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1  | INTRODUC TION

1.1 | Biology

Neuroendocrine tumors (NETs) are rare neoplasms, with an esti-
mated annual incidence of 6.9/100 000. They arise from cells of the 
diffuse endocrine system,1,2 which are mainly dispersed throughout 
the gastrointestinal (GI), pancreatic, and respiratory tracts.

Neuroendocrine cells are derived from either epithelial or neu-
roectodermal cells. GI-NETs mainly arise from epithelial cells.3 NETs 
are positive by silver staining and express synaptophysin, neu-
ron-specific enolase, and chromogranin A. Many neuroendocrine 
cells contain membrane-bound neurosecretory granules, which 
contain hormones and biogenic amines such as serotonin, corti-
cotrophin, histamine, dopamine, substance P, neurotensin, prosta-
glandins, and kallikrein.4 The release of these substances into the 
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Abstract
Neuroendocrine tumors (NETs) are rare neoplasms, with an estimated annual inci-
dence of 6.9/100 000. They arise from cells of the diffuse endocrine system, which 
are mainly dispersed throughout the gastrointestinal (GI), pancreatic, and respira-
tory tracts. The incidence of GI-NETs has recently begun to show a steady increase. 
According to the Surveillance, Epidemiology, and End Results database, 53% of pa-
tients with NETs present with localized disease, 20% with locoregional disease, and 
27% with distant metastases at the time of diagnosis. Surgery is the mainstay for 
the treatment of locoregional GI-NETs. Endoscopic resection is an option for well-
differentiated early GI-NETs, which are thought to very rarely metastasize to lymph 
nodes. A lesion that is technically difficult to resect via endoscopy is an indication for 
local resection (partial resection without lymph node dissection). GI-NETs with pos-
sible lymph node metastasis is an indication for enterectomy with lymph node dissec-
tion. For NETs with metastatic lesions, cytoreduction surgery can control hormonal 
hypersecretion and alleviate symptoms; therefore, cytoreduction surgery is recom-
mended. The indications for surgery vary and are based on the organ where the NET 
arose; therefore, an understanding of the patient's clinical state and individualized 
treatment that is based on the characteristics of the patient's GI-NET is needed. This 
review summarizes surgical treatments of GI-NETs in each organ.

K E Y W O R D S

cytoreductive surgery, endoscopic resection, enterectomy with lymph node dissection, 
gastrointestinal neuroendocrine tumors

www.AGSjournal.com
https://orcid.org/0000-0001-8417-5462
https://orcid.org/0000-0002-8447-5278
https://orcid.org/0000-0003-1976-3414
https://orcid.org/0000-0002-0886-4618
mailto:﻿￼
https://orcid.org/0000-0002-1750-5318
http://creativecommons.org/licenses/by/3.0/
mailto:hdobaba@kumamoto-u.ac.jp


     |  653ETO et al.

systemic circulation leads to a variety of secretory syndromes, which 
can manifest as flushing, diarrhea, wheezing, rash, or even multior-
gan failure.

Most NETs grow slowly over the years, and patients with NETs 
show signs and symptoms related to the mass of the tumor; how-
ever, about 30% of patients can have signs and symptoms associated 
with the hypersecretion of hormones from the tumor. Patients with 
nonresectable functional NETs who show signs and symptoms of 
hormonal hypersecretion can require systemic treatment for both 
control of the tumor and their signs and symptoms.5 NETs often se-
crete serotonin and other vasoactive substances, which lead to the 
typical carcinoid syndrome, characterized by flushing, diarrhea, and 
right-sided valvular heart disease.

1.2 | Epidemiology

A study based on the Surveillance, Epidemiology, and End Results 
(SEER) database showed that the age-adjusted annual incidences 
of NETs arising from the appendix, cecum, duodenum, colon, 
stomach, jejunum/ileum, and rectum were 0.15, 0.16, 0.19, 0.20, 
0.30, 0.67, and 0.86, respectively.6 Whereas Caucasian patients 
develop mainly midgut NETs, African American, Asian, and Native 
American patients more frequently develop rectal NETs. Female 
patients appear to develop NRTs of the stomach, appendix, or 
cecum more frequently, whereas NETs in male patients appear 
to be more frequent in the jejunum/ileum, duodenum, and rec-
tum.6 Recent epidemiological inconsistencies have been reported 
for American and European countries vs Asian countries, where a 
higher incidence of rectal primaries has been noted.7–9 According 
to the SEER database, 53% of patients with NETs present with lo-
calized disease, 20% have locoregional disease, and 27% have dis-
tant metastases at the time of diagnosis.1 Individuals with a family 
history of NET in a first-degree relative have a 3.6-fold increased 
risk of disease.10 Thus far, no environmental risk factors have 
been conclusively identified. Analysis of NET survival rates from 
the SEER database found that the median overall survival (OS) for 
all NET patients was 9.3  years. Well-differentiated tumors were 
found to have higher OS than moderately differentiated tumors 
(16.2 vs 8.3  years). The poorly differentiated, undifferentiated, 
and anaplastic tumors only had an OS of 10 months.1

1.3 | Histologic staging

Whereas tumor grade, as measured by the mitotic rate and/or the 
Ki-67 index, refers to the proliferative activity of neoplastic cells, 
differentiation refers to the extent to which tumor cells resemble 
their normal counterparts. Tumor grade is defined numerically, as 
follows: low-grade (grade 1 [G1]) tumors have a mitotic rate from 
0 to 1 per 10 high-power fields (HPFs) or a Ki-67 index from 0% to 
2%; intermediate-grade (G2) tumors have a mitotic rate from 2 to 
20 per 10 HPFs or a Ki-67 index from 3% to 20%; and high-grade 

(G3) tumors have a mitotic rate >20 per 10 HPFs or a Ki-67 index 
>20%.11 Note that tumor grade always should be measured in the 
most mitotically active areas of the pathology specimen, because 
a considerable degree of intratumor heterogeneity has been re-
ported.12 According to the 2010 World Health Organization (WHO) 
classification, well-differentiated NETs are subdivided into either G1 
or G2 tumors, whereas poorly differentiated neuroendocrine carci-
nomas (NECs) were considered equivalent to G3 tumors. Because 
well-differentiated, high-grade NETs clearly exist (primarily in the 
pancreas), the WHO proposed a new classification in 2019 that dis-
tinguishes between well-differentiated (low-grade, intermediate-
grade, or high-grade) GI/pancreatic NETs and poorly differentiated 
(high-grade) GI/pancreatic NECs (Table 1).

1.4 | Diagnosis

The diagnosis of NETs is based on histopathology, imaging, and 
clinical presentation. Computed tomography (CT) and magnetic 
resonance imaging (MRI) play a key role in assessing the location 
and extent of GI-NETs. In a series of 64 patients with metastatic 
GI-NETs, MRI was found to be more sensitive than CT for the de-
tection of small liver metastases.13 Poorly differentiated NETs are 
commonly imaged by 18F-fluorodeoxyglucose PET/CT. However, 
18F-fluorodeoxyglucose PET/CT is not recommended routinely, be-
cause 18F-fluorodeoxyglucose PET/CT uptake can correlate negatively 
with the prognosis of well-differentiated NETs.8 Functional imaging 
studies for patients with NETs are based primarily on tumor expres-
sion of somatostatin receptors, which is assessed by indium-111 (111In) 
pentetreotide somatostatin receptor scintigraphy (SRS; OctreoScan, 
Figure 1).14 In patients with occult primary tumors, gallium 68 (68Ga) 
1,4,7,10-tetraazacyclododecane-1,4,7,10-tetraacetic acid (DOTA)–oc-
treotate (DOTATATE) PET/CT scanning is useful for baseline whole-
body staging, the detection of small lymph node or bone metastases, 
and identification of the primary site.15,16 Patients who present with 
signs and symptoms of carcinoid syndrome should receive testing 
of a 24-hour urine sample for 5-hydroxyindoleacetic acid (5-HIAA), 
which is the breakdown product of serotonin.17 Additionally, a plasma 
5-HIAA assay has recently been reported to be as accurate as the 24-
hour urine 5-HIAA measurement.18

TA B L E  1   2019 World Health Organization classification of GI 
neuroendocrine tumors (NETs)

Mitotic 
Index

Ki-67 
index (%)

Well-differentiated NET G1 <2 <3

NET G2 2-20 2-20

NET G3 >20 >20

Poorly differentiated NEC >20 >20

Abbreviations: NEC, neuroendocrine carcinoma; NET, neuroendocrine 
tumor.
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2  | SURGIC AL TRE ATMENT FOR GI-NETS

Surgery is the mainstay treatment of locoregional GI-NET, 
which may be curative in the case of R0 resection. Patients with 
operable disease have better prognosis than those with inoper-
able disease, even in advanced stages.19,20 The indications for 
the surgical treatment of patients with GI-NETS are described 
in the European NET Society (ENETS) guidelines21 and the 
Japan NET Society (JNETS) guidelines.22 Endoscopic resection 
is an option for patients with early well-differentiated GI-NETs, 
which are thought to have a very low frequency of lymph node 
metastasis. Lesions which are technically difficult to resect en-
doscopically can be treated by local resection (partial resection 
without lymph node dissection). Lesions with possible lymph 
node metastasis can be treated by enterectomy with lymph 
node dissection. Recently, minimally invasive surgery (ex: lap-
aroscopic or robotic-assisted surgery) plays a relevant role in 
treatment of GI-NET. Due to the rarity of NET, comparative 
data on minimally invasive surgery vs open surgery are scarce 
and the generation of new data on the basis of prospectively 
randomized trials is made more difficult. Consequently, many 
developments in minimally invasive therapy of NET are based 
on data and experience gained from other tumor entities and 
transferred to NET.23

2.1 | Surgical treatment for gastric NETs

Gastrointestinal NETs arise from subepithelial, histamine-secreting, 
enterochromaffin-like cells. Type A gastritis is strongly associated 

with GI-NETS. The recommendations for treatment suggest that the 
selected surgical procedure should be based on the Rindi classifica-
tion (Table 2, Figure 2).24

Type I GI-NETs occur in patients with chronic atrophic gastri-
tis. They account for approximately 80% of gastric carcinoids.25 The 
chronic absence of gastric acid stimulates antral G cells to secrete 
excess serum gastrin, which, in turn, causes gastric neuroendocrine 
cell hyperplasia and the development of multifocal polypoid NETs. 
Type I NETs generally behave in a benign fashion, and aggressive 
treatment is rarely needed.

Type II gastric carcinoids are caused by hypergastrinemia in 
the setting of an underlying gastrinoma, primarily in patients 
with multiple endocrine neoplasia 1 (MEN1). Consequently, pa-
tients who have type II gastric NETs usually present with symp-
toms of Zollinger-Ellison syndrome, such as diarrhea, heartburn, 
and peptic ulceration. Tumors tend to be small, multifocal, and 
relatively unaggressive. Elevated serum gastrin levels and low 
gastric pH are frequent in patients with type II gastric carcinoids. 
Management is conservative, and tumors might regress with suc-
cessful treatment of the underlying gastrinoma.26 According to 
the JNETS guidelines, follow-up or endoscopic resection is rec-
ommended for Rindi type I and II tumors with a diameter of 1 cm 
or less, the numbers of tumors are five or less, and are not inva-
sive of the muscularis propria (MP).22 Antrectomy is also an op-
tion for patients with hypergastrinemia. However, gastrectomy 
with lymphadenectomy is recommended for cases with invasion 
of the MP, lymphovascular invasion, or suspected metastatic 
lymph nodes. Type III (or sporadic) gastric NETs occur in fewer 
than 15% of cases and are not associated with gastrin overpro-
duction. Their malignant potential is considerably higher than 

F I G U R E  1   Abnormal accumulation at 
sites of the tumor seen on an indium-111 
(111In) pentetreotide somatostatin 
receptor scintigraphy scan (OctreoScan) 
[Colour figure can be viewed at 
wileyonlinelibrary.com]

Type I Type II Type III

Characteristics of 
tumor

Multiple <1 cm Multiple <1 cm Solitary 1 cm with 
ulcer

Related disease Atrophic gastritis
Pernicious anemia

Zollinger-Ellison syndrome
MEN type I

Pathology well differentiated well differentiated well ~ moderately 
differentiated

Hypergastrinemia + + −

Frequency (%) 70-80 <5 15-20

Abbreviation: MEN, multiple endocrine neoplasia.

TA B L E  2   Rindi classification

www.wileyonlinelibrary.com
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that of type I and II tumors, and radical resection with lymph-
adenectomy is required.

The frequency of lymph node metastasis in GI-NETs with tumor 
diameters of 1-2 cm was reported to be 21%.27 Therefore, the JNETS 
guidelines recommend D2 dissection for GI-NETs with tumors larger 
than 1 cm or invasion of the submucosal layer.22

2.2 | Surgical treatment for duodenal NETs

Duodenal NETs often present as individual small, pale sessile 
lesions located mostly in the first or second part of the duode-
num.28,29 The recommended treatment for isolated NETs aris-
ing in the duodenum is endoscopic resection, if possible.30 
Subcentimeter G1 duodenal NETs in nonampullary locations can 
be treated by endoscopic resection. Periampullary NETs and duo-
denal NETs larger than 2 cm should be considered for surgical re-
section. The treatment for duodenal NETs of between 1 and 2 cm 
remains controversial.21 Submucosal endoscopic dissection has 
a better rate of complete resection, but has a longer procedural 
time and higher complication rate (e.g., bleeding and perforation). 
Surgical treatment options include local excision with locoregional 
lymph node sampling or pancreatoduodenectomy (PD). In patients 
with suspected lymph node metastases, PD is the first choice for 
curative intent.

2.3 | Surgical treatment for NETs of the 
small intestine

Most small bowel NETs originate in the distal ileum.31 Approximately 
25% of patients have multifocal tumors at the time of diagno-
sis, which are often clustered in close proximity to each other.32 
Although the malignant potential of intestinal NETs correlates with 
tumor size, even subcentimeter neoplasms can metastasize.33 The 
liver, mesentery, and peritoneum are frequent metastatic sites. 
Because the risk of metastasis to the lymph nodes is high, even when 
the tumor diameter is small,34 small bowel resection with dissection 
of the mesenteric lymph nodes should be performed.

2.4 | Surgical treatment for NETs of the appendix

Neuroendocrine tumors of the appendix have been found in one of 300 
appendectomy specimens, and most are found incidentally after surgery 
for appendicitis. The malignant potential of appendiceal NETs appears 
to be strictly related to tumor size. A study of a large series of patients 
did not find metastatic disease in 127 patients who had tumors smaller 
than 2 cm.35 Consequently, a simple appendectomy has been consid-
ered adequate for tumors smaller than 2 cm, whereas right hemicolec-
tomy has been recommended for tumors larger than 2 cm. However, 
locoregional or distant metastases in patients with tumors measuring 1 

F I G U R E  2   Algorism of surgical treatment for gastric neuroendocrine tumors
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or 2 cm in diameter have recently been reported.36 The negative prog-
nostic factors for tumors of this size range include location at the base 
of the appendix, lymphovascular invasion, or extensive invasion of the 
mesoappendix (Figure 3).36 Therefore, right hemicolectomy with lymph 
node dissection is recommended for patients with invasive tumors. 
Rault-Petit et al37 examined 403 patients with appendiceal NETs (26 pa-
tients with lymph node metastasis), but could not identify the predictors 
of lymph node metastasis, and the predictors remain unknown.

2.5 | Surgical treatment for NETs of the 
colon and rectum

Colonic NETs most frequently arise in the ascending colon. 
Colectomy with regional lymphadenectomy has been recommended 
for these tumors.38 Colonic NETs distal to the cecum tend to be more 
aggressive than rectal NETs and are often poorly differentiated.39

Rectal NETS with a tumor diameter greater than 2  cm show 
a very high frequency of lymph node metastasis (58%-76%), and 

therefore these tumors are indications for rectal resection plus 
lymph node dissection.40,41 On the other hand, for tumors with a 
diameter of 1-2 cm, ENETS guidelines recommend local resection 
if neither MP invasion nor lymph node metastasis is suspected.42 
The reported predictors of lymph node metastasis for rectal NETs 
include the following characteristics: (a) tumor diameter >1  cm; 
(b) ulcerations; (c) presence of vascular invasion.40,41 In Japan, the 
frequency of lymph node metastasis in NETs of the rectum ranges 
as high as 18.5%-30.4%, even for tumors of 1-2 cm. Therefore, ac-
cording to the JNETS guidelines, patients with tumors (a) larger 
than 1  cm, (b) MP-invasive, or (c) suspected to have lymph node 
metastases should undergo surgical resection with lymph node dis-
section.22 We recommend that patients with tumor diameters of 
1 cm or smaller and MP invasion or without suspicion of lymph node 
metastasis should first undergo local resection (endoscopic resec-
tion or transanal resection); and if a histopathological examination 
identifies invasion of the MP, vascular invasion, or positive surgical 
margins, rectal resection with lymph node dissection should be per-
formed (Figure 4).

F I G U R E  3   Algorism of surgical 
treatment for appendiceal neuroendocrine 
tumors

F I G U R E  4   Algorism of surgical 
treatment for colonic and rectal 
neuroendocrine tumors
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2.6 | Chemotherapy and surgical treatment for 
NETs associated with metastases

In recent years, the therapeutic armamentarium for metastatic GI-
NETs has expanded considerably. New systemic treatments for 
tumor and syndrome control have been shown to delay progres-
sion as well as diminish symptoms related to hormone secretion. 
Everolimus is an inhibitor of the mammalian target of rapamycin 
(mTOR). The RADIANT-4 trial showed that everolimus significantly 
improved PFS over placebo in advanced well-differentiated, non-
functional lung or GI-NETs.43 Bevacizumab is a vascular endothelial 
growth factor (VEGF) inhibitor, which was shown in the BETTER 
trial to be safe and potentially efficacious in progressive, metastatic, 
well-differentiated GI-NETs.44 Combined therapy yielded improved 
response rates and median survival rates.45 A more recent phase 
II/III study comparing outcomes between combined therapy of 
5-fluorouracil with doxycycline or streptozocin found that there is 
improved survival when using a combined therapy of 5-fluorouracil 
and streptozocin compared with 5-fluorouracil with doxycycline.46

Moreover, since cytoreduction surgery for NETs with metastatic 
lesions can control hormonal hypersecretion and alleviate symptoms, 
cytoreduction surgery is recommended.21 However, the surgical re-
section of multiple organs for NETs associated with metastatic lesions 
is highly invasive, and a careful assessment of the indications for sur-
gery and the risks and benefits of surgical resection is required.

For patients with liver metastases, the 5-year survival rate 
after hepatectomy has been reported to range from 61% to 81%, 
and rates of improvement of associated signs and symptoms, in-
cluding hormonal symptoms, has been reported to range from 
90% to 100%.47–51 Cytoreduction surgery is often recommended 
if at least 90% of the liver tumors can be resected.52–55 Various 
intraoperative or percutaneous ablative procedures, including 
alcohol ablation, cryoablation, and radiofrequency ablation, are 
also commonly performed.56,57 A nonrandomized study investi-
gated liver transplantation vs no transplantation in 88 patients 
who met strict eligibility criteria for transplantation. The trans-
plantation patients obtained significant survival, with a 10-year 
OS rate of 51% in the transplantation arm vs 22% in the nontrans-
plantation arm (P =  .001).58 Cytoreduction surgery for patients 
with lung metastases and peritoneal dissemination might also 
reduce the signs and symptoms associated with these types of 
metastases.59,60

The resection of primary tumor has been recently reported to 
possibly lead to the prolonged survival of patients with GI-NETs as-
sociated with metastases.61 Additional variables related to survival 
for each NET subtype were identified and might help select patients 
who benefit from removal of the primary tumor.

3  | CONCLUSIONS

In general, surgery is the first-line treatment for patients with lo-
calized GI-NETs, and it should also be considered for palliation in 

patients with metastatic or bulky disease. The indications for sur-
gery vary, based on the organ where the NET arose; therefore, an 
understanding of the patient's clinical state and individualized treat-
ment that is based on the characteristics of the patient's GI-NET are 
needed.

DISCLOSURE
Conflicts of Interest: The authors declare no conflicts of interest.

Author Contribution: Study conception and design – K. Eto, 
N. Yoshida, S. Iwagami, and H. Baba; acquisition of the data – K. 
Eto, N. Yoshida, S. Iwagami; writing of the manuscript – K. Eto, N. 
Yoshida, S. Iwagami, and H. Baba. All authors approved the final 
manuscript.

ORCID
Kojiro Eto   https://orcid.org/0000-0001-8417-5462 
Naoya Yoshida   https://orcid.org/0000-0002-8447-5278 
Shiro Iwagami   https://orcid.org/0000-0003-1976-3414 
Masaaki Iwatsuki   https://orcid.org/0000-0002-0886-4618 
Hideo Baba   https://orcid.org/0000-0002-1750-5318 

R E FE R E N C E S
	 1.	 Dasari A, Shen C, Halperin D, Zhao BO, Zhou S, Xu Y, et al. Trends 

in the incidence, prevalence, and survival outcomes in patients 
with neuroendocrine tumors in the United States. JAMA Oncol. 
2017;3(10):1335–42.

	 2.	 Cives M, Strosberg J. An update on gastroenteropancreatic neu-
roendocrine tumors. Oncology (Williston Park). 2014;28(9):749–56, 
758.

	 3.	 Kloppel G. Neuroendocrine neoplasms: dichotomy. Origin and clas-
sifications. Visc Med. 2017;33(5):324–30.

	 4.	 Kulke MH, Mayer RJ. Carcinoid tumors. N Engl J Med. 
1999;340(11):858–68.

	 5.	 Raj N, Reidy-Lagunes D. Systemic therapies for advanced pan-
creatic neuroendocrine tumors. Hematol Oncol Clin North Am. 
2016;30(1):119–33.

	 6.	 Yao JC, Hassan M, Phan A, Dagohoy C, Leary C, Mares JE, et al. 
One hundred years after "carcinoid": epidemiology of and prognos-
tic factors for neuroendocrine tumors in 35,825 cases in the United 
States. J Clin Oncol. 2008;26(18):3063–72.

	 7.	 Tsai HJ, Wu CC, Tsai CR, Lin SF, Chen LT, Chang JS. The epidemi-
ology of neuroendocrine tumors in Taiwan: a nation-wide cancer 
registry-based study. PLoS One. 2013;8(4):e62487.

	 8.	 Ito T, Igarashi H, Nakamura K, Sasano H, Okusaka T, Takano K, 
et al. Epidemiological trends of pancreatic and gastrointestinal 
neuroendocrine tumors in Japan: a nationwide survey analysis. J 
Gastroenterol. 2015;50(1):58–64.

	 9.	 Fan J-H, Zhang Y-Q, Shi S-S, Chen Y-J, Yuan X-H, Jiang L-M, et al. 
A nation-wide retrospective epidemiological study of gastroen-
teropancreatic neuroendocrine neoplasms in china. Oncotarget. 
2017;8(42):71699–708.

	10.	 Hemminki K, Li X. Incidence trends and risk factors of carcinoid 
tumors: a nationwide epidemiologic study from Sweden. Cancer. 
2001;92(8):2204–10.

	11.	 Klimstra DS, Modlin IR, Coppola D, Lloyd RV, Suster S. The 
pathologic classification of neuroendocrine tumors: a re-
view of nomenclature, grading, and staging systems. Pancreas. 
2010;39(6):707–12.

	12.	 Yang Z, Tang LH, Klimstra DS. Effect of tumor heterogeneity 
on the assessment of Ki67 labeling index in well-differentiated 

https://orcid.org/0000-0001-8417-5462
https://orcid.org/0000-0001-8417-5462
https://orcid.org/0000-0002-8447-5278
https://orcid.org/0000-0002-8447-5278
https://orcid.org/0000-0003-1976-3414
https://orcid.org/0000-0003-1976-3414
https://orcid.org/0000-0002-0886-4618
https://orcid.org/0000-0002-0886-4618
https://orcid.org/0000-0002-1750-5318
https://orcid.org/0000-0002-1750-5318


658  |     ETO et al.

neuroendocrine tumors metastatic to the liver: implications for 
prognostic stratification. Am J Surg Pathol. 2011;35(6):853–60.

	13.	 Dromain C, de Baere T Lumbroso J, Caillet H, Laplanche A, Boige V, 
et al. Detection of liver metastases from endocrine tumors: a pro-
spective comparison of somatostatin receptor scintigraphy, com-
puted tomography, and magnetic resonance imaging. J Clin Oncol. 
2005;23(1):70–8.

	14.	 Bombardieri E, Ambrosini V, Aktolun C, Baum RP, Bishof-Delaloye 
A, Del Vecchio S, et al. 111In-pentetreotide scintigraphy: proce-
dure guidelines for tumour imaging. Eur J Nucl Med Mol Imaging. 
2010;37(7):1441–8.

	15.	 Sadowski SM, Neychev V, Millo C, Shih J, Nilubol N, Herscovitch P, 
et al. Prospective study of 68Ga-DOTATATE positron emission to-
mography/computed tomography for detecting gastro-entero-pan-
creatic neuroendocrine tumors and unknown primary sites. J Clin 
Oncol. 2016;34(6):588–96.

	16.	 Skoura E, Michopoulou S, Mohmaduvesh M, Panagiotidis E, Al Harbi 
M, Toumpanakis C, et al. The impact of 68Ga-DOTATATE PET/CT 
imaging on management of patients with neuroendocrine tumors: 
experience from a national referral center in the United Kingdom. J 
Nucl Med. 2016;57(1):34–40.

	17.	 Oberg K, Couvelard A, Delle Fave G, Gross D, Grossman A, Jensen 
RT, et al. ENETS consensus guidelines for standard of care in neu-
roendocrine tumours: biochemical markers. Neuroendocrinology. 
2017;105(3):201–11.

	18.	 Adaway JE, Dobson R, Walsh J, Cuthbertson DJ, Monaghan PJ, 
Trainer PJ, et al. Serum and plasma 5-hydroxyindoleacetic acid as an 
alternative to 24-h urine 5-hydroxyindoleacetic acid measurement. 
Ann Clin Biochem. 2016;53(Pt 5):554–60.

	19.	 Woltering EA, Voros BA, Beyer DT, Wang Y-Z, Thiagarajan R, Ryan 
P, et al. Aggressive surgical approach to the management of neuro-
endocrine tumors: a report of 1,000 surgical cytoreductions by a 
single institution. J Am Coll Surg. 2017;224(4):434–47.

	20.	 Partelli S, Bartsch DK, Capdevila J, Chen J, Knigge U, Niederle B, 
et al. ENETS consensus guidelines for standard of care in neuroen-
docrine tumours: surgery for small intestinal and pancreatic neuro-
endocrine tumours. Neuroendocrinology. 2017;105(3):255–65.

	21.	 Delle Fave G, O'Toole D, Sundin A, Taal B, Ferolla P, Ramage JK, 
et al. ENETS Consensus guidelines update for gastroduodenal neu-
roendocrine neoplasms. Neuroendocrinology. 2016;103(2):119–24.

	22.	 Clinical Practice Guideline for Gastroenteropancreatic 
Neuroendocrine Neoplasms (GEP-NEN) in Japan; 2019.

	23.	 Thomaschewski M, Neeff H, Keck T, Neumann HPH, Strate T, von 
Dobschuetz E. Is there any role for minimally invasive surgery in 
NET? Rev Endocr Metab Disord. 2017;18(4):443–57.

	24.	 Rindi G, Luinetti O, Cornaggia M, Capella C, Solcia E. Three sub-
types of gastric argyrophil carcinoid and the gastric neuroen-
docrine carcinoma: a clinicopathologic study. Gastroenterology. 
1993;104(4):994–1006.

	25.	 Corey B, Chen H. Neuroendocrine tumors of the stomach. Surg Clin 
North Am. 2017;97(2):333–43.

	26.	 Delle Fave G, Capurso G, Milione M, Panzuto F. Endocrine tu-
mours of the stomach. Best Pract Res Clin Gastroenterol. 
2005;19(5):659–73.

	27.	 Soga J. Early-stage carcinoids of the gastrointestinal tract: an anal-
ysis of 1914 reported cases. Cancer. 2005;103(8):1587–95.

	28.	 Sato Y, Hashimoto S, Mizuno K, Takeuchi M, Terai S. Management 
of gastric and duodenal neuroendocrine tumors. World J 
Gastroenterol. 2016;22(30):6817–28.

	29.	 Chin JL, O'Toole D. Diagnosis and management of upper gastroin-
testinal neuroendocrine tumors. Clin Endosc. 2017;50(6):520–9.

	30.	 Kulke MH, Shah MH, Benson AB, Bergsland E, Berlin JD, 
Blaszkowsky LS, et al. Neuroendocrine tumors, version 1.2015. J 
Natl Compr Canc Netw. 2015;13(1):78–108.

	31.	 Moertel CG. Karnofsky memorial lecture. An odyssey in the land of 
small tumors. J Clin Oncol. 1987;5(10):1502–22.

	32.	 Strosberg JR, Weber JM, Feldman M, Coppola D, Meredith K, Kvols 
LK. Prognostic validity of the American Joint Committee on Cancer 
staging classification for midgut neuroendocrine tumors. J Clin 
Oncol. 2013;31(4):420–5.

	33.	 Makridis C, Öberg K, Juhlin C, Rastad J, Johansson H, Lörelius LE, 
et al. Surgical treatment of mid-gut carcinoid tumors. World J Surg. 
1990;14(3):377–83; discussion 384–375.

	34.	 Clark OH, Benson AB 3rd, Berlin JD, Berlin JD, Choti MA, Doherty 
GM, et al. NCCN Clinical Practice Guidelines in Oncology: neuroen-
docrine tumors. J Natl Compr Canc Netw. 2009;7(7):712–47.

	35.	 Moertel CG, Weiland LH, Nagorney DM, Dockerty MB. Carcinoid 
tumor of the appendix: treatment and prognosis. N Engl J Med. 
1987;317(27):1699–701.

	36.	 Grozinsky-Glasberg S, Alexandraki KI, Barak D, Doviner V, Reissman 
P, Kaltsas GA, et al. Current size criteria for the management of 
neuroendocrine tumors of the appendix: are they valid? Clinical 
experience and review of the literature. Neuroendocrinology. 
2013;98(1):31–7.

	37.	 Rault-Petit B, Do Cao C, Guyétant S, Guimbaud R, Rohmer V, Julié 
C, et al. Current management and predictive factors of lymph 
node metastasis of appendix neuroendocrine tumors: a national 
study from the French group of endocrine tumors (GTE). Ann Surg. 
2019;270(1):165–71.

	38.	 Nussbaum DP, Speicher PJ, Gulack BC, Keenan JE, Ganapathi AM, 
Englum BR, et al. Management of 1- to 2-cm carcinoid tumors of the 
appendix: using the national cancer data base to address controver-
sies in general surgery. J Am Coll Surg. 2015;220(5):894–903.

	39.	 Federspiel BH, Burke AP, Sobin LH, Shekitka KM. Rectal and co-
lonic carcinoids. A clinicopathologic study of 84 cases. Cancer. 
1990;65(1):135–40.

	40.	 Konishi T, Watanabe T, Kishimoto J, Kotake K, Muto T, Nagawa 
H, et al. Prognosis and risk factors of metastasis in colorectal 
carcinoids: results of a nationwide registry over 15 years. Gut. 
2007;56(6):863–8.

	41.	 Shields CJ, Tiret E, Winter DC, International Rectal Carcinoid Study 
G. Carcinoid tumors of the rectum: a multi-institutional interna-
tional collaboration. Ann Surg. 2010;252(5):750–5.

	42.	 Delle Fave G, Kwekkeboom DJ, Van Cutsem E, Rindi G, Kos-Kudla B, 
Knigge U, et al. ENETS Consensus Guidelines for the management 
of patients with gastroduodenal neoplasms. Neuroendocrinology. 
2012;95(2):74–87.

	43.	 Yao JC, Fazio N, Singh S, Buzzoni R, Carnaghi C, Wolin E, et al. 
Everolimus for the treatment of advanced, non-functional neuroen-
docrine tumours of the lung or gastrointestinal tract (RADIANT-4): 
a randomised, placebo-controlled, phase 3 study. Lancet. 
2016;387(10022):968–77.

	44.	 Mitry E, Walter T, Baudin E, Kurtz J-E, Ruszniewski P, Dominguez-
Tinajero S, et al. Bevacizumab plus capecitabine in patients with 
progressive advanced well-differentiated neuroendocrine tumors 
of the gastro-intestinal (GI-NETs) tract (BETTER trial)–a phase II 
non-randomised trial. Eur J Cancer. 2014;50(18):3107–15.

	45.	 Okusaka T, Ueno H, Morizane C, Kondo S, Sakamoto Y, Takahashi 
H, et al. Cytotoxic chemotherapy for pancreatic neuroendocrine tu-
mors. J Hepatobiliary Pancreat Sci. 2015;22(8):628–33.

	46.	 Sun W, Lipsitz S, Catalano P, Mailliard JA, Haller DG, Eastern 
Cooperative Oncology G. Phase II/III study of doxorubicin with 
fluorouracil compared with streptozocin with fluorouracil or 
dacarbazine in the treatment of advanced carcinoid tumors: 
Eastern Cooperative Oncology Group Study E1281. J Clin Oncol. 
2005;23(22):4897–904.

	47.	 Elias D, Lasser P, Ducreux M, Duvillard P, Ouellet J-F, Dromain C, 
et al. Liver resection (and associated extrahepatic resections) for 



     |  659ETO et al.

metastatic well-differentiated endocrine tumors: a 15-year single 
center prospective study. Surgery. 2003;133(4):375–82.

	48.	 Glazer ES, Tseng JF, Al-Refaie W, Solorzano CC, Liu P, Willborn KA, 
et al. Long-term survival after surgical management of neuroendo-
crine hepatic metastases. HPB (Oxford). 2010;12(6):427–33.

	49.	 Saxena A, Chua TC, Sarkar A, Chu F, Liauw W, Zhao J, et al. 
Progression and survival results after radical hepatic metastasec-
tomy of indolent advanced neuroendocrine neoplasms (NENs) sup-
ports an aggressive surgical approach. Surgery. 2011;149(2):209–20.

	50.	 Touzios JG, Kiely JM, Pitt SC, Rilling WS, Quebbeman EJ, Wilson 
SD, et al. Neuroendocrine hepatic metastases: does aggressive 
management improve survival? Ann Surg. 2005;241(5):776–83.

	51.	 Cho CS, Labow DM, Tang L, Klimstra DS, Loeffler AG, Leverson GE, 
et al. Histologic grade is correlated with outcome after resection of 
hepatic neuroendocrine neoplasms. Cancer. 2008;113(1):126–34.

	52.	 Que FG, Nagorney DM, Batts KP, Linz LJ, Kvols LK. Hepatic re-
section for metastatic neuroendocrine carcinomas. Am J Surg. 
1995;169(1):36–42.

	53.	 Sarmiento JM, Heywood G, Rubin J, Ilstrup DM, Nagorney DM, 
Que FG. Surgical treatment of neuroendocrine metastases to 
the liver: a plea for resection to increase survival. J Am Coll Surg. 
2003;197(1):29–37.

	54.	 Eriksson B, Klöppel G, Krenning E, Ahlman H, Plöckinger U, 
Wiedenmann B, et al. Consensus guidelines for the management of 
patients with digestive neuroendocrine tumors–well-differentiated 
jejunal-ileal tumor/carcinoma. Neuroendocrinology. 2008;87(1):8–19.

	55.	 Steinmüller T, Kianmanesh R, Falconi M, Scarpa A, Taal B, 
Kwekkeboom DJ, et al. Consensus guidelines for the manage-
ment of patients with liver metastases from digestive (neuro)en-
docrine tumors: foregut, midgut, hindgut, and unknown primary. 
Neuroendocrinology. 2008;87(1):47–62.

	56.	 Hellman P, Ladjevardi S, Skogseid B, Akerstrom G, Elvin A. 
Radiofrequency tissue ablation using cooled tip for liver metastases 
of endocrine tumors. World J Surg. 2002;26(8):1052–6.

	57.	 Kvols LK, Turaga KK, Strosberg J, Choi J. Role of interventional ra-
diology in the treatment of patients with neuroendocrine metasta-
ses in the liver. J Natl Compr Canc Netw. 2009;7(7):765–72.

	58.	 Mazzaferro V, Sposito C, Coppa J, Miceli R, Bhoori S, Bongini 
M, et al. The long-term benefit of liver transplantation for he-
patic metastases from neuroendocrine tumors. Am J Transplant. 
2016;16(10):2892–902.

	59.	 Elias D, Sideris L, Liberale G, Ducreux M, Malka D, Lasser P, et al. 
Surgical treatment of peritoneal carcinomatosis from well-differen-
tiated digestive endocrine carcinomas. Surgery. 2005;137(4):411–6.

	60.	 Kianmanesh R, Ruszniewski P, Rindi G, Kwekkeboom D, Pape U-
F, Kulke M, et al. ENETS consensus guidelines for the manage-
ment of peritoneal carcinomatosis from neuroendocrine tumors. 
Neuroendocrinology. 2010;91(4):333–40.

	61.	 Tierney JF, Chivukula SV, Wang X, Pappas SG, Schadde E, Hertl 
M, et al. Resection of primary tumor may prolong survival in met-
astatic gastroenteropancreatic neuroendocrine tumors. Surgery. 
2019;165(3):644–51.

How to cite this article: Eto K, Yoshida N, Iwagami S, Iwatsuki 
M, Baba H. Surgical treatment for gastrointestinal 
neuroendocrine tumors. Ann Gastroenterol Surg. 2020;4:652–
659. https://doi.org/10.1002/ags3.12396

https://doi.org/10.1002/ags3.12396

