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Abstract

Neuro endo crine tumors commonly affect the gastro
intestinal tract. The neuro endo crine tumors arise from
the diffuse system of neuro endo crine cells. It is seen
that patients with Gl neuro endo crine tumors exhibits
the following mani festations; abdominal pain, diarrhea /
constipation, rashes, intestinal bleeding, scale like skin
sores, mental confusion, nausea / vomiting, weight loss,
jaundice, fatigue, etc. The present prospective study was
conducted in Department of General and Minimal
Access Surgery in collaboration with Department of
Pathology to study the incidence, presentation, diagnosis
and management of neuro endo crine tumors of gut wall.
Patients having diagnosed with NETs of gut wall and
admitted in various departments of SKIMS were studied
after obtaining the informed consent for entire clinical

profile, presentation and treatment modalities applied. It

was observed that majority (57%) of the subjects were
females as compared males 43 %, and the mean age of
presentation was 56.2 years with arrange of 51 — 60
years. Out of 44 cases, 32 cases got operated and 12
were on non-operative management. 23 subjects don’t
have chemo / radio therapy, whereas 5 subjects were on
Neo adjuvant radiotherapy, 7 subjects were on Neo
adjuvant Che motherapy, 20 were on Adjuvant Che
motherapy and 2 were on Adjuvant radio therapy. The
present study concluded that Immuno his to chemistry
study with chromogran in A and other anti-bodies like
CK and CD56 can prove to be very beneficial in tumours
having a conflict of patho logical diagnosis between
micros copically similar looking tumours like Neuro
endo crinal tumours and poorly differentiated adeno
carcinomas and tumours having focal neuro endo crine

differentiation.

Corresponding Author: Dr. Sahil Rometra, ijmacr, Volume -6 Issue -1, Page No. 674 - 680

<
N~
(o}
[<B]
(@)
©
(2]


http://www.ijmacr.com/

Dr. Sahil Rometra,et al. International Journal of Medical Sciences and Advanced Clinical Research (IJMACR)

Keywords: Cancer, GIT carcinoma, Neuro endo crine
Tumors, Pattern and Gut wall.

Introduction

Neuro endo crine tumours commonly affect the gastro
intestinal tract and it accounts for 1.2%-1.5% of all
gastrointestinal neoplasms, with an incidence of 1.6-2.0
new cases per 100,000 persons per year.!

There are many different types of endocrine cells in the
gastrointestinal tract which can give rise to various
neuroendocrine tumours that differ considerably from
the more commonly seen tumors.?

The neuro endocrine tumours arises from the diffuse
system of neuroendocrine cells.® These are heterogenous
group of benign or malignant tumors with various
morphologies.*

It is seen that patients with GI neuro endo crine tumours
exhibits the following manifestations; abdominal pain,
diarrhoea / constipation, rashes, intestinal bleeding, scale
like skin sores, mental confusion, nausea / vomiting,
weight loss, jaundice, fatigue, etc.®

Immuno his to chemical staining has played an
important role in the diagnosis of neuro endo crine
tumours. The CT-scans, MRIs, sono graphy (ultra
sound), and endoscopy (including endo scopic ultra
sound) are commonly used for mor pho logical
imaging.5’

Treatment and prognosis depend on the grade and stage
of the tumour. Current treatment modalities include
endoscopic resection, surgery, somatostatin analog
therapy, Peptide receptor radiolig and therapy, Che
motherapy, liver targeted therapy (radio frequency
ablation, bland embo lization and Che Mo embolization)

and sympto matic treatment.
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Thus, the present study was conducted to study the
incidence, presentation, diagnosis and management of
neuroendocrine tumours of gut wall.

Aims and Objectives

The present study aimed to:

1. Find the incidence of neuroendocrinal tumours
among the gut wall tumours in our operative /hospital set
up and in Kashmiri population.

2. See the presentation and incidence of a particular
symptom in the study group.

3. See the distribution of NETSs in the gut wall in the
study group.

4. Study the expression of various tumour markers in
the study group. This part was dealt in the Department of
Pathology.

5. See the effect of treatment modalities on tumour
course and quality of life of patient.

Material and methods

This prospective study was conducted in Department of
General and Minimal Access Surgery in collaboration
with Department of Pathology after taking the
permission from institutional ethical committee over a
period of 3 years from Jan 2019 to Dec 2021.

Patients having diagnosed with NETs of gut wall and
admitted in various departments of SKIMS were studied
after obtaining the informed consent for entire clinical
profile, presentation and treatment modalities applied.

A detailed history was collected and physical / local
examination was done. Special emphasis on EGD,
colono scopy, sigmoido scopy and the biopsies obtained
were sent for HPE.

Specimens removed at the time of surgery were
subjected to gross and HPE in Dept of Pathology,
SKIMS under proper conditions. Thereafter the blocks

which were characteristic of NETs or had a diagnostic
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dilemma between NETs and poorly differentiated
carcino mas were taken for immuno his to chemistry
including chromogran in A, CD56, CK and Ki 67. On
HPE/ follow up.

patients case was discussed with medical and radiation
oncologist for neoadjuvant and adjuvant chemotherapy.
The patients were being followed in OPD and
telephonically for their quality of life and symptoms.
The data was analyzed through suitable statistical
techniques and inference was drawn accordingly.
Patients having been missed in prospective study/series
were retrospectively followed through their biopsy
reports in the Dept. of Pathology and subsequently their
records were obtained.

The patients’ records were obtained through MRD
section and RCC Centre of skims located in State Cancer
Institute.

Observations and results

In the present study majority (57%) of the subjects were
females as compared males 43 %, and the mean age of
presentation was 56.2 years witharangeof51-60years.Out
of 44 cases, 32 cases got operated and 12 were on non-
operative management.

23 subjects don’t have chemo / radio therapy, whereas 5
subjects were on Neo adjuvant radio therapy, 7 subjects
were on Neo adjuvant Che motherapy, 20 were on

Adjuvant Che motherapy and 2 were on Adjuvant radio

therapy.
Table 1: Total no. of neuroendocrinal tumours as proven
by biopsy

Year Total cases

2019 14

2020 07

2021 23

Total 44
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Table 2: Total number of gut wall tumours as governed
by their location registered in RCC (regional cancer
Centre) of SKIMS

Site of cancers Total no. of cases
Esophagus 848
GE junction 477
Stomach 946
GIST 57
Duodenum 19
Jejunum 7
lleum 13
Appendix 9
Colon 543
Rectosigmoid 50
Rectum 394
Anal 14
Total 3377

The reported incidence of NETs among all neoplasms of
gut in our hospital from Jan 2019 to Dec 2021 was 1.3%
and the incidence of NETs among Kashmiri population

during the same period was 1.9 per million.
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Figure 1: Distribution of symptoms
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Figure 1, represents that the common symptom was
abdominal pain (59%), followed by anorexia (45%),
nausea / vomiting (40%), constipation (15%), per rectal
bleeding, Malena and weight loss (13% each
respectively), jaundice (11%), fever (6%), dysphagia

(4%) and hematemesis (2%).
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Figure 2: Distribution by site

It was reported that the maximum number of cases were
reported from stomach followed by small intestine
combined as shown in figure 2.

Table 3: Distribution by differentiation

Differentiation No. of cases %
Well 31 70
Moderately 8 18
Poor 5 12

It was observed that the majority of tumours were well

differentiated tumours as depicted in table 3.
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Figure 3: Site of metastasis

Figure 3, shows that 14 subjects had metastasis in lymph
nodes, followed by liver (n=5), retroperitoneum and
peritoneum (n=2 respectively), pouch of Douglas and
omentum (n=1 respectively) and no metastasis was
observed in 20 subjects.

Table 4: Distribution by immuno his to chemistry

IHC marker +Ve +Ve % -Ve
Cases (n) (Sensitivit) | (n)
Chromogranin A | 31 70 13
CK 32 72 12
CD56 19 43 25
Ki67 31 70 13

Table 4 represents that out of the 44 cases, 31 cases had

positive Chromogranin A and Ki 67 with sensitivity of

70%.
Table 5: ECOG Score
ECOG score No of patients
0 24
1 9
2 6
Not known 5
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In our study the maximum patients (n=24) had 0 ECOG
score followed by 1 ECOG score (n=9), 2ECOG score
(6) and among 5 subjects score was not known.
Discussion

The data and findings of the present study were
discussed with previously available literature.

A total of 44 cases and incidence was calculated as 1.9
per million. Our results are comparable to Lawrence et al
2010 where they found the incidence of tumour being
3.6 in USA population.® Ellis et al 2010 found the
incidence of tumour being 1.3 in UK.®

We observed in our study group the youngest age
recorded was 20 years and uppermost age was 77 years.
The maximum incidence of NETs was in age group 51 —
60 years. The mean age of presentation was 56.2 years.
Our results are comparable to Para medina etal where
they found that mean age of presentation was 60.2
years.!® Deidi etal found that mean age of presentation
was 62 years.!!

We reported 19 males and 25 females who accounted for
43% and 57% respectively with male to female ratio
being 1:1.3. our results are comparable to Dasari A etal
who found that 47% of the study group was males as
compared to 53% of the female study group.'?Ellis etal
also found female preponderance.®

We found that pain abdomen, vomiting and features of
intestinal obstruction were common clinical features.
Cives M etal found the same clinical mani festations
being common®*Mastracci L etal also found same
symptoms being prevalent in gut tumours. 4

Our study showed that the stomach and small intestine
combined were the predominant sites. Ellis etal also
found the same distribution in their study in UK.°Cives

etal also found the same type of distribution among their
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own group.®Nederle MB also found the same
observation in their study.®®

In our study majority of patients were from well
differentiated group. It was in accordance with Kloppel
G etal'® who had the same distribution between well and
poorly differentiated tumours. Modlin IM etal also found
the same results. 1 Sor bye H also found the same
result.'®

The largest no of metastasis was to lymph nodes
followed by liver. Modlin etal also found the same
result.'’Dasari etal also found same observations in his
study.*?

The chromogranin A had the sensitivity in about 70%
and Ki 67 in least number of patients in our study. Our
results are in accordance with Bajetta E etal who
recorded sensitivity of 67%.°Eunsung Jun etal also
found same observations for the tumour markers for
large tumours.?°

We found that 32 out of 44 patients were operated and
majority of patients received Adjuvant chemotherapy
with some patients receiving neoadjuvant Che Mo radio
therapy in metastatic cases. This strategy was found to
have better survival in study conducted by Ducreux M
etal. 2t Uri | etal also found the same survival benefits in
patients undergoing debulking surgery with adjuvant
chemotherapy. 2

Many patients were doing well after their surgery with
marked symptomatic relief in majority of patients. In
some patients there were recurrences following surgery
too. Felix J etal had found the heterogeneity in quality of
life in patients undergoing surgery along with chemo
therapy.

Basuroy R etal also studied the quality of life following
multiple treatment modalities in neuro endo crinal

tumours of stomach and pancreas.?*
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Conclusion

The present study concluded that Immunohistochemistry
study with chromogranin A and other antibodies like CK
and CD56 can prove to be very beneficial in tumours
having a conflict of patho logical diagnosis between
micros copically similar looking tumours like Neuro
endo crinal tumours and poorly differentiated adeno
carcino mas and tumours having focal neuro endo crine
differentiation. Therefore, immuno his to chemistry is
the confirmation of NETs and index for their grade.
References

1. Thomas RM, Sobin LH. Gastrointestinal cancer.
Cancer1995; 75: 154-170.

2. Modlin IM, Kidd M, Latich I, Zikusoka MN,
Shapiro MD. Current status of gastro
carcinoids. Gastro enterology 2005; 128: 1717 — 1751.

3. Taal BG, Visser O. Epidemiology of neuro endo

intestinal

crine tumours. Neuro endo crinology. 2004; 80 Suppl 1:
3-7.

4. Modlin IM, Kidd M, Latich |, Zikusoka MN,
Shapiro MD. Current status of gastro
carcinoids. Gastro enterology. 2005; 128:1717-1751.

5. Cancer.net. Neuro endo crine Tumor of the Gastro

intestinal

intestinal Tract: Symptoms and Signs. 2021. Available
at: https:// www. cancer. net/ cancer - types/ neuro endo
crine — tumor — gastro intestinal - tract/ symptoms — and
- signs.

6. Tan, E.H.; Tan, C. (2011)."Imaging of gastro enter
open creatic neuro endo crine tumors". World Journal of
Clinical Oncology. 2 (1): 28-43. doi: 10.5306/wjco.
v2.i1.28.

7. van Essen, Martijn; Sun din, Anders; Krenning,
Eric P.; Kwekke boom, Dik J. (February 2014)." Neuro
endo crine tumours: the role of imaging for diagnosis

and therapy". Nature Reviews Endo crinology. 10

©2023, IJIMACR

(2):102-14.

8. Lawrence B, Gustafsson Bl, Chan A, Svejda B,
Kidd M & Modlin IM 2011 The epidemiology of gastro
enter o pancreatich euro endo crine tumors. Endo
crinology and Meta bolism Clinics of North America 40
1-18.

9. Ellis L, Shale MJ & Coleman MP 2010 Carcino id
tumors of the gastro intestinal tract: trends in incidence
in England since 1971. American Journal of Gastro
enterology 105 2563-2569.

10. Parra-Medina R, Moreno-Lucero P, Jimenez-
Moreno J, Parra — Morales AM, Romero-Rojas A. PLoS
One. 2019 May 14; 14 (5): e0216647.

11. Deidi Lars Aabakken,
Kristian Holm, Morten Vatn &Espen Thiis-Evensen

Strickland Bergestuen,

(2009) Small intestinal neuro endo crine tumors: Prog
nostic factors and survival, Scan din avian Journal of
Gastro enterology, 44: 9,1084-1091

12. Dasari A, Shen C, Halperin D, etal. Trends in the
Incidence, Prevalence, and Survival Outcomes in
Patients With Neuroendocrine Tumors in the United
States.JAMAONCco0l.2017;3(10):1335-1342.

13. Cives, M. and Stros berg, J. R. (2018), Gastro
entero pan creatic Neuro endo crine Tumors. CA: A
Cancer Journal for Clinicians, 68: 471-487.

14. MastracciL, Rindi G, Grill of, Solcia E, Campora
M, Fassan M, Parente P, Vanoli A, LaRosa S. Neuro
endo crine neoplasms of the esophagus and stomach.
Patho logica. 2021 Feb; 113 (1): 5-11.

15. Niederle MB, Hackl M, Kaserer K, Niederle B.
Gastro entero pan creatic neuro endo crine tumours: the
current incidence and staging based on the WHO and
Euro pean Neuro endo crine Tumour Society
classification: an analysis based on prospectively

collected parameters. Endo cr Relat Cancer. 2010 Oct 5;

679

Page



Dr. Sahil Rometra,et al. International Journal of Medical Sciences and Advanced Clinical Research (IJMACR)

17 (4): 909-18.

16. Kloppel, G. (2011). Classification and pathology of
gastro entero pan creatic neuro endo crineneo plasms,
Endo crine-Related Cancer, 18 (S1), S1-S16. Retrieved
Mar 9,2022

17. Modlin, 1.M., Lye, K.D. and Kidd, M. (2003), A 5-
decade analysis 0f13,715 carcino id tumors. Cancer, 97:
934-959.

18. Sor bye H, Stros berg J, Baudin E, etal. Gastro
entero pan creatic high- grade neuro endo crine
carcinoma. Cancer 2014; 120:2814.

19. Bajetta, E., Ferrari, L., Martinetti, A., Celio, L.,
Procopio, G., Artale, S., Zilembo, N., Di Bartolomeo,
M., Seregni, E. and Bom bardieri, E. (1999), Chromo
granin A, neuron specific enolase, carcino embryonic
antigen, and hydroxy indole acetic acid evaluation in
patients with neuro endo crine tumors. Cancer,86:858-
865.

20. Eunsung Jun, Song Cheol Kim, Ki Byung Song,
Dae Wook Hwang, Jae Hoon Lee, Sang Hyun Shin,
Seung Mo Hong, Kwang-Min Park, Young-Joo Lee,
Diagnostic value of chromogranin A in pancreatic neuro
endocrine tumors depends on tumor size: A prospective
observational study from a single institute, Surgery,
Volume 162, Issue 1, 2017, Pages 120 -130, ISSN 0039
- 6060.

21. Ducreux M, Baudin E, Schlumberger M. Stratégie
de traite Ment destumeurs neuro-endo crines [Treatment
strategy of neuro endo crine tumors]. Rev Prat.2002Feb
1;52(3):290-6. French.

22. Uri, I., Avniel-Polak, S., Gross, D.J. et al. Update in
the Therapy of Advanced Neuro endo crine Tumors.
Curr. Treat. Options in Oncol. 18, 72 (2017).

23. Felix J. Clouth, Arturo Moncada-Torres, Gijs

Geleijnse, Floortje Mols, Felice N. van Erning, Ignace

©2023, IJIMACR

H. J. T. de Hingh, Steffen C. Pauws, Lonneke

24, V. van de Poll-Franse, Jeroen K. Vermunt,
Heterogeneity in Quality of Life of Long-Term Colon
Cancer Survivors: A Latent Class Analysis of the
Population-Based PROFILES Registry, The Oncologist,
Volume 26, Issue 3, March2021, Pages e492-e499.

25. Basuroy R, Bouvier C, Ramage J, K, Sissons M,
Kent A, Sri rajas kanthan R: Presenting Symptoms and
Delay in Diagnosis of Gastrointestinal and Pancreatic
Neuro endo crine Tumours. Neuro endo crinology 2018;
42 - 49,

680

Page



