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Abstract

BACKGROUND

Somatostatin analogues are an established first-line therapy for well differentiated
small bowel neuroendocrine tumours (Wd-SBNETs), while and peptide receptor
radionuclide therapy (PRRT) is frequently used as a second-line therapy.
Adequate treatment selection of third-line treatment remains challenging due to
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the limited prospective data currently available on the best therapeutic sequence.

AIM
To understand current practice and rationale for decision-making by physicians in
the 3r-line setting by building an online survey.

METHODS
Weighted average (WA) of likelihood of usage between responders (1 very
unlikely; 4 very likely) was used to reflect the relevance of factors explored.

RESULTS

Replies from representatives of 28 centers were received (5/8/2020-21/9/2020);
medical oncologist (53.6%), gastroenterologist (17.9%); United Kingdom (21.4%),
Spain (17.9%), Italy (14.3%). Majority from European Neuroendocrine Tumor
Society (ENETS) Centres of Excellence (57.1%), who followed ENETS guidelines
(82.1%). Generally speaking, 3-line treatment for Wd-SBNETs was: everolimus
(EVE) (66.7%), PRRT (18.5%), liver embolization (LE) (7.4%) and interferon-alpha
(IFN) (3.7%); chemotherapy (0%); decision was based on clinical trial data (59.3%),
or personal experience (22.2%). EVE was most likely used if Ki-67 < 10% (WA
3.27/4) or age < 70 years (WA 3.23/4), in the 3"-line setting (WA 3.23/4);
regardless of presence/absence of carcinoid syndrome (CS), rate of progression or
extent of disease. Chemotherapy was mainly utilised only if rapid progression
(within 6 mo) (WA 3.35/4), Ki-67 10%-20% (WA 2.77/4), negative somatostatin
receptor imaging (WA 2.65/4) or high tumour burden (WA 2.77/4);
temozolomide or streptozocin was used with capecitabine or 5-fluorouracil (5-FU)
(57.7%), FOLFOX (5-FU combined with oxaliplatin) (23.1%). LE was selected if
presence of CS (WA 3.24/4) or Ki-67 <10% (WA 2.8/4), after progression to other
treatments (WA 2.8/4). IFN was rarely used (WA 1.3/4).

CONCLUSION

Everolimus was the most frequently used therapeutic option in the third-line
setting. The most important factors for decision-making included Ki-67, rate of
progression, functionality and tumour burden; since this decision is based on
multiple factors, it highlights the need for a multidisciplinary assessment.

Key Words: Neuroendocrine tumour; Small bowel; Survey; Third-line; Advanced; Practice

©The Author(s) 2021. Published by Baishideng Publishing Group Inc. All rights reserved.

Core Tip: Our survey delineates a possible treatment algorithm in patients with
advanced small bowel neuroendocrine tumour (SBNET). While somatostatin analogues
(SSAs), peptide receptor radionuclide therapy (PRRT) and everolimus are usually
considered preferred first, second and third-line options respectively, chemotherapy is
generally used when all other available treatments have failed. Locoregional therapies
appear particularly useful when facing patients with functioning tumours, but their use
is mainly limited to after at least two prior lines of treatment. We were also able to
identify relevant unanswered questions in the field of advanced SBNET treatment,
mainly in regards to the role of maintenance SSA after PRRT for non-functioning
tumours. Multiple factors were identified as relevant at time of decision making;
among them, Ki-67, rate of progression, tumour functionality and tumour burden may
have a key role in helping physicians tailoring the treatment. Based on this, we would
encourage for treatment decisions to be made within a multidisciplinary setting.

Citation: Lamarca A, Cives M, de Mestier L, Crona J, Spada F, Oberg K, Pavel M, Alonso-
Gordoa T. Advanced small-bowel well-differentiated neuroendocrine tumours: An international
survey of practice on 3"-line treatment. World J Gastroenterol 2021; 27(10): 976-989
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INTRODUCTION

Neuroendocrine neoplasms are rare and heterogeneous!'”. One of the main primary
sites of development of well-differentiated neuroendocrine tumours (NETs) is the
small bowel (SBNETs)!'l. These are characterised by the production of certain bioactive
compounds (such as serotonin) which may derive on specific symptoms, such as
carcinoid syndrome (CS)"..

Nearly half of SBNETs are diagnosed at a non-resectable, advanced stage, being
only suitable for palliative therapeutic approaches!. For treatment decision making,
assessment of hormonal syndrome, disease stage, burden of disease, somatostatin
receptor (SSTR) expression and tumour grade are crucial®, with available guidelines
informing on treatment options!'!l.

In recent years, management of SBNETs has changed significantly, with
development of new anti-tumour treatment options. There is now high-level evidence
phase III clinical trial data supporting the use of somatostatin analogues (SSAs)!'>*,
which have shown both anti-tumour and anti-secretory effects. Above-label dosages of
SSAs may also provide antitumour activity after progression on standard doses of
SSAs, particularly in patients with slow-growing tumours!“l. After progression to SSA,
the results of the NETTER-1 trial support the use of peptide-receptor radionuclide
therapy (PRRT) with ""Lu-DOTATATE in SBNETs with high SSTRs expression
(expected to account for above 80% of cases)!. In addition, the RADIANT-4 trial
supported the use of everolimus over placebo for non-functioning SBNETs after
progression to one prior line of treatment!’l.

SBNETs have a better prognosis than other gastrointestinal malignancies, with
estimated median survival from time of identification of metastatic disease of above 5
years!'”l. In view of this, many patients are fit enough for multiple lines of treatment. In
view of increasing treatment options!”, and despite available guidelines!”], selection of
the best treatment strategy remains challenging. The use of SSAs in the first-line
setting for patients diagnosed with SBNETs is supported by randomised clinical trial
results and reflected in multiple guidelines. As mentioned above, options for second-
line treatment could include PRRT or everolimus, with most recent guidelines
supporting the use of PRRT over everolimus in the second-line setting especially if
tumour expresses SSTRE.

Thus, it is expected that majority of patients will receive first-line SSA and second-
line PRRT as the predominant treatment strategy. However, the right choice for third-
line treatment remains unclear and practice regarding the use of everolimus,
chemotherapy and other therapy options is likely to vary significantly between
different institutions. Such therapeutic options may include everolimus!'” (approved
for patients with non-functioning SBNETSs), liver embolization!"”, chemotherapy
(mainly alkylating-based or oxaliplatin-based and generally combined with
fluoropyrimidine)!'*'”! and interferon-alpha™'.

This survey of practice aims to provide an understanding of current practice and
main factors used for treatment selection in advanced SBNETs, with special focus on
third-line treatment strategies.

MATERIALS AND METHODS

An online survey was built and shared with European Neuroendocrine Tumor Society
(ENETS) Centres of Excellence (CoE)P! and other health care professionals with
expertise in NETs (via NETConnect group™!). The survey contained questions
regarding current practice, with special focus on factors currently influencing
treatment decision making in SBNETSs and especially on third-line treatment options.
Even though baseline characteristics of responders (i.e., country, specialty, whether
they practiced in an ENETS CoE or not) were collected, participation was anonymous
and aimed to reflect their personal views.

The primary aim of this survey was to provide information on the patterns of use of
third-line treatments in SBNET patients. The secondary aim was to define the factors
associated with treatment selection in the third-line setting. Replies were collected
between August 5, 2020 until September 21, 2020 and all data was analysed together.
Duplicate replies from an individual centre were excluded, if all provided replies
concurred. In order to assess for likelihood of prescribing a specific treatment in a
specific scenario, respondents were asked to determine how likely they were to do so
and replies collected in numbers ranging between 1 (very unlikely) to 4 (very likely).
Joined analysis was performed by calculating weighted average (WA) of likelihood of
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usage between responders for each scenario explored, to reflect the relevance of each
factor in the decision making; reported WA ranged between 1 and 4 (1 very unlikely; 4
very likely).

RESULTS

Answers from 28 health care providers were collected. Characteristics of responders
are summarized in Table 1. Most responders were medical oncologist (53.6%) or
gastroenterologist (17.9%), from United Kingdom (21.4%), Spain (17.9%) or Italy
(14.3%). Majority were completed by healthcare professionals working in ENETS CoEs
(57.1%) who reported using ENETs guidelines for informing their practice (82.1%).

First-line and second-line treatments

The most frequently used first- and second-line therapies for advanced SBNET were
SSAs (88.9%) and PRRT (70.4%), respectively (Figure 1). Rationale for such choice was
based on clinical trial evidence in 96.3% and 74.1% of responses, respectively. A
proportion of responders selected alternative second-line options after SSA, such as
high-dose SSA (3/24; 12.5%) or everolimus (2/24; 8.3%) (Figure 1).

The likelihood of using SSAs for all SBNET patients (regardless of baseline
characteristics) in the first-line setting had a weighted average of 3.48 (out of a
maximum on 4) (Figure 2A; full details in Supplementary Figure 1A). The patients
who were most likely to receive SSA in the first-line setting were those with
functioning tumours (CS) (weighted average 3.93/4) and/or Ki-67 <10% (weighted
average 3.85/4), among others. Patients with rapid progression (<6 mo) (weighted
average 2.33/4), negative SSTR imaging (weighted average 2.19/4) and/or Ki-67 10%-
20% (weighted average 2.85/4) were the least likely to receive this treatment.

In terms of the use of PRRT in the second-line setting, the patients who were most
likely to receive PRRT (Figure 2B; full details in Supplementary Figure 1B) were those
with positive SSTR imaging (weighted average 3.81/4) and slow progression (> 1 year)
(weighted average 3.62/4), among others. Patients with negative (weighted average
1.12/4) or heterogenous (weighted average 2.19/4) SSTR imaging were the least likely
to be offered this treatment, followed by patients with low tumour burden (weighted
average 3.04/4) and rapid progression (< 6 mo) (weighted average 3.00/4).

Regarding the use of PRRT, most considered this only after clinical or radiological
progression on SSA (76.9%); however, there was no consensus regarding the use of
concomitant SSA during/after PRRT (Figure 3): 38.5% always used SSA during/after
PRRT (regardless presence/absence of CS), 26.9% used SSA during PRRT and
maintain after PRRT only if evidence of CS and 30.8% used SSA during/after PRRT
only in the presence of CS. One respondent (3.9%) specified that SSA was given during
PRRT and individualised decision thereafter (details of factors involved not provided).

Third-line treatment
Third-line treatment choice was as follows: everolimus (66.7%), PRRT (18.5%), liver
embolization (7.4%) and interferon-alpha (3.7%) (Figure 1); none of the responders
selected chemotherapy as their preferred third-line therapy (0%). These replies were
mainly based on clinical trial evidence (59.3%) and personal experience (22.2%). All
five responders who selected PRRT as a third-line treatment did so following second-
line treatment with high-dose SSA (2 responders), everolimus (2 responders) or liver
embolization (1 responder); none of the responders considered rechallenge with PRRT
as a predominant strategy.

Half of the responders (51.9%) would consider a trial at any point during patient’s
pathway; 11.1%, 11.1%, 14.8% and 11.1% would do so in the first-, second-, third- and
beyond third-line setting, respectively.

Factors associated with third-line treatment choices

Everolimus was mainly used in the third-line setting (weighted average 3.23/4) or
after progression to all other available treatment options (weighted average 3.15/4).
The patients who were most likely to receive everolimus (Figure 2C; full details in
Supplementary Figure 1C) were those with Ki-67 < 10% (weighted average 3.27/4)
and/or age < 70 years (weighted average 3.23/4), within others. Choice of everolimus
did not seem to vary depending on presence (weighted average 2.81/4) or absence
(weighted average 3.19/4) of CS, rate of progression, extent of disease or Ki-67
(weighted average 3.27/4 if Ki-67 < 10% vs weighted average 3.15/4 if Ki67 10%-20%);
full details Figure 2C; full details in Supplementary Figure 1C.
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Table 1 Baseline characteristics of responders

Number of responses Percentage (%)
Specialty Medical oncology 15 53.6%
Clinical oncology 3 10.7%
Gastroenterology 5 17.7%
Endocrinology 3 10.7%
Surgery 2 7.1%
Country of practice Belgium 2 7.1%
Germany 1 3.6%
France 2 7.1%
Italy 4 14.3%
Netherlands 2 7.1%
Spain 5 17.9%
Sweden 2 7.1%
Switzerland 2 7.1%
United Kingdom 6 21.4%
Other 2 7.1%
Practice at ENETS Centre of Excellence Yes 16 57.1%
No 12 42.9%
Use of guidelines to inform management of Yes 28 100.0%
SBNETSs
No 0 0.0%
Guidelines used ENETS guidelines 23 82.1%
ESMO guidelines 0 0.0%
NCCN guidelines 0 0.0%
NANETS guidelines 0 0.0%
Other B 17.7%

ENETS: European Society of Neuroendocri:

ne Tumours; SBNETs: Well-differentiated small bowel neuroendocrine tumours; NANETS: North American

Neuroendocrine Tumor Society; ESMO: European Society for Medical Oncology; NCCN: National Comprehensive Cancer Network.

Jaishideng®

None of the responders selected chemotherapy as the preferred main third-line
treatment option. Despite these, factors associated with its use were explored. Similar
to the scenario described with everolimus, chemotherapy was mainly used
predominantly after progression on all other available treatment options (weighted
average 3.31/4) (Figure 2D; full details in Supplementary Figure 1D). In addition,
chemotherapy was mainly chosen for patients with rapid progression to prior
treatment (within 6 mo) (weighted average 3.35/4), Ki-67 10%-20% (weighted average
2.77/4), negative SSTR (weighted average 2.65/4) and high tumour burden (weighted
average 2.77/4). Combination of temozolomide or streptozocine with capecitabine or
5-fluorouracil (5-FU) was the most popular choice of chemotherapy (57.7%), followed
by FOLFOX (5-FU combined with oxaliplatin) (23.1%).

The use of liver-directed therapies, such as transarterial liver embolization, was also
limited to second-line (weighted average 2.20/4) and third-line scenarios (weighted
average 2.6/4); with a predominance of use after progression to all other available
treatment options (weighted average 2.80/4) (Figure 2E; full details in Supplementary
Figure 1E). The patients who were most likely to receive liver embolization were those
with presence of CS (weighted average 3.24/4) and Ki-67 < 10% (weighted average
2.8/4), within others. Patients with extensive skeletal metastases were the least likely
to be offered liver embolization (weighted average 1.64/4).

Use of interferon-alpha was rarely reported, with overall weighted average 1.3/4
(Figure 2F; full details in Supplementary Figure 1F). According to responses collected,
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3" Everolimus: 18

3" Liver embol: 2

3" PRRT: 5

3" Interferon: 1

3" Other: 1

Figure 1 Summary of treatment predominant flow by line of therapy. SSA: Somatostatin analogues; PRRT: Peptide receptor radionuclide therapy; Liver
embol: Liver embolization; HD-SSA: High-dose of somatostatin analogues.
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no specific factors were associated with its use.

DISCUSSION

This survey aimed to address one of the main caveats in the management of SBNET:
treatment decision making in terms of therapy sequencing, with special interest in the
third-line setting. Our results identified everolimus as the preferred option of third-
line therapy, with multiple factors identified as relevant at time of decision making,
such as Ki-67, rate of progression, tumour functionality (CS) and tumour burden. The
data underline that treatment decisions should be made within a multidisciplinary
setting, where all available therapeutic options can be considered.

Choice of SSAs and PRRT as predominant first- and second-line treatments was
expected. This is in keeping with current available guidelines”*! and can be accepted as
current standard of care as supported by phase III clinical trial evidencel'>**\. The only
exception would be those patients with SSTR2 negative disease who would not be
eligible for PRRT and had been excluded from the NETTER-1 clinical triall"”. Results of
our survey do reflect this as well (Figure 2B; full details in Supplementary Figure 1B).

As shown in Figure 1, a small proportion of responders chose treatment with high-
dose SSAs following progression to standard-dose SSAs. While the specific factors
involved in this choice were not explored in the present survey, it is worth
highlighting that this therapeutic option is suggested by guidelines mainly for patients
with slowly-progressive SBNET and refractory functioning syndrome!”*l. Results of the
recently reported CLARINET-FORTE trial would support its anti-proliferative use
following progression to SSA in selected scenarios, especially in case of Ki-67 < 10%".
This phase II study included a cohort of 51 patients diagnosed with SBNET, who
following progression to standard 4-weekly 120 mg lanreotide, received an increased
dose of this same drug (120 mg 2-weekly); median duration of prior lanreotide
exposure was 1.3 years (95%CI: 1.0-1.9) and 82.4% of patients had low-burden liver
disease (affecting < 25% of liver parenchyma). Among the 51 patients with advanced
SBNET included, median progression-free survival (PFS) was 8.3 (95%CI: 5.6-11.1) mo,
with median PFS of 8.6 mo (95%CI: 5.6-13.8) and 5.5 mo (95%CI: 2.6-nr) for Ki-67 <
10% and > 10% tumours, respectively. In view of this, authors concluded that high-
dose SSAs could be recommended in selected patients, “before switching to an
alternative, more toxic treatment”.

Our survey highlights three main unanswered questions around the use of PRRT in
SBNETs.
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Likelihood of use (weighted average)
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4; Very likely

1; Very unlikely ‘.. — . :

As first-line treatment
As third-line treatment
After progression on all
Ki-67 < 10%

As second-line treatment
other available treatment options

Ki-67 10-20%

Functioning tumour

Non-functioning tumour

SSTR2 +ve
SSTR2 -ve
SSTR2 +ve (heter)
Age < 50 years old

Age > 50 years old

Age < 70 years old

Age > 70 years old

High tumour burden .

Total

Low tumour burden

Limited skeletal mts
Extensive skeletal mts
Rapid progression (< 6 m)
Slow progression (> 1 year)
Slow progression (> 2 year)

Figure 2 Factors associated with treatment decision making process. A: Factors associated with use of somatostatin analogues in the first-line setting;
B: Factors associated with use of peptide receptor radionuclide therapy in the second-line setting; C: Factors associated with use of everolimus; D: Factors
associated with use of chemotherapy; E: Factors associated with use of liver embolization; F: Factors associated with use of Interferon-alpha. SSA: Somatostatin
analogues; SSTR2 -ve: Somatostatin receptor positive disease (imaging based); SSTR2 +ve: Somatostatin receptor negative disease (imaging based); heter:
Heterogeneous; mts: Metastases; m: months; TOTAL: Represents the average of all factors; PRRT: Peptide receptor radionuclide therapy.
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If used after progression to somatostatin analogue, do you maintain
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Figure 3 Ongoing controversies around use of peptide receptor radionuclide therapy in current practice.
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First, there was discrepancy in terms of the current use of concomitant SSAs during
and after PRRT (especially in non-functioning tumours). The NETTER-1 clinical trial
recruited patients with SBNETs and as part of the study protocol, all patients
(regardless of presence or absence of CS) received concomitant 4-weekly long-acting
octreotide injection”. Thus, strictly speaking, NETTER-1 trial showed that PRRT was
superior to high dose SSA when PRRT was given concomitantly with SSA (during and
after PRRT). There is some evidence suggesting that combination of “hot” (PRRT) and
“cold” (SSA) somatostatin analogue therapy could impact biodistribution of PRRT and
may enable higher doses of PRRT to be delivered to tumour sites®!. However, the
benefit of maintenance SSA following PRRT completion is of much controversy. Some
retrospective studies have suggested a benefit in terms of prolonged PFS*), but
selection bias (due to retrospective design) may confound findings. Thus, in the
absence of CS, there is still disagreement regarding the benefit derived from
maintenance SSAs after completion of PRRT and further studies are required to inform
practice.

Second, the potential role of rechallenge with PRRT remains unclear. None of the
responders chose rechallenge with PRRT in this survey as part of the main treatment
pathway. However, it is likely that this is still a valid option of treatment for selected
patients. There are data supporting the safety and efficacy of rechallenge with PRRT,
mainly for patients with prolonged PFS to prior PRRT. In a series of 35 patients (23
SBNET), with median PFS of 33 mo (95%CI: 30-36) to prior PRRT, rechallenge with
PRRT was shown to be safe (both in terms of kidney toxicity and myelo-
suppression)l. Main benefit was in the form of disease stabilisation (identified in
81.3% of patients), with partial response identified in 1 patient (3.1%). Median PFS
reported with rechallenge PRRT was 6 mo (95%CI: 0-16). Other series also identified a
possible association between initial response (in terms of prolonged PFS) to PRRTon
first use and PFS benefit on PRRT rechallenge!™. In view of these findings, and despite
absence of prospective trial data, rechallenge PRRT may be a treatment option in
selected patients (mainly patients with prolonged PFS to prior PRRT), despite low
partial response rate and limited median PFS.

Third, the potential role of PRRT earlier in patients” pathway remains undefined.
There is currently no clinical trial data supporting this and available guidelines do
consider PRRT after SSA for SBNETs“l. This was reflected in our survey results, in
which none of the responders selected PRRT as a first-line treatment, highlighting that
further clinical trials would be required prior to any changes in current clinical
practice. In this scenario, ongoing studies such as COMPETE (NCT03049189) and
NETTER-2 (NCT03972488) are likely to provide useful insight to inform future
practice.

There was a clear trend in favour of everolimus as the preferred choice of treatment
in the third-line setting and this is likely based on vast clinical experience with
everolimus. It is worth noting that the presence or absence of CS did not play a
significant role on the likelihood of everolimus being considered. The fact that the
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weighted average was higher for non-functioning tumours (3.19/4) was not really
surprising, in view of the benefit from everolimus over placebo in the setting of non-
functioning SBNETs from the RADIANT-4 trial results”. However, the weighted
average for functioning tumours SBNETs was high (2.81/4). This was despite the fact
that everolimus is approved only in the setting of non-functioning SBNETs*], which is
reflected in current guidelines”” and derived from the negative results of the
RADIANT-2 study®.

Based on our findings, interferon-alpha seems to have a minor role in the
management of SBNETSs and to be rarely used in clinical practice. Liver embolization
was a preferred treatment option for patients with functioning tumours, in keeping
with data from recent systematic review and meta-analysis("”l, which reported a pooled
symptomatic response of 55.2%. Chemotherapy was mainly used as a rescue treatment
when progression to other available treatments was shown, and was mainly suggested
for patients with rapid progression. These findings were expected and in keeping with
current guideline recommendations”*. As shown in our survey, most suitable choice
of chemotherapy remains unclear, and despite a preference for temozolomide and
capecitabine-based combinations, many responders reported to use other schedules.
Collaborative work and trials in this setting are urgently needed.

Our results identified that many factors are involved in treatment choices, not only
in second-line but also in the third-line setting, when choosing between a variety of
treatment options such as everolimus, chemotherapy, liver embolization and
interferon-alpha. The main factors identified as relevant for decision making were Ki-
67, rate of progression, tumour functionality and tumour burden. It is therefore clear
that “one size does not fit all” when selecting treatment options, especially in the third-
line setting. Based on this, discussion within multidisciplinary meetings when disease
progression to prior therapies is documented is recommended, to secure that the best
treatment choice is made.

The main strength of this work is the fact that responders were clinicians with wide
experience in the management of NETs, thus including the insights of healthcare
professionals with adequate expertise to answer the proposed questions and
dilemmas. Unfortunately, the number of replies was limited, which is the main
limitation of our work. In addition, variability in drug access between different
countries was likely to impact on some of the decision making steps, although it was
not interrogated in the present work. Since treatment choices are based on approval
and accessibility to drugs as well as reimbursement it remains unclear how much our
findings are applicable to other countries including outside Europe.

CONCLUSION

In conclusion, our survey delineates a possible treatment algorithm in patients with
advanced SBNET. While SSAs, PRRT and everolimus are usually considered preferred
first, second and third-line options respectively, chemotherapy is generally used when
all other available treatments have failed. Locoregional therapies appear particularly
useful when facing patients with functioning tumours, but their use is mainly limited
to after at least two prior lines of treatment. We were also able to identify relevant
unanswered questions in the field of advanced SBNET treatment, mainly in regards to
the role of maintenance SSA after PRRT for non-functioning tumours. Multiple factors
were identified as relevant at time of decision making; among them, Ki-67, rate of
progression, tumour functionality and tumour burden may have a key role in helping
physicians tailoring the treatment. Based on this, we would encourage for treatment
decisions to be made within a multidisciplinary setting.

ARTICLE HIGHLIGHTS

Research background
Adequate sequencing of treatment for small bowel neuroendocrine tumour (SBNET) is
unclear and likely to rely on multiple factors.

Research motivation
We aimed to understand current practice for advanced SBNET.
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Research objectives
This international survey aimed to collect data on current algorithms and main factors
involved in decision making process.

Research methods
An international survey was completed by many health care professionals with an
expertise in neuroendocrine tumours.

Research results

Our survey delineates a possible treatment algorithm in patients with advanced
SBNET. While somatostatin analogues (SSAs), peptide receptor radionuclide therapy
(PRRT) and everolimus are usually considered preferred first, second and third-line
options respectively, chemotherapy is generally used when all other available
treatments have been used. Locoregional therapies appear particularly useful when
facing patients with functioning tumours, but their use commonly follows the first two
lines of treatment.

Research conclusions

We were also able to identify relevant unanswered questions in the field of advanced
SBNET treatment, mainly in regards to the role of maintenance SSA after PRRT for
non-functioning tumours. Multiple factors were identified as relevant at time of
decision making; among them, Ki-67, rate of progression, tumour functionality and
tumour burden may have a key role in helping physicians tailoring the treatment.

Research perspectives
Based on this, we would encourage for treatment decisions to be made within a
multidisciplinary setting.
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