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Abstract

Small intestinal neuroendocrine tumors (SI-NETs) may
demonstrate a widely variable clinical behavior but
usually it is indolent. In cases with localized disease,
locoregional resective surgery (LRS) is generally
indicated with a curative intent. LRS of SI-NETs is also
the recommended treatment when symptoms are
present, regardless of the disease stage. Concerning
asymptomatic patients with distant metastases,
prophylactic LRS has been traditionally suggested to
avoid possible future complications. Even the current
European Neuroendocrine Tumor Society guidelines
emphasize a possible effect of LRS in Stage IV SI-
NETs with unresectable liver metastases. On the
contrary, the 2017 National Comprehensive Cancer
Network Guidelines on carcinoid tumors do not support
the resection of a small, asymptomatic, relatively
stable primary tumor in the presence of unresectable
metastatic disease. Furthermore, a recent study
revealed no survival advantage for asymptomatic
patients with distant-stage disease who underwent
upfront LRS. At the aforementioned paper, it was
suggested that delayed surgery as needed was
comparable with the upfront surgical approach in terms
of postoperative morbidity and mortality, the length
of the hospital stay and the rate of incisional hernia
repairs but was associated with fewer reoperations
for bowel obstruction. On the other hand, it is also
important to note that some patients might benefit
from a prophylactic surgical approach and our attention
should focus on identifying this patient population.

Key words: Small intestinal neuroendocrine tumors;
Locoregional resective surgery
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Core tip: Upfront locoregional resective surgery of
small intestinal neuroendocrine tumors is the mainstay
treatment when radical resection is feasible or when
symptoms are present, regardless of the disease stage.
However, in the light of contemporary evidence, the
traditional upfront surgical approach is challenged
regarding patients with distant metastases without local
tumor-related symptoms.

Daskalakis K, Tsolakis AV. Upfront surgery of small intestinal
neuroendocrine tumors. Time to reconsider? World J
Gastroenterol 2018; 24(29): 3201-3203 Available from: URL:
http://www.wjgnet.com/1007-9327/full/v24/i29/3201.htm DOI:
http://dx.doi.org/10.3748/wjg.v24.129.3201

INTRODUCTION

Small intestinal neuroendocrine tumors (SI-NETs) have
an indolent clinical course and are often diagnosed at
a late stage™. In patients without distant metastases,
locoregional resective surgery (LRS) is generally indicated
with a curative intent. However, in patients with distant-
stage disease, LRS is generally not considered curative,
although sometimes liver surgery or local ablative
treatments are undertaken after or before radical LRS.

Even in the era of a broad panel of novel, targeted
and systemic therapies for SI-NETs, recurrence after
perceived radical liver resection is still very common,
and neither liver resection nor radiofrequency ablation
of liver metastases has unequivocally been found to
prolong survival®®l, Therefore, even with the intention
to achieve macroscopic radicality and cure, liver
procedures for SI-NETs should generally be considered
palliative.

STUDY ANALYSIS

Many patients with distant-stage disease may present
with distinct clinical symptoms and signs due to hormonal
excess and/or with local tumor-related symptoms
causing abdominal pain, obstruction and/or an impaired
blood supply to the intestines. These patients with local
tumor-related symptoms generally undergo LRS at
the time of diagnosis. Some patients may undergo an
acute laparotomy because of an intestinal obstruction of
unknown etiology. Others will undergo palliative surgery
for a partial intestinal obstruction, bleeding, ischemic
complications due to a tumor mass, or even for symptom
relief in the cases of hormonal syndrome refractory to
medical therapy.

The extension of mesenteric lymph node metastases
below or above the horizontal part of the duodenum is
a crucial factor for treatment since a number of patients
will display mesenteric lymph node metastases in the
root of the mesentery, with associated fibrosis, encasing

Baishidenge ~ WJG | www.wjgnet.com

the superior mesenteric vessels. These tumors are then
usually considered inoperable. Palliative, minimally
invasive measures such as stenting of the superior
mesenteric vein have been applied to symptomatic
patients with bulky mesenteric disease since LRS in
these patients may be complicated and endanger
circulation to substantial parts of the bowel™.

Generally, for tumors originating in the proximal
ileum and jejunum, segmental small intestinal resection
is performed. However, for primary tumors located
near the ileocecal valve in the distal ileum, ileocecal
resection or right hemicolectomy is performed, with
the latter possibly combined with improved clearance
of regional lymph node metastases. Even though the
latest Surveillance Epidemiology and End Results report
challenges the prognostic significance of lymphatic
metastasis for SI-NETs with locoregional disease only,
there are certain biases and limitations in these data™®.

In asymptomatic patients with distant metastases,
prophylactic LRS has been traditionally advocated to
avoid a future intestinal obstruction, ischemia, perforation
or bleeding. The survival rates of these patients after
LRS, as reported in retrospective cohort studies, are
probably largely influenced by both the selection bias and
immortal time bias. Generally, there are differences in
contemporary literature from up-to-date guidelines about
approaching endocrine disorders'”’. The current ENETS
guidelines emphasize a possible effect of LRS in Stage
IV SI-NETs with unresectable liver metastases, but these
guidelines are based on the information gathered from
the abovementioned cohort studies™?.

On the other hand, the 2017 National Comprehensive
Cancer Network Guidelines on carcinoid tumors advocate
against resection of a small, asymptomatic, relatively
stable primary tumor in the presence of unresectable
metastatic disease!’™, A recent study has revealed
no survival advantage for asymptomatic patients
with distant-stage disease who underwent upfront
LRS!, Interestingly, delayed surgery as needed was
comparable with the upfront surgical approach in terms
of postoperative morbidity and mortality, the length of
the hospital stay and the rate of incisional hernia repairs
but was associated with fewer reoperations for bowel
obstruction'?. These results are also consistent with the
Rotterdam group findings that confirmed that there is
no benefit of prophylactic surgery for overall survivall*®,
However, it is also important to note that while patients
with disseminated SI-NETs may not benefit from
upfront prophylactic surgery, some patient populations
might, e.g., older patients or those with large tumors
and patients with progressive locoregional disease!**.
Importantly, to be able to identify patients who might
benefit from a prophylactic surgical approach, more
insight is needed into the development of mesenteric
fibrosis in SI-NETs™.

PERSPECTIVE

In conclusion, LRS retains its value in the treatment of
patients with SI-NETs when radical resection is feasible
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or symptomatic disease is present, regardless of the
disease stage.

However, current evidence challenges the traditional

view that extensive LRS needs to be performed in
patients with distant metastases in the absence of
local tumor-related symptoms. A more conservative
approach, with delayed LRS as clinically indicated,
may be reasonable for the subset of asymptomatic SI-
NET patients with distant-stage disease. This revised
approach may complete the armamentarium of systemic
and liver-directed treatments as indicated per patient.

REFERENCES

1

JRaishideng®

Norlén O, Stilberg P, Oberg K, Eriksson J, Hedberg J, Hessman O,
Janson ET, Hellman P, Akerstrom G. Long-term results of surgery
for small intestinal neuroendocrine tumors at a tertiary referral
center. World J Surg 2012; 36: 1419-1431 [PMID: 21984144 DOI:
10.1007/s00268-011-1296-z]

Elias D, Lefevre JH, Duvillard P, Goéré D, Dromain C, Dumont
F, Baudin E. Hepatic metastases from neuroendocrine tumors with
a “thin slice” pathological examination: they are many more than
you think. Ann Surg 2010; 251: 307-310 [PMID: 20010089 DOI:
10.1097/SLA.0b013e3181bdf8cf]

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: 29-37 [PMID: 12831921 DOI: 10.1016/
S1072-7515(03)00230-8]

Norlén O, Stalberg P, Zedenius J, Hellman P. Outcome after
resection and radiofrequency ablation of liver metastases from small
intestinal neuroendocrine tumours. Br J Surg 2013; 100: 1505-1514
[PMID: 24037573 DOI: 10.1002/bjs.9262]

Daskalakis K, Karakatsanis A, Stalberg P, Norlén O, Hellman P.
Clinical signs of fibrosis in small intestinal neuroendocrine tumours.
Br J Surg 2017; 104: 69-75 [PMID: 27861745 DOI: 10.1002/
bjs.10333]

WJG | www.wjgnet.com

3203

6

10

13

Chen L, Song Y, Zhang Y, Chen M, Chen J. Exploration of
the Exact Prognostic Significance of Lymphatic Metastasis in
Jejunoileal Neuroendocrine Tumors. Ann Surg Oncol 2018; 25:
2067-2074 [PMID: 29748891 DOI: 10.1245/s10434-018-6511-9]
Isik A, Firat D, Yilmaz I, Peker K, Idiz O, Yilmaz B, Demiryilmaz
I, Celebi F. A survey of current approaches to thyroid nodules and
thyroid operations. /nt J Surg 2018; 54: 100-104 [PMID: 29709542
DOI: 10.1016/5.ijsu.2018.04.037]

Capurso G, Rinzivillo M, Bettini R, Boninsegna L, Delle Fave
G, Falconi M. Systematic review of resection of primary midgut
carcinoid tumour in patients with unresectable liver metastases.
Br J Surg 2012; 99: 1480-1486 [PMID: 22972490 DOI: 10.1002/
bjs.8842]

Niederle B, Pape UF, Costa F, Gross D, Kelestimur F, Knigge U,
Oberg K, Pavel M, Perren A, Toumpanakis C, O’Connor J, O’
Toole D, Krenning E, Reed N, Kianmanesh R; Vienna Consensus
Conference participants. ENETS Consensus Guidelines Update
for Neuroendocrine Neoplasms of the Jejunum and Ileum.
Neuroendocrinology 2016; 103: 125-138 [PMID: 26758972 DOI:
10.1159/000443170]

National Comprehensive Cancer Network. NCCN guidelines
version 3.2017. Neuroendocrine tumors of the gastrointestinal tract,
lung and thymus (carcinoid tumors). Available from: URL: https:/
www.ncen.org/professionals/physician_gls/pdf/neuroendocrine.pdf
Daskalakis K, Karakatsanis A, Hessman O, Stuart HC, Welin
S, Tiensuu Janson E, Oberg K, Hellman P, Norlén O, Stilberg
P. Association of a Prophylactic Surgical Approach to Stage IV
Small Intestinal Neuroendocrine Tumors With Survival. JAMA
Oncol 2018; 4: 183-189 [PMID: 29049611 DOI: 10.1001/
jamaoncol.2017.3326]

BlazZevi¢ A, Zandee WT, Franssen GJH, Hofland J, van Velthuysen
MF, Hofland LJ, Feelders RA, de Herder WW. Mesenteric fibrosis
and palliative surgery in small intestinal neuroendocrine tumours.
Endocr Relat Cancer 2018; 25: 245-254 [PMID: 29255095 DOI:
10.1530/ERC-17-0282]

Wu L, FuJ, Wan L, Pan J, Lai S, Zhong J, Chung DC, Wang L.
Survival outcomes and surgical intervention of small intestinal
neuroendocrine tumors: a population based retrospective study.
Oncotarget 2017; 8: 4935-4947 [PMID: 27903960 DOI: 10.18632/
oncotarget.13632]

P- Reviewer: Isik A S- Editor: Wang XJ L- Editor: A
E- Editor: Huang Y

August 7, 2018 | Volume 24 | Issue 29 |



JRnishideng®

Published by Baishideng Publishing Group Inc
7901 Stoneridge Drive, Suite 501, Pleasanton, CA 94588, USA
Telephone: +1-925-223-8242
Fax: +1-925-223-8243
E-mail: bpgoffice@wjgnet.com
Help Desk: http://www.f6publishing.com/helpdesk
http:/ /www.wjgnet.com

ISSN1007-9327

“w “‘ “2 |

© 2018 Baishideng Publishing Group Inc. All rights reserved.




	组合 1
	WJGv24i29-Cover
	WJGv24i29Contents

	WJG-24-3201
	WJGv24i29Back Cover

