April	2017,	Kuwait ........75

•	 News	Notes ............................................................................................................................................................................................84

•	 Advertisements .....................................................................................................................................................................................88

•	 Scientific	events	in	the	GCC	and	the	Arab	World	for	2017 ..................................................................................................................89



5151

Case Report

neuroendocrine Carcinoma of Gall Bladder:  
a rare Presentation with review of literature

Amit Gupta1, Parvez Ahmed1, Prashant Durgapal2, Pooja Kala2, Shalinee Rao2,  
Rajesh Pasricha3, Sanjeev Misra4

1Dept. Of Surgery, 2Dept. of Pathology, 3Dept. of Radiotherapy, 4Director of AIIMS Rishikesh,  
All India Institute Of Medical Sciences, Rishikesh, Uttarkhand, India

abstract

Neuroendocrine tumors are the rarest tumors of 
gallbladder. The most aggressive variant is neuroendocrine 
carcinoma which presents in about 0.5% of all 
gallbladder carcinomas and 0.2% of all neuroendocrine 
tumors. It seems possible that survival rates can be 
improved by utilizing wide surgical resection combined 
with chemotherapy. We report a case of neuroendocrine 

carcinoma of gall bladder in a 20-year old female patient. 
In present case, the etiology was not known as patient did 
not have cholelithiasis or any symptoms related to chronic 
inflammation. Our extensive search of indexed literature 
shows that our patient was the youngest patient with this 
disease so far.
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introduction
The term “Neuroendocrine tumors” (NETs) are unusual 

epithelial neoplasms with predominant neuroendocrine 
differentiation (1). Majority of NETs occur in the 
gastrointestinal and respiratory tract. According to the 
WHO classification of tumors of the digestive tumors 2010, 
such tumors are classified as NETs G1 (carcinoid) and G2, 
and neuroendocrine carcinoma (NEC), large cell and small 
cell types, depending on mitotic counts and Ki-67 index 
(2). NETs are generally sub-classified by site of origin and 
histological characteristics including tumor differentiation 
and grade. Primary Gall bladder neuroendocrine tumors 
(GB NETs) are extremely uncommon. Almost all patients 
with NEC of the gallbladder are diagnosed incidentally on 
the basis of pathological examination and postoperative 
immunohistochemical staining. Because of the relative 
paucity of cases, the clinicopathological characteristics 
and prognosis for NEC of the gallbladder remain largely 
undetermined. We report a case of neuroendocrine 
carcinoma of gall bladder in a 20 year old female patient. 
On extensive search of indexed literature our patient was 
the youngest patient with this disease so far.

Case Presentation
A 20 years old unmarried female presented to surgical 

clinic with chief complaint of right upper abdominal dull 
aching localized pain for 20 days and decreased appetite 
for 15 days. There was no history of fever, vomiting, 

figure 1. Coronal section of CeCT abdomen showing 
heterogeneously enhancing gall bladder mass with 
infiltration into right lobe of liver.
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melena, jaundice, altered bowel habits or menstrual 
irregularities. On examination her vitals were stable 
and there was no icterus, pallor, clubbing or peripheral 
lymphadenopathy. Per abdomen hepatomegaly with 
globular lump palpable in right hypochondrium which was 
hard in consistency and dull on percussion. There was no 
free fluid in abdomen and digital rectal examination was 
unremarkable. Rest of Systemic examination was normal. 
Her routine blood investigations including liver function 
tests were normal. Tumor markers S-AFP and CA 19-9 
were normal. CECT Abdomen revealed heterogeneously 
enhancing gall bladder mass with infiltration into right 
lobe of liver with no nodal enlargement (Fig.1). Metastatic 
work up was normal.

In view of clinical and radiological findings, decision 
of exploratory laparotomy was made. Intra-operative 
findings showed mass at the GB neck which was 
infiltrating into right lobe of liver (Fig. 2). 

 Radical Cholecystectomy with Right Hepatic lobe 
Resection was done. Post operatively patient recovered 
on expected lines. On histopathological examination serial 

sections of the excised specimen (measuring 11.5x11x7 
cm) showed a grey white tumor measuring 5.5x3 cm 
arising from body and neck region of gall bladder and 
involving liver (Fig-3). Resection margin of liver was 
focally positive.

Histologically, the tumor was seen involving full 
thickness of the gall bladder wall up to serosa) and 
liver parenchyma. Tumor consisted of cords and nest 
of cells with moderate pleomorphism with occasional 
mitotic figures (Fig. 4) suggestive of poorly differentiated 
carcinoma favouring neuroendocrine carcinoma.

No definite evidence of vascular permeation, 
perineural invasion or lymphatic permeation was 
seen. Immunohistochemistry (IHC) was done for 
characterisation. Immunohistochemistry for chromogranin 
and synaptophysin showed diffuse cytoplasmic positivity. 
Ki-67, a marker for proliferation, showed high proliferative 

figure 2. intra-operative findings showing mass at the GB 
neck infiltrating into right lobe of liver.

figure 4. H&e, x200, section showing cords and nests of 
cells. The cells show moderate nuclear pleomorphism. 
The nuclei are are round to oval with coarse chromatin. 
Occasional mitotic figures are also seen.

figure 3. Serial sections of the excised specimen 
(measuring 11.5x11x7 cm) showing a grey white tumor 
measuring 5.5x3 cm arising from body and neck region of 
gall bladder and involving liver.

fig 5a. immunohistochemistry for chromogranin showed 
diffuse cytoplasmic positivity (x400)
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rate (Fig. 5a, b, c). Patient was then referred for etoposide 
based chemotherapy.

discussion
The first case of gall bladder NET was described by 

Joel in 1929 and up to this date, very few cases are 
reported in the literature (3). Neuroendocrine cells were 
initially thought to arise from neural crest cells, but 
are now proven to be derived from local multipotent 
gastrointestinal stem cells. GB NETs may also arise from 
endocrine cells induced by intestinal metaplasia of the 
body and fundus as well as from pre-existing endocrine 
cells in the neck of gall bladder (4). It accounts for 0.2% of 
all neuroendocrine tumors (5). Godwin reported only one 
case of Gall bladder NETs among 2837 digestive NETs 
(0.04%) (6).

Risk factors for NETs include cholelithiasis and 
chronic inflammation (7). The clinical presentations of 
most patients are nonspecific, and vague abdominal 
pain is the most common initial symptom (8).  Due to the 

aggressiveness of the tumor and lack of early symptoms, 
patients are often diagnosed at an advanced stage with 
lymph node invasion or liver invasion, and accordingly 
have a poor prognosis. Radiological tests including 
ultrasonography, CT scan, magnetic resonance imaging 
and PET CT scan reveal gallbladder masses indicative of 
gallbladder cancer. It is almost impossible, however, to 
preoperatively differentiate the NEC from other subtypes 
of gallbladder carcinomas. Pathological examination and 
immunohistochemical staining such as for chromogranin 
and synaptophysin are required for the diagnosis of NEC. 
Ki 67 marker should also be done for assessment of 
proliferative index. One study showed that the metastatic 
rate was on average 43.5% for all types of NETs (9). For 
the carcinoid type, it was 42.6% and for the variant group 
(poorly differentiated NECs, small cell and large cell types) 
it was 45.9%. The two most common sites of metastasis 
were liver and lymph nodes (88% each), followed by 
lung and peritoneal cavity (23% and 19%, respectively). 
Primary neuroendocrine carcinomas (NEC) of GB are rare 
with grave prognosis not withstanding radical surgical 
treatment. Surgery includes radical cholecystectomy with 
regional lymphadenectomy and even extensive hepatic 
resection to attain negative margin, depending on the 
size and stage of the lesion (9).  Role of chemotherapy in 
GB NETs is still controversial and has a role in metastatic 
setting with minimal efficacy. Chemotherapeutic agents 
including cisplatin, 5-fluorouracil, etoposide, and 
doxorubicin have limited role and are commonly used in 
poorly differentiated GB NETs. Somatostatin analogues 
(octreotide or lanreotide) is a hopeful management 
modality for patients with metastatic disease, in whom 
other strategies have negligible role (10, 11). Role of 
radiotherapy remains undefined due to paucity of data. 
Based on data analysed by Soga from the international 
sources (138 cases of primary GB NETs), cumulative 5 
year survival rate was 60.4% (12). According to SEER data 
(1992-99), 5 year survival rate for GB NETs is 58.8 + 
13.3% (13).The overall median survival is 4–6 months 
despite aggressive management. Prognostic factors of 
GB NETs include tumor size, grade, depth of invasion and 
regional/distant metastasis (14). Hence it is important to 
diagnose tumor at an early stage and perform definitive 
surgery as early as possible to improve the prognosis of 
neuroendocrine tumors. In present case the etiology was 
not known as patient did not have cholelithiasis or any 
symptoms related to chronic inflammation. Also the age 
at presentation was very young. 

Conclusion
Neuroendocrine tumors/NEC of the gallbladder are 

uncommon and clinically and surgically indistinguishable 
from carcinoma of the gallbladder. Patients usually 

fig 5b. immunohistochemistry for synaptophysin showed 
diffuse cytoplasmic positivity (x400)

fig 5c. Ki-67 showed high proliferative rate (67% positive 
nuclear staining)
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present with the common gallbladder symptomatology. 
The prognosis is grave in spite of radical surgery. Reason 
being aggressive tumor biology. Five year survival rate is 
poorer than NETs at other sites.
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