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ABSTRACT

A 25 year old Sindhi speaking Pakistani male presented to his physician with history of dysphagia and
weight loss. After initial evaluation and routine investigations patient was referred to gastroenterology

unit for endoscopic evaluation and diagnosis.
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INTRODUCTION

Neuroendocrine tumors are regarded as functional
when tumor cells produce hormones in excessive
amounts and produce a specific clinical syndrome,
about 2/3 of the neuroendocrine tumors are
functional’. The annual incidence of neuroendocrine
tumors both in children and adults is approximated
to be 2 to 5 cases per 100,000 populace®**.
Neuroendocrine tumors are classified functional or
non-functional; they may be benign or malignant.
Pancreatic Neuroendocrine tumors are usually
malignant (up to 90%). The locoregionalinsulinomas
are the primary benign tumors®. Carcinoid syndrome
that results due to carcinoid tumors is example of
functional neuroendocrine tumors. Insulinomas,
gastrinomas, VIPomas (vasoactive intestinal peptide),
glucagonomas and somatostatinomas are examples
of Pancreatic Neuroendocrine tumors®.

Definitions of Neuroendocrine tumors differ by the
primary site of the tumor; on the other hand staging
depends mainly upon the tumor size and level of
invasion into the anatomical structures.

Grading for carcinoid and PNeuroendocrine tumors is
dependent on the proliferation rate that is the number
of mitosis per 10 microscopic high power fields or per
2 mm? or by Ki- 67 index (percentage of tumor cells
that positively immunolabel for Ki-67 antigen).There is
no clinical syndrome related to nonfunctional
neuroendocrine tumors, symptoms such as abdominal
pain and bloating can be produced in relation to the
tumor or its metastases®’. Usually, nonfunctional P
neuroendocrine tumors are twice as frequent as
insulinomas, that are more common than gastrinomas
> glucagonomas > VIPomas > somatostatinomas®.
Well-differentiated neuroendocrine tumors are

generally of low to intermediate grade while less
differentiated neuroendocrine tumors are frequently of
high grade °. In present case a less common tumor of
stomach was diagnosed. Our aim of this case
presentation was to present and discuss management
of this rare case.

CASE REPORT

This case study was conducted at the Department of
Medicine, Peoples University of Medical and Health
Sciences Hospital Nawabshah. Only one case was
investigated during the period from 1% January 2018
to 15" February 2018.

History

22 years young educated male, resident of
Nawabshah district Shaheed Benazirabad Sindh
Pakistan with positive family history of cancers. After
learning through internet he became over conscious
about the possibility that he may develop cancer in
gut. He consulted a physician and discussed his case
and he was advised for certain routine and special
investigations. On general survey a young healthy
male not looking ill, of average height, conscious and
cooperative. There was a positive family history of
gastrointestinal malignancy, his younger brother died
04 month back due to stomach cancer, and father
died 2 years back because of esophageal cancer no
authentic record of father and brother was available.
As there was no other clinically significant history of
disease in past, addiction, transfusion, allergy, drugs,
alcoholism and other illness. On examination a young
healthy male not looking ill pulse 90b/min/low vol. BP
110/70mmHg, temp 98.6F and respiratory rate 16
breaths / minute. His BMI was normal. General
physical examination was unremarkable. Cardiovas-

J Liaquat Uni Med Health Sci JULY - SEPTEMBER 2018; Vol 17: No. 03 190



Well Differentiated Neuro-Endocrine Tumor of the Stomach

cular, respiratory, neurological, abdomen, clinical
signs and symptoms of endocrine system were
checked and examinations were done and all were
within normal limits.

INVESTIGATIONS

Chest x-ray, ECG and ultra sound abdomen were
within normal limits.

Blood CBC (Complete blood count) revealed; RBCs
4.54 mil/cumm, (HB level 12.8 g%, ESR 10 mm/hr,
HCT 39.2%, MCV 82.2fl, MCH 29.6pg, MCHC 36.6g/
dl). WBC 6500/cumm, (N=58, L=40, E=01, M=01,
B=00). Platelets count was 250000/cumm. Liver
chemistry was within normal limits (Billurubin
Total=1.0 mg%, Billurubin direct=0.66mg%, Billurubin
indirect=0.44mg%, SGPT=35.0 u/l, Alkaline
Phosphatse=188.4u/l, g-GT=12.4u/l). Antibodies
against H. pylori antigen were negative. Random
Blood Sugar was 144.6mg/dl, serum Creatinine value
was 1.0mg/dl, and blood urea level was 40/dl, sodium
135 meq/dI, potassium 4.0 meqg/l, Chloride 112 mmol/|
and HCo3 24mmol/l. Prothrombin Time 12 Seconds,
(Control=12seconds). Activated Prothrombin Time
was 32 seconds, (control=32 seconds). Routine Viral
markers were advised and checked all including HCV,
HBV, and HIV were negative. MP ICT antigen was
negative as a routine part of checkup. Urine D/R
report Normal. Stool examination normal, negative for
stool occult blood. Serum Gastrin level was 465pg/mi
(normal 0-89pg/ml).

FIGURE I: UPPER GI ENDOSCOPY SHOWING
MULTIPLE SESSILE POLYPS

Upper Gl endoscopy

Esophagus: tight stricture at upper esophageal
sphincter which was dilated no biopsy was taken.
Stomach: mucosa of fundus, body antrum and pylorus
appeared mildly erythmatous and edematous. Multiple
sessile polyps about 08 in number were seen in
stomach. Duodenum appeared normal (Figure ).

FIGURE Il
COLONOSCOPY WITH NORMAL COLON

Lower Gl Endoscopy. Colonoscopy done was normal
(Figure 1)

FIGURE lii:

HISTOPATHOLOGY OF SESSILE POLYPS

Biopsy Report
Gross description: The specimen is received in
formalin coded as “stomach polyp” it consist of 4 grey

white tissue fragments measuring .4x.4cm in
aggregates. Tissue Fragments having surface
epithelium of columner cells and also exhibit goblet
cell metaplasia. Lamina properia has moderate
lymphoplasmacytic infiltrates Specimen was entirely
submitted into single cassette (Figure IlI).

Microscopic examination: Section examined
revealed nodular tissue fragments of gastric mucosa
with most of the fragments having surface epithelium
of columner cells and also exhibit goblet cell
metaplasia. Lamina properia has moderate
lymphoplasmacytic infiltrates and there are nests of
relatively monotonus cells, which show pale cytoplasm
and neuclie are mildly hypercromatic. Focal cribriform
pattern is also seen. These nests are present in
lamina properia and between the smooth muscle
fibers of the muscularis mucosae. The rest of areas in
the gastric fragments don't show dysplasia.
Immuno-histo-chemical stains were performed which
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show the following activity pattern:
Synaptophysin positive

CD56 positive

Cytokeratin & positive

Ki-67 levels < 2%.

Cytokeratin 20 negative

Diagnosis: Stomach polyp: well differentiated

neuroendocrine neoplasm grade .
FIGURE IV: CT SCAN ABDOMEN

CT Scan Abdomen

Stomach appears distended with water density fluid
showing normal wall thickness; no evidence of
discrete mass is seen. Liver, spleen, kidneys,
pancreas, urinary bladder, lymphnodes, small and
large bowel normal no evidence of specific lesion is
seen.

The limit of CT scan abdomen to detect the lesion was
if the lesion is more than 2cms (Figure IV).

DISCUSSION

This is the first Case study about “Neuro-endocrine
Tumor of the Stomach” was conducted during month
of 1% January 2018 to 15" Feburary 2018 at the
Department of Medicine, Peoples University of
Medical and Health Sciences Hospital Nawabshah,
Sindh-Pakistan.

NEN (Neuroendocrine neoplasm) is an uncommon
tumor of epithelial origin occurring at multiple sites
with well neuroendocrine differentiation’. They are
usually splited by origin of location. Fore gut (34%)
tumors originate from lungs, bronchus, stomach or
duodenum, mid gut tumors (30%) arise from jejunum,
ileum, appendix or colon (proximal) and hind gut
tumors (36%) arise from distal colon or rectum’®.
Neuroendocrine neoplasms of gastric origin are
classified as NET (neuroendocrine tumors), NEC
(neuroendocrine carcinoma), adenoneuroendocrine

carcinoma (mixed), enterochromaffin cells, serotonin
and gastrin  producing neuroendocrine tumors.
Neuroendocrine tumors consists carcinoid (NET G1)
and well differentiated neuroendocrine tumor/
carcinoma (NET G2). Neuroendocrine carcinomas
consists poorly differentiated neuroendocrine
carcinoma small cell/large cell type (NEC G3)".
Tumors which arise from neuroendocrine cells are
present all through body. Lubarsch was the first to
describe these tumors about a century ago; he found
multiple tumors at distal ileumon autopsy of two
patients'. Historically, these tumors originate from
foregut, midgut, or hindgut. In the majority of patients
midgut is the most common site of primary location 2.
WHO criterion (2010) for classification of NENs in
NETs or NECs is based according to cellular
proliferation as NET G1 low grade, NET G2
intermediate grade and NET G3 as high grade
neuro-endocrine tumor with mitotic and Ki-67 indices.
In present case Immuno-histo-chemical stains were
performed which showed: Synaptophysin positive,
CD56 positive, Cytokeratin & positive, Cytokeratin 20
negative and Ki-67 index < 2% and diagnosed as well
differentiated neuro endocrine tumor grade 1 (NET
G1). This was highly matchable with our case finding
whose Diagnosis was Stomach polyp; well
differentiated neuroendocrine neoplasm grade 1.
Usually these tumors can be removed through
endoscopic procedures followed by resections, but the
cancers of neuroendocrine nature always need radical
surgery for resections™. Gastric NEN has different
prognoses and treatments depending on type.
Prognosis and treatment is variable and depends
upon the type of neoplasm, in NET G1 prognosis is
good with survival rate of five years, NET G2 is
aggressive and have favorable prognosis. The NEC
has poor prognosis and is highly malignant but had
survival rate of five years in75-80% of patients.
Treatment options range from endoscopic resection in
NET to surgical resection and lymph node dissection
in NEC'. Cisplatinum-based chemotherapy is the
most excellent option for adjuvant chemotherapy in
NEC patients'®.

The overall incidence of GNET had increased due to
more valid diagnostic facilities and interventions like
upper Gl endoscopy'®. This statement is favored in
our case report here the awareness of subject lead to
diagnosis. Since log use of acid suppressant reported
the association between PPI and Gastric NET". The
past history of acid suppressants was not present in
our case, likely excluding the one cause related to PPI
use.

Deficiency of proper management guidelines is
important issue. Stomach NET were not assessed
individually, there is a great need of prospective
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research on wide scale'®.

Tumors of stomach under heading of GNET are very
rare; ratio is increasing day by day. Various factors
had been identified to assess the prognosis of these
cases like duration, sex, age group, size, site, grading
and staging and other factors. These variables affect
the outcome of disease in terms of morbidity and
mortality®.

There were no current or past researches available in
the form of randomized control or retrospective
studies available on GNET in Pakistan.

As reported and searched from internet sources very
little data regarding the gastric neuroendocrine tumors
are available from Pakistan, but few cases have been
reported from India, where they reported a benign
nature neuroendocrine tumor®.

After confirmation of diagnosis the patient was
advised for the follow up endoscopies, and offered
removal of polyps by endoscopic procedure
polypectomy and surgical option in future.

The patient selected the option of surveillance
endoscopies and regular follow-ups.

CONCLUSION

Gastric NETs are rare in young population, and at
present no specific guidelines for diagnosis and
treatment are available. North  American
Neuroendocrine Tumor Society (NANETS)
adult-based guidelines are supportive in managing
this ailment. In the extended run, gathering of clinically
helpful treatment information and long standing follow
up guidelines must facilitate the practitioners to
improve customary care specified to young patients
having NETs.

Our case was diagnosed in early phase proper follow
up and timely intervention may reduce the morbidity
and mortality in this case.

RECOMMENDATIONS

All the patients who have strong family history of
gastrointestinal malignancies should routinely undergo
diagnostic upper and lower Gl endoscopies along with
routine consultations.

It is recommended that periodic evaluation clinical,
laboratory as well as intervention are necessary in
those cases when there is strong positive history of
malignancy in the family at early ages. To establish
and to assess effectiveness of treatment randomized
multicenter control trials of disease are needed. These
should be followed with valid national or international
guidelines as recommended.
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