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Abstract: Neuroendocrine tumours of the gastrointestinal tract are rare. The incidence has increased
in recent years due to improvements in diagnostic methods for detecting these lesions. These
tumours have a poor prognosis, especially when detected at an advanced stage. The basis of
the treatment is resection, and non-surgical treatments are also standard in the treatment process.
The situation is similar in even rarer neuroendocrine tumours of the reproductive tract, which
are associated with an equally poor prognosis. In this article, we focus on learning about the
risk factors (including genetic mutations) that increase the risk of the disease and comparing the
effectiveness of non-surgical treatments—chemotherapy, radiotherapy, peptide receptor radionuclide
therapy, somatostatin analogues, and immunotherapy. The efficacy of these treatments varies, and
immunotherapy appears to be a promising form of treatment; however, this requires further research.
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1. Introduction

Neuroendocrine neoplasms are a group of heterogeneous tumours. They arise from
mutant neuroendocrine cells that are mainly located in the mucosa and the submucosa.
Histologically, they originate in the neuroectoderm, endoderm, and neural crest [1]. They
synthesise and secrete (or store) chemical messengers such as neuropeptides and amines.
It is from these cells that substances, such as gastrin, cholecystokinin, insulin, ghrelin,
vasoactive intestinal factor, motilin, secretin, and others, originate. These cells also express
markers, including chromogranin A and synaptophysin [2]. They are relatively rare. In the
United States, the incidence rate has changed over the years. In 1973, it was 1.09/100,000
to 6.89/100,000 in 2012. Incidence rates in organs were as follows: lung 1.49/100000, gas-
trointestinal tract with pancreas 3.56/100,000, and neuroendocrine tumours of unknown
initial location 0.84/100,000 [3]. In England, the incidence rate for the gastrointestinal tract
increased from 0.27/100,000 per year for men in 1971 to 1.32/100,000 in 2006. For women in
the same years, the situation is similar—from 0.35 to 1.33/100,000 per year. The appendix
appeared to be the most commonly affected organ, with 38% of cases [4]. In Germany,
Canada, and Japan, a similar increase in incidence has been noted [5–7]. The reason is
attributed to better diagnostics, including imaging. The 2017 WHO classification [8] divides
NENs into neuroendocrine tumours (NETs) and neuroendocrine carcinomas (NECs). NETs
are graded into three types: G1, G2, and G3. Grading depends on proliferation activity,
as measured by the mitotic index and/or Ki-67 index. NEC are, by definition, poorly
differentiated lesions of high grade. A distinction is made between small- and large-cell
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NEC. Various methods are used to diagnose GEP NENs. One is the assessment of serum
chromogranin A and B levels; however, this method is not specific. Its levels can be elevated
in a variety of other conditions, not only in GEP NENs [2,9]. Various techniques are used
in diagnostic imaging—ultrasound, endoscopy, and computed tomography. One of the
more sensitive imaging methods is 68Ga-labeled somatostatin analogues CT/PET. As is
well known, diagnostic imaging contributes not only to the detection of NETs but also to
the staging of the disease [10]. According to ENETS and WHO guidelines [11], histopatho-
logical examination of the tumour should be complemented by immunohistochemical
examination (evaluation of the Ki-67 index), which allows the tumour to be classified
accordingly. The immunohistochemical examination also determines the expression of the
granins, chromogranin A, B, and secretogranin II; however, depending on the location of
the tumour, their expression may vary significantly [12].

The situation is different for neuroendocrine tumours of the reproductive tract. These
are less common than gastrointestinal or respiratory tract tumours, and consequently, there
are few guidelines for their treatment. They account for approximately 2% of all malignant
neoplasms of the reproductive tract [13,14]. They are most commonly localised in the
cervix, followed by the ovary or the endometrium. Less common locations are the vulva
and the vagina [13,15]. One must be especially cautious when treating female reproductive
tract tumours for various reasons. Not only do these NEN vary from gastrointestinal tract
NEN, but what may be equally important is that many of the primary reproductive tract
neoplasms tend to be endocrinally active. It is important not to misdiagnose a primary
tumour as a NEN since not only are they different regarding biomarkers and its origin, but
they might respond to a different second-line treatment such as chemo- or immunother-
apy. The WHO classification has changed over the years [16]. In 2014, The Classification
of Neuroendocrine Tumours of the Reproductive Tract (4th edition) divided tumours into two
main groups: low and high malignancy. It was then established that the concept of car-
cinoma and atypical carcinoma would be assigned as counterparts to neuroendocrine
tumours (NETs)—low-grade malignancies. Small- and giant-cell tumours are classified as
neuroendocrine carcinomas (NEC). It is important to note that this classification applied to
cervical, endometrial, vaginal, and uterine tumours and did not include ovarian tumours.
In 2017–2018, a new classification was introduced, which is still in force today. The WHO Tu-
mour Classification (5th edition) [17] divided NENs into well-differentiated neuroendocrine
tumours (NET, grades 1 and 2) and poorly differentiated neuroendocrine carcinomas (NEC,
grade 3). The concept of typical and atypical carcinomas has been withdrawn, with the
exception of ovarian tumours. In ovarian tumours, there is also no differentiation into grade
1 and 2 NETs. This can be summarised as follows: ovarian carcinomas are stage 1 tumours,
and neuroendocrine ovarian carcinomas are stage 3. Neuroendocrine carcinomas (not only
of the ovary) can then be differentiated into small, giant, and mixed (also with other types
of malignancy) cells. Staging is determined using the FIGO classification, which from 2018
also includes lymph nodes [18]. Primary ovarian carcinomas are uncommon, accounting
for approximately 1% of all carcinomas and 0.1% of all malignant ovarian tumours [19,20].
They can be divided into four types: insular, trabecular, strumal, and mucinous. The most
common type is insular, accounting for about 50% of cases [16]. The strumal type usually
occurs bilaterally at around 49 years [18]. Interestingly, the cases of strumal tumours pro-
ducing peptide YY have been described as acts to inhibit gastrointestinal motility and result
in constipation [21]. NENs of the reproductive tract, such as GEP NENs, also show the
expression of synaptophysin and chromogranin A, which is used in immunohistochemical
studies [19]. It is worth noting that these tumours additionally show CD56 expression,
but this is not specific to this tumour—it is also found in squamous cell carcinomas and
adenocarcinomas [22]. CD56 expression has also been detected in GEP NENs [23]. One
diagnostic method is to measure serum chromogranin A levels, but as mentioned earlier,
this is not a highly specific method for detecting this type of tumour. The same is true
for neurospecific enolase [14]. Diagnostic imaging uses ultrasound, somatostatin receptor
imaging (SRI) with various radionuclides and PET and CT scans with radioisotopes, such
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as 68Gallium. As it turns out, this diagnostic method shows high sensitivity (96%) and
specificity (100%) for these tumours [24].

2. Risk Factors

Neuroendocrine tumours are rare, so their pathogenesis and risk factors are not fully
understood. In 2008, Hassan et al. [25] conducted an analysis of risk factors. They showed
that, depending on gender, there is a higher risk of developing particular NETs. For
example, for women, there is a higher likelihood of NET tumours of the small intestine (1.1
to 1.0), the stomach (2.4 to 1.0), the lung (1.7 to 1.0), and the rectum (1.3 to 1.0). Race was
also included as a risk factor—it is higher for African Americans than Whites. Statistical
analysis showed that an age below 60 increases the risk of the disease regardless of gender.
Smoking and alcohol consumption do not statistically affect the incidence of this type
of cancer, while a positive family history of cancer and diabetes (especially treated with
insulin) significantly increases the risk of the disease. Rinzivillo et al. [26] examined risk and
protective factors for the NET of the small bowel excluding hereditary family syndromes.
They showed that a positive family history of colorectal cancer and breast cancer increased
the risk for NET of the small bowel. Alcohol consumption of more than 21 units per week
and smoking a significant amount of cigarettes (20 packs of cigarettes or more per year)
also increase the risk for NET of the small bowel. Interestingly, taking aspirin at least twice
a week for at least a year can be considered a protective factor. Similar conclusions were
made by Haugvik et al. [27] for NET of the small bowel. Positive family history of any
cancer or colorectal cancer and smoking are risk factors for NET of the small bowel. A
risk factor analysis for NET of the pancreas was performed [28]. The diagnosis of diabetes
and a family history of certain cancers (e.g., sarcoma or bladder cancer) were shown to be
significant risk factors. Smoking did not significantly influence the increased risk of the
disease. Alcohol consumption was also ruled out as a risk factor, although the study authors
indicated that alcohol consumption requires further research as well as validation of the
data. For sporadic pancreatic NETs [29], statistical analysis showed that cigarette smoking,
diagnosed diabetes mellitus, and a positive history of grade I cancer were independent risk
factors for non-functional tumours, while alcohol abuse contributed to the development of
active NET tumours. Rectal NETs [30] have been shown to be most likely to affect patients
aged <50 years, which is a much younger age range compared to other studies [25,31]. It
appears that a study by Jung et al. [30] found that men are more likely to develop a rectal
NET. It has been suggested that in Asian countries, the male gender has a higher risk of
developing rectal NET, although the authors indicated that this requires further research as,
for example, in the USA [25], women are more likely to suffer from this disease. Drinking
alcohol in a significant amount and, interestingly, low HDL-C levels were associated with
higher risk. Smoking was excluded as a risk factor. Pyo et al. [32] published their findings
showing the following risk factors for a rectal NET—a positive family history of grade I
cancer, the presence of metabolic syndrome and high serum cholesterol and ferritin levels.
As it turned out, the consumption of red meat and the consequent elevation of ferritin and
cholesterol levels increase the risk of metabolic disorders and diabetes [33,34], which raises
the risk of rectal NET.

Mutations leading to the development of neuroendocrine tumours are still a focus of
research. Puccini et al. [35] performed a molecular analysis of NETs of the gastrointestinal
tract and the pancreas. They showed that the frequency of different mutations varied in
the gastrointestinal tract and the pancreas. They found that mutations, such as FOXO3
(8.6%), MEN1 (25.9%), ATRX (20.6%), and TSC2 (6.3%), were more common in the pancreas,
while APC (13.8%) was more common in the gastrointestinal tract. When dividing the
gastrointestinal tract into upper and lower sections, the frequency of mutations also differed.
In the upper segment, BRCA2 (7.5% vs. 0%), TP53 (33% vs. 16%), and CTNNB1 (4.7% vs. 0%)
mutations were more frequent, while APC mutations were less frequent (4.7% vs. 16%).
In addition, mutations in the KRAS (29.4%), TP53 (51%), PI3KCA (7%), and BRAF (5.4%)
genes were also detected in high-grade GEP NENs.
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Another study [36] showed that the most common mutations associated with GEP-
NEC tumours were TP53 (57% of cases, poorly differentiated tumours) and KRAS (30%).
Additionally, PIK3CA/PTEN (22%) and BRAF (13%) were detected. TP53 mutation was
associated with a worse prognosis, while no genetic alteration was found in the small
intestine tumours (Ki67 < 2%). In addition to the aforementioned mutations, APC (large
intestine), RB1 (pancreas, large intestine), and CTNNB1 (large intestine) mutations were
also found in poorly differentiated NEC at different locations. As it turned out, the only
mutation for poorly differentiated NEC of the small intestine was TP53.

Another molecular study [37] divided neuroendocrine tumours into three categories:
NET G3, NEC with Ki67 <55%, and NEC with Ki67 ≥55%. TP53 (32.9%), KRAS (5.5%), and
BRAF (4.1%) mutations were detected in all tumour groups, with NEC ≥55% being more
common (76.7%) than in the other two groups (55.6% for NEC <55% and 20% for NET).
Mean overall survival was highest for NET (4.3 years), followed by 1.8 years for NEC <55%
and only 0.7 years for NEC ≥55%.

In another comparative analysis [38], mutations for pancreatic NETs were extracted,
excluding familial syndromes and small- and giant-cell carcinomas. The percentage distri-
bution was as follows: MEN1 (44.1%), DAXX (25%), ATRX (17.6%), PTEN (7.3%), TSC2
(8.8%), and PIK3CA (1.4%). NET pancreatic mutations and pancreatic ductal adenocarci-
noma (PDAC) were also compared. It turned out that PNETs contained approximately
60% fewer mutations per tumour compared to PDAC. The two tumour types also differ
in their mutated genes. A C-to-T transversion was more common in PDAC, and a C-to-G
transversion was more common in PNET tumours.

Another study of pancreatic NENs [39] analysed 12 cases of small- and giant-cell
carcinomas and 11 cases of G3 PNETs. The results showed the presence of TP53 (67%)
and KRAS (42%) mutations. RB1 mutation was detected in only one tumour. In PNET
G3, the mutated MEN1 gene (45%) and TCS2 (27%) were detected. In the remaining
cancers and PNETs, multiple mutations were detected in various combinations but in much
lower numbers.

In the case of small bowel NET, one of the known mutations is CDKN1B and P27 (KIP1
variant) [40].

Loss of P27 function resulted in a poorer prognosis and higher stage at tumour
detection. As we already know [41], MEN4 is caused by a mutation in CDKN1B. The
CDKN1B gene is responsible for the normal production of P27, a tumour suppressor protein
that regulates the cell cycle. In addition, the MEN1 gene product (menin) affects the
expression of the CDKN1B and CDKN2C genes by binding to the promoters of these genes.

In conclusion, not all mutations causing NEN of the gastrointestinal tract are known,
and this requires further research. The molecular profiles of pancreatic and gastrointestinal
NENs differ. Figure 1 summarises the most common pancreatic and gastrointestinal
NEN mutations.

For NEN of the reproductive tract, the risk factors are even less well understood.
One pathogen that increases the risk of disease is HPV. An analysis [42] of more than
10,000 cases of invasive cervical cancer was performed. NET accounted for 49 cases,
representing approximately 0.5% of all cervical cancers. HPV DNA was detected in 85.7%
of cases, of which 55% were HPV16 positive, and 41% were HPV18 positive. The remaining
4% were other HPV types. Translating this to all cases of invasive cervical cancer (84.2%
HPV positive), the presence of HPV DNA was statistically and significantly higher in
NETs. Several other published papers [43–46] have made similar conclusions about the
importance of HPV in the pathogenesis of cervical NENs.

In the NEN of the endometrium, the CA-125 marker may be elevated [16], although
this is not a consistently associated phenomenon.
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An analysis of high-grade cervical NECs was performed [47]. It revealed that the
most frequent mutations were PIK3CA (19.6%), TP53 (15.5%), MYC (1.5%), and PTEN
(14.4%). The patient group was also divided according to HPV infection with 85.6% of
patients not being positive and 14.4% negative. In addition to mutations such as PIK3CA,
TP53, and PTEN, RB1 and ARID1A also appeared. Interestingly, abnormalities within
the RAS pathway—mutations in the KRAS and BRAF genes—were detected in several
cases (11 out of 97). In 9 cases out of 97, alterations within the homozygous recombination
deficiency (HRD) pathway were detected, the most common alteration being a mutation in
the BRCA2 gene.

In another study [48], the profile of genetic alterations was similar with the most
common mutations being PIK3CA (17%) and PTEN (10%), which appeared with DDL3
expression. Other mutations such as TP53 (17% of cases), KRAS (11%), and CTNNB1(5%)
lacked association with DDL3 expression. In addition, PD-L1 expression was detected
in 10% of cases creating a potent possibility for treatment with immunotherapy. When
mutations associated with small-cell cervical NEC were examined [49], similar results were
obtained with the presence of PIK3CA mutations reported at 18%, KRAS at 14%, and TP53
at 11%.

Another analysis of cervical NEC [50] examined the presence of the HPV infection
and the concurrent mutations. As it turned out, p53 (16.7%) and NRAS (3.3%) mutations
were detected, with KRAS, BRAF, and EGFR mutations excluded. Positive results for HPV
were 86.7%. Additionally, overexpression of p16INK4a was detected, which most likely
correlates with the HPV infection.

In small-cell ovarian carcinomas [43,51,52] of the hypercalcaemic type, a mutation
in the SMARCA4 gene, resulting in the loss of function of this protein and loss of the
expression, increases the risk of ovarian NEC. In addition to mutations in the SMARCA4
gene, one risk factor is a mutation in the SMARCB1 gene. The products of these genes
affect the SWI/SNF complex, which promotes oncogenesis [53]. However, due to the
significant molecular differences between this tumour and NENs and the greater similarity
to rhabdoid-like tumours, it appears that this neoplasm probably does not belong to NENs
at all [16].

Figure 2 summarises the most common NEN mutations of the reproductive tract.
Briefly summarised, the risk factors for both cancer types are not fully understood.

Both GEP NENs and GT NENs often show mutations in genes such as TP53, KRAS, PTEN,
and PIK3CA. However, GEP NENs are more common than GT NENs, and consequently,
more risk factors (smoking and alcohol abuse) and associated mutations are known. Addi-
tionally, interestingly, one of the important risk factors for GT NENs is HPV infection.
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Treatment

According to the ESMO guidelines [24] for GEP NENs, surgery is the treatment
of choice in NETs G1 and G2 in local or locoregional diseases. For Pan-NETs >2cm,
pancreatectomy with regional lymphadenectomy is recommended because of the increased
risk of distant metastasis. Caution should be exercised in high-risk tumours (for example,
Pan-NETs G3). For localised NETs of the small bowel, macroscopic radical resection with
removal of mesenteric lymph nodes is recommended.

In cases of advanced disease, surgery should be performed with caution. It is not
indicated in G3-advanced NEC or the stage of extra-abdominal metastasis. One of the aims
of this article was to evaluate the efficacy of non-surgical methods of treating NENs, such
as PRRT, SSA, and chemotherapy. One of the aims of this article was to focus on a literature
review and evaluate the efficacy of other forms of the treatment than surgical resection.

3. Peptide Receptor Radionuclide Therapy

As some studies [54,55] have shown, NEN tumours express somatostatin receptors
on their cell surfaces, which offers the possibility of implementing a therapeutic method
of PRRT (peptide receptor radionuclide therapy). The radionuclide-labelled drug is then
administered to patients. According to ESMO guidelines [24], PRRT can be considered
second-line therapy in case of failure of somatostatin analogues, possibly in Pan-NETs after
other therapeutic approaches have been used.

For GEP-NENs, several studies have been published on this topic. In Nicolini et al. [56],
PRRT was administered to 33 patients with GEP-NENs with somatostatin receptors present
(SRI+) at the metastatic stage of the tumour. The Ki-67 index ranged from 15–70%. All
patients received 4 or 5 cycles of 177Lu-DOTATATE drug administration with activity per
cycle in the range of 3.7 to 5.5 Bgq. The response to the treatment was presented as follows:
6% of patients showed a partial response, and 64% of the patients had stabilised the disease,
giving a complete response rate of 70%. The mean PFS (progression-free survival) varied
according to the Ki-67 index, with patients with a Ki-67 ≤35% index averaging 26.3 months
and patients with a Ki-67 >35% index averaging 6.8 months, while overall survival (OS)
was 52.9 months and 12.6 months, respectively. The authors suggested that a Ki-67% index
of 35% was a better indicator than the standard 20%.

Another study [57] divided patients with well-differentiated NETs and metastases
into two groups. The first group received 177Lu-Dotatate at a dose of 7.4 Gbq every
8 weeks in combination with octreotide LAR (long-acting repeatable) at a dose of 30 mg
intramuscularly, while the second group received octreotide LAR alone. After 20 months,
progression-free survival in the 177LuDotatate group was 65.2%, while in the second group,
it was only 10.8%. The response rate in the first group was 18%, while in the second group,
it was only 3%.

In another study [58], radionuclides were used in GEP NENs G3. Three radionuclides,
-177Lutetium, 90Yttrium, or 111Indium, and their combinations were used. Only 30 patients
out of 149 had first-line treatment; the rest had second or further treatment. A complete
response to the treatment was reported in 1% of patients, 41% had a partial response,
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38% achieved disease stabilisation, and 20% experienced disease progression. PFS was
14 months, and OS was 29 months. The Ki-67 index value also influenced prognosis, with a
PFS of 55% or greater at 6 months and OS at 9 months. With a value below 55%, PFS was
16 months, and OS was 31 months.

Another research study also investigated the efficacy of 7.9 GBq 177Lu-octreotate
radiopeptides with combined chemotherapy in stage 1 or 2 pancreatic NETs [59]. Radiopep-
tides were administered with capecitabine 1500 mg/m2 and temozolomide 200 mg/m2.
Complete remission (CR) was demonstrated in 13% of patients and partial remission in
70%. Disease progression was not observed in any patient. The median progression-free
survival (PFS) was 48 months. In a previous study [60], similar results were obtained. For
NETs of the pancreas without chemotherapeutic agents [61], when radiopeptides were
administered, the results presented a slightly different picture. A partial response to the
treatment was noted in 60.3% of patients, a lesser response in 11.8%, a disease stabilisa-
tion in 13.2%, and a progression in 14.7%. The mean disease-progression-free period was
34 months, and overall survival (OS) was 53 months.

It has been shown in some studies [62] that cervical NENs express somatostatin
receptors, potentially providing further therapeutic options, including peptide receptor
radionuclide therapy.

4. Radiotherapy

Classical radiotherapy is also used as a treatment modality. For primary NETs of the
pancreas, which have been shown to be unresectable [63], the results of treatment have
been as follows: among NET-G2, the response to treatment was 28.5%, with symptom relief
in 33.3% of patients. Among NEC patients, the response to treatment was 25%. The mean
PFS for all patients was 5.5 months and OS was 35.9 months. In another study [64] of PNET
radiotherapy, similar results were obtained (39% response rate, 26% partial response, 13%
complete response, 56% disease stabilisation, and 4% disease progression). Comparing
these results to an older work [65], the results appear to be similar. Another study [66]
tested the efficacy of adjuvant radiotherapy with the exclusion of adjuvant chemotherapy.
The overall 5-year survival was 62%. As it turned out, patients after radiotherapy were less
likely to have a local recurrence (6% vs. 10%) compared to the patients not treated with
this method, although they were more likely to have distant metastases (38% vs. 18%). The
Society of Gynaecologic Oncology [16] suggests in its recommendations that the use of
radiotherapy in early-stage cervical NEN is controversial, and the results of studies are
contradictory. Many recommendations have been published recommending treatment
with radiotherapy in combination with chemotherapy in advanced stages. Dong et al. [67]
showed that in a group of patients without distant metastases (M0), there was no significant
difference between using surgical treatment alone and combining with radiotherapy, while
for distant metastases, the difference was noticeable (44.6 months vs. 80.9 months). Similar
results were noted for adjuvant radiotherapy, regardless of the presence of metastases.
The efficacy of surgical treatment was compared with EBRT (external beam radiation
therapy) [68] alone or in combination with brachytherapy. As it turned out, brachytherapy
had no significant effect on survival. In another study [69], the authors suggested no
need for radiotherapy even in high-risk patients. In a slightly older study [70], the role of
radiotherapy (before and after surgery) seemed to be unclear.

5. Somatostatin Analogues

One form of treatment is somatostatin analogues: octreotide and lanreotide. These
analogues inhibit tumour growth (they have an antiproliferative effect) and help to reduce
hormone secretion [14]. Somatostatin analogues are recommended for the treatment of
functional NETs in combination with local therapy. They are also effective in carcinoma
syndromes [24].

In a randomised clinical trial [71], patients with well or moderately differentiated
GEP NEN were administered lanreotide or placebo. The aim of the study was to test
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the tumour-suppressive properties of lanreotide. After 24 months, PFS was 65.1% in the
lanreotide group and 33% in the placebo group. The researchers noted no significant
difference in either group in the quality of life or overall survival. Another study [72]
administered long-acting somatostatin analogues, lanreotide autogel or octreotide LAR, to
patients diagnosed with NENs (gastrointestinal, thoracic, or other sites). The aim of the
study was to evaluate the efficacy according to Ki-67 index values. The response rate for the
whole group was 11%, with disease stabilisation in 58% of patients and progression in 31%
of patients. PFS was longer in G1 tumours (89 months) than in G2 tumours (43 months)
and was 89% in tumours with a Ki-67 index <5%, which is higher than PFS in tumours
with a Ki-67 index ≥5% (35 months).

For well-differentiated pancreatic NETs [73], the efficacy of long-acting somatostatin
analogues was tested at Ki-67 index values ≥10%. No statistical difference was noted
between lanreotide autogel and octreotide LAR. PFS was 11.9 months, and overall survival
was approximately 86 months in patients with G2 tumours and 56.8 months in G3 patients.
The authors concluded that with Ki-67 index values ≥10%, somatostatin analogues are
useful for the treatment of pancreatic NETs. Another study [74] investigated the efficacy of
lanreotide autogel and its antiproliferative properties in NENs, most of which were GEP
NENs. The mean PFS was 12.9 months. A stabilisation of the disease was seen in 89% of
patients and a partial response to the treatment in 4%.

The CLARINET FORTE trial [75] had slightly different results, with NENs divided
into two groups—midgut and pancreatic. PFS in the midgut group averaged 8.3 months
and 5.6 months in the pancreas group, while with a Ki-67 index value ≤10%, PFS was
8.3 months and 8.0 months, respectively.

The efficacy of lanreotide in well-differentiated GEP NET was also investigated [76].
Patients with a Ki-67 index <10% were included in the study. A partial response to the
treatment was reported in 2.2% of patients, while stabilisation of the disease was reported
in 88.9% of patients. The mean PFS was 16.4 months.

Based on the above data, it can be concluded that somatostatin analogues have an
impact on progression-free survival by stabilising the disease.

In the case of cervical NEN, as previously mentioned, somatostatin receptor expression
has been demonstrated [62,77], which offers a potential treatment option. In the case of
ovarian-derived carcinoma syndrome, several case reports have been published [78–81] in
which somatostatin analogues have been used, resulting in symptom relief in patients with
heart failure.

6. Immunotherapy

In the case of GEP NENs, several studies have been published. The most commonly
used antibodies are anti-PD-L1 antibodies such as pembrolizumab, nivolumab, and, more
recently, spartalizumab. According to some studies, a subset of GEP NENs expresses
PD-L1 [82–84], with results varying widely (from 10% to up to 70%).

The KEYNOTE-028 clinical trial [85] analysed PD-L1 expression in the metastatic
carcinoids and the well and moderately differentiated NETs of the pancreas. In carcinoids,
21% of patients showed PD-L1 expression, whereas, in the pancreatic NET group, 25%
did. The patients were given pembrolizumab at a dose of 10 mg/kg every fortnight for
2 years. The response rate was 12% and 6.3%. Some patients showed a partial response to
the treatment, but none achieved a complete response.

The KEYNOTE-158 study [86] investigated the efficacy of pembrolizumab in NETs of
the lung, the pancreas, the small and large intestines, and the appendix. PD-L1 expression
was detected in 15.9% of the tumours. The overall response rate was 3.7% in patients with
PD-L1 negative tumours (no complete response and 4 partial responses). The mean OS was
24.4 months, and the PFS was 4.1 months.

MacFarlane et al. [87] investigated the efficacy of pembrolizumab in extrapancreatic
G3 NENs. Pancreatic NENs accounted for 29% of cases, while those from the gastroin-
testinal tract accounted for 64% and 6% with an unknown primary location. Only 4.8% of
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patients showed a partial response to the treatment, and 14.3% showed a stabilisation of the
disease. The mean PFS for this study was approximately 2 months (60 days to be precise).

In another study investigating the same tumour types (NEN G3 of the gastrointestinal
tract and the pancreas) [88], the results were similar, with no significant difference between
the overall survival, the progression-free period, and the disease control rate in tumours
with and without PD-L1 expression.

In a recently published study [89], 24 patients were administered sintilimab at dif-
ferent doses and regimens, of whom 7 were diagnosed with pancreatic NET and 10 with
gastrointestinal (GI) NET. The response rate for the whole group was 20.8% and 27.8% for
the NEC group. The mean progression-free survival was 2.2 and 2.1 in NET and NEC,
respectively. Interestingly, PD-L1 expression was 18.8% and did not correlate with the treat-
ment response. Another study investigated the efficacy of sintilimab in well-differentiated
NET (including the pancreas and gastrointestinal tract) and poorly differentiated GEP NEC.
The results were as follows (for NET and NEC, respectively): a partial response rate of
7.4 vs. 4.8%, a disease stabilisation rate of 55.8% vs. 14.3%, an unknown response rate of
6.3 vs. 14.3%, and a disease control rate of 63.2% vs. 19.%.

The treatment of extrapancreatic NETs with the combination of anti-CTLA4 (ipili-
mumab) and anti-PD-L1 (nivolumab) antibodies [90] resulted in an overall response rate of
25%. When tumours were subdivided into high-grade NEC and low- and intermediate-
grade NET, the overall response rates reached 44% and 0%, respectively. PFS at 6 months
for the entire group was 31%, and the overall survival was 11 months. Using the same
treatment in another study [91], similar results were obtained.

Toripalimab, a humanised IgG4 class antibody against the PD-1 receptor, was also
used in the treatment of GEP NENs [92]. The response to the treatment reached 20%, and
the disease response rate reached 35%. Patients with positive PD-L1 expression had a better
response to the treatment compared to negative patients (50% vs. 10.7%). Interestingly, the
ARID1A mutation was detected in 37.5% of patients.

The above data are briefly summarised in a table (Table 1). Immunotherapy appears
to be a promising form of treatment; however, this requires further investigation. Perhaps
in the future, it will become a highly effective treatment method.

Table 1. Results of immunotherapy in GEP NENs.

Progression-Free
Survival [Months] Response Rate [%] Overall Survival

[Months] Treatment Study Group

nd 12 (PD-L1 positive) vs.
6.3(PD-L1 negative) nd pembrolizumab KEYNOTE-028 [85]

4.1 3.7 24.2 pembrolizumab KEYNOTE-158 [86]
1.9 19.1 nd pembrolizumab MacFarlane et al. [87]
4.5 24.1 5.1 pembrolizumab Vijayvergia et al. [88]
2.1 20.8 10.8 sintilimab Jia et al. [89]

31% (after 6 months) 25 11 Ipilimumab + nivolumab Patel et al. [90]
4.8 24 14.8 Ipilimumab + nivolumab Klein et al. [91]
2.5 20 7.8 toripalimab Lu et al. [92]

nd: no data.

In the case of NENs of the reproductive tract, several studies have been published.
Frumovitz et al. [93] conducted an analysis of the efficacy of the treatment of NENs

of the lower genital tract in seven patients. They were administered intravenous pem-
brolizumab every three weeks. A patient had a stable disease that started to deteriorate
after 14 weeks, and the others had a progression during the entire administration of the
drug. The mean time without progression was 2.1 months. One can conclude from this
study that pembrolizumab is not very effective, although the small study group must be
taken into consideration. In a case report [94] of small cell carcinoma of the cervix, pem-
brolizumab was used in the treatment. During the treatment, there was a rapid progression
of the disease confirmed radiologically. The authors detected an AKT1 E17K mutation
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and suggested that this may be responsible for the failure of the treatment; however, this
requires further investigation. In another single case [95] of small cell carcinoma of the
cervix, the patient was given nivolumbium, which proved to be an effective treatment; the
disease did not recur. Interestingly, the tumour cells did not express PD-L1. In another case
of the same tumour type [96], a combination of ipilimumab and novolumab was used at
the second relapse (after radical surgery and radiation), which contributed to a complete
and sustained response.

Another study [97] showed a durable response to a combination of ipilimumab and
nivolumab in recurrent cervical NEC and no recurrence of the disease.

For small-cell ovarian cancer [98], tirelizumab was used as a combination of etoposide
and cisplatin, which inhibited disease progression and stabilised the disease.

Based on the above data, it can be concluded that immunotherapy appears to be a
promising form of treatment; however, this requires further research.

7. Chemotherapy

Various types of chemotherapeutics are used in the treatment of GEP NENs [99]. The
most commonly used are combinations of cisplatin and etoposide. According to ESMO
guidelines [24], the use of everolimus is recommended for progressive disease. Sunitinib
is recommended in overtreated Pan-NETs. Cisplatin or carboplatin in combination with
etoposide is recommended for NEC G3, but cisplatin or carboplatin should not be used
in NET G3 (poor response to treatment). For the purpose of this article, the focus is on
chemotherapeutics also used in NENs of the reproductive tract.

In the large BETTER clinical trial [100], bevacizumab, fluorouracil, and streptozocin
were used as a treatment in the well-differentiated NETs of the pancreas at the metastatic
stage. The mean progression-free survival was 23.7 months. A total of 56% of patients had
a partial response to the treatment, while 44% demonstrated stabilisation of the disease.

In the RADIANT-4 clinical trial [101], everolimus was used in the treatment of lung
or gastrointestinal NENs. The mean progression-free survival was 11 months in the
everolimus group, while in the placebo group, it was 3.9. Additionally, the RADIANT-3
trial [102] investigated the efficacy of everolimus in advanced-stage pancreatic NETs. The
mean survival time in the everolimus group was 44 months, while in the placebo group, it
was 37.7 months. The mean progression-free survival was 11 months in the everolimus
group and 4.6 months in the placebo group [103].

A recently published study [104] investigated the effect of biomarkers on the response
to the treatment with etoposide and platinum in G3 NENs. A total of 56% of patients had
gastrointestinal NENs. The response to the treatment was higher in NENs with Rb inap
(63% vs. 42%), with similar results for NENs with p16 high (66% vs. 35%). Interestingly, in
another study [105], Rb status had no effect on the treatment with platinum and etoposide.
The TOPIC-NEC study [106] compared the efficacy between etoposide and platinum and
between irinotecan and platinum. The mean overall survival in the etoposide group was
12.5 months, and 10.9 months in the irinotecan group. The mean progression-free survival
was 5.6 months and 5.1 months, respectively.

The efficacy of the different chemotherapy mixtures (5-fluorouracil, irinotecan, and
oxaliplatin) with bevacizumab as a fixed component was investigated [107].

For the whole group of patients, the response to the treatment reached 63.6%, and
the mean progression-free survival and overall survival were 14 months and 15.3 months,
respectively. In another study [108], a combination of bevacizumab and capecitabine was
used in the treatment of GEP NETs. The mean progression-free survival was 24.3 months,
and the mean overall survival was not reached. A similar result was obtained in another
study [109] investigating the same drug mixtures.

Another study [110] investigated the efficacy of bevacizumab in a combination with
the mTOR inhibitor temsirolimus in pancreatic NETs. The response rate was 41%, the mean
progression-free survival was 13.2 months, and the mean overall survival was 34 months.
These results appear to be quite promising.
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The above data are briefly summarised in Table 2.

Table 2. Results of chemotherapy in GEP NENs.

Progression-Free
Survival [Months] Response Rate [%] Overall Survival

[Months] Treatment Study Group

23.7 56 21.1 bevacizumab BETTER [100]
11 64 23.7 everolimus RADIANT-4 [101]
nd Nd 44 everolimus RADIANT-3 [103]
5.9 60 12 Etoposide + platinum Hadoux et al. [105]
14 63.6 15.3 bevacizumab Collot et al. [107]

23.4 88 Not reached Bevacizumab +capecitabine BETTER [108]
13.2 41 34 Bevacizumab + temsirolimus Hobday et al. [110]

nd: no data.

According to the Society of Gynaecologic Oncology guidelines [16], adjuvant
chemotherapy—etoposide and platinum—in at least 5 cycles is recommended for early-
stage cervical NEN (<IB3). It is also possible to use platinum with paclitaxel. In the
advanced stages (IB3 and beyond), etoposide with platinum is also used due to its efficacy
and lower toxicity compared to other chemotherapeutics. For ovarian NEC, it is recom-
mended to consider the administration of an mTOR inhibitor (everolimus). Bevacizumab,
pegylated interferon alfa, and tyrosine kinase inhibitors may also be considered.

Ishikawa et al. [18] investigated the efficacy of different chemotherapeutics in cervical
NEN. The treatment response presented as follows: 46.3% in etoposide-platinum, 33.3% in
platinum monotherapy, 39.1% in irinotecan-platinum, 12.9% in taxane-platinum, 50% in
other platinum mixtures, and 5.9% in platinum-free mixtures. The overall response rate was
higher in a high-grade NEC compared to a low-grade NEC (36.9% vs. 8.7%, respectively).

For small cell carcinomas of the cervix [69], the combination of etoposide and platinum
showed superior efficacy to other chemotherapeutics, with progression-free survival (PFS)
at 5 years of 67.6% vs. 20.9%, respectively. For the entire study group, the mean PFS
was 39 months. In a small study group of nine cases of small-cell cervical cancer [111],
the efficacy of etoposide and platinum was compared to vincristine, adriamycin, and
cyclophosphamide. Five patients had early-stage (IB) staging. A total of 4 patients with
advanced disease who received the VAC mixture had a response rate of 75%. After 5 years,
in the whole group, the overall survival reached 52%, and the progression-free survival at
56%. In patients with an early stage of the disease, the overall survival after 5 years was
80%; in the advanced stage, it remained at only 25%.

Another study [112] examined 17 cases of small-cell cervical cancer and the efficacy
of platinum-based chemotherapy. The patients were given either cisplatin or carboplatin
in a combination with etoposide. The mean progression-free survival was 9.1 months
for the whole group, 31.2 months in patients at an early stage of disease (IB2 inclusive),
and 6.2 months in the advanced group. The overall survival at 3 years in patients who
received chemotherapy in their initial treatment was 83, while only 20 in those who did
not receive chemotherapy initially. In giant cell carcinoma [113], it was shown that both
platinum-based chemotherapy or a combination with etoposide in an early stage (IB) was
associated with a better prognosis.

The efficacy of the treatment of ovarian NET has also been investigated [114]. It was
shown that in both early stage (I-II) and advanced stage (III-IV), 5-year survival after radical
surgery was higher after concurrent chemoradiation (65.5% and 72.9%, respectively) than
chemotherapy alone (39.3% and 21.8%, respectively). In a case report of giant cell ovarian
NEC [115], the treatment with chemotherapy included paclitaxel and carboplatin. Despite
the treatment, the patient died after 4 months. In contrast, another patient with the same
tumour [109] remained in remission after the treatment with etoposide and cisplatin. In the
treatment of primary aggressive NET of the ovary [116], everolimus was successfully used.
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8. Conclusions

Both gastrointestinal and reproductive tract neuroendocrine tumours are rare tumours
with poor prognoses. In recent years, the incidence of GEP NENs has increased as a result
of the development of diagnostic methods. Not all risk factors are known. Although
resection is the basis of treatment, in combination with other treatment methods, they can
result in permanent remission. Non-surgical treatments are still developing, with one of
the most rapidly growing being immunotherapy, which may prove to be a highly effective
treatment option.
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75. Pavel, M.; Ćwikła, J.B.; Lombard-Bohas, C.; Borbath, I.; Shah, T.; Pape, U.F.; Capdevila, J.; Panzuto, F.; Thanh, X.-M.T.; Houchard,
A.; et al. Efficacy and safety of high-dose lanreotide autogel in patients with progressive pancreatic or midgut neuroendocrine
tumours: CLARINET FORTE phase 2 study results. Eur. J. Cancer 2021, 157, 403–414. [CrossRef]

76. Kang, J.; Yoo, C.; Hwang, H.-S.; Hong, S.-M.; Kim, K.-P.; Kim, S.Y.; Hong, Y.-S.; Kim, T.W.; Ryoo, B.-Y. Efficacy and safety of
lanreotide in Korean patients with metastatic, well-differentiated gastroenteropancreatic-neuroendocrine tumors: A retrospective
analysis. Investig. New Drugs 2018, 37, 763–770. [CrossRef]

77. Kajiwara, H.; Hirabayashi, K.; Miyazawa, M.; Nakamura, N.; Hirasawa, T.; Muramatsu, T.; Mikami, M.; Yasuda, M.; Osamura,
R.Y. Immunohistochemical expression of somatostatin type 2A receptor in neuroendocrine carcinoma of uterine cervix. Arch.
Gynecol. Obstet. 2008, 279, 521–525. [CrossRef]

78. Kolouch, T.; Linkova, H.; Lang, O.; Ciprova, V.; Brunerova, L. Carcinoid heart disease in a primary ovarian carcinoid. Acta Cardiol.
Sin. 2016, 32, 112–115. [CrossRef]

79. Buda, A.; Giuliani, D.; Montano, N.; Perego, P.; Milani, R. Primary insular carcinoid of the ovary with carcinoid heart disease:
Unfavourable outcome of a case. Int. J. Surg. Case Rep. 2012, 3, 59–61. [CrossRef]

80. Damen, N. Ovarian carcinoid presenting with right heart failure. Case Rep. 2014, 2014, bcr2014204518. [CrossRef]
81. Shah, V.N.; Orlov, O.I.; Plestis, K.A. Carcinoid heart disease and a primary ovarian carcinoid tumor. J. Vis. Surg. 2019, 5, 48.

[CrossRef]
82. Cavalcanti, E.; Armentano, R.; Valentini, A.M.; Chieppa, M.; Caruso, M.L. Role of PD-L1 expression as a biomarker for GEP

neuroendocrine neoplasm grading. Cell Death Dis. 2017, 8, e3004. [CrossRef]
83. Ali, A.S.; Langer, S.W.; Federspiel, B.; Hjortland, G.O.; Grønbæk, H.; Ladekarl, M.; Welin, S.; Vestermark, L.W.; Arola, J.; Osterlund,

P.; et al. PD-L1 expression in gastroenteropancreatic neuroendocrine neoplasms grade 3. PLoS ONE 2020, 15, e0243900. [CrossRef]
84. Rösner, E.; Kaemmerer, D.; Sänger, J.; Lupp, A. Evaluation of PD-L1 expression in a large set of gastroenteropancreatic neuroen-

docrine tumours and correlation with clinicopathological data. Transl. Oncol. 2022, 25, 101526. [CrossRef]
85. Mehnert, J.M.; Bergsland, E.; O’Neil, B.H.; Santoro, A.; Schellens, J.H.M.; Cohen, R.B.; Doi, T.; Ott, P.A.; Pishvaian, M.J.;

Puzanov, I.; et al. Pembrolizumab for the treatment of programmed death–ligand 1–positive advanced carcinoid or pancreatic
neuroendocrine tumors: Results from the KEYNOTE-028 study. Cancer 2020, 126, 3021–3030. [CrossRef]

http://doi.org/10.3390/cancers12051211
http://doi.org/10.1093/jjco/hyx081
http://doi.org/10.1016/j.ijrobp.2008.12.044
http://doi.org/10.1016/0360-3016(87)90101-5
http://doi.org/10.1016/j.ijrobp.2011.12.068
http://doi.org/10.1177/00368504211009336
http://doi.org/10.1097/IGC.0000000000001143
http://doi.org/10.1016/j.ygyno.2017.09.022
http://doi.org/10.1002/cncr.11086
http://doi.org/10.1056/NEJMoa1316158
http://doi.org/10.18632/oncotarget.6686
http://doi.org/10.1002/onco.13633
http://doi.org/10.1186/1471-2407-13-427
http://doi.org/10.1016/j.ejca.2021.06.056
http://doi.org/10.1007/s10637-018-0710-x
http://doi.org/10.1007/s00404-008-0760-y
http://doi.org/10.6515/ACS20150221A
http://doi.org/10.1016/j.ijscr.2011.10.014
http://doi.org/10.1136/bcr-2014-204518
http://doi.org/10.21037/jovs.2019.01.10
http://doi.org/10.1038/cddis.2017.401
http://doi.org/10.1371/journal.pone.0243900
http://doi.org/10.1016/j.tranon.2022.101526
http://doi.org/10.1002/cncr.32883


Int. J. Mol. Sci. 2023, 24, 6853 16 of 17

86. Strosberg, J.R.; Mizuno, N.; Doi, T.; Grande, E.; Delord, J.-P.; Shapira-Frommer, R.; Bergsland, E.K.; Shah, M.H.; Fakih, M.;
Takahashi, S.; et al. Efficacy and Safety of Pembrolizumab in Previously Treated Advanced Neuroendocrine Tumors: Results
From the Phase II KEYNOTE-158 Study. Clin. Cancer Res. 2020, 26, 2124–2130. [CrossRef]

87. MacFarlane, A.W.; Yeung, H.-M.; Alpaugh, R.K.; Dulaimi, E.; Engstrom, P.F.; Dasari, A.; Campbell, K.S.; Vijayvergia, N. Impacts
of pembrolizumab therapy on immune phenotype in patients with high-grade neuroendocrine neoplasms. Cancer Immunol.
Immunother. 2021, 70, 1893–1906. [CrossRef]

88. Vijayvergia, N.; Dasari, A.; Deng, M.; Litwin, S.; Al-Toubah, T.; Alpaugh, R.K.; Dotan, E.; Hall, M.J.; Ross, N.M.; Runyen,
M.M.; et al. Pembrolizumab monotherapy in patients with previously treated metastatic high-grade neuroendocrine neoplasms:
Joint analysis of two prospective, non-randomised trials. Br. J. Cancer 2020, 122, 1309–1314. [CrossRef]

89. Jia, R.; Li, Y.; Xu, N.; Jiang, H.-P.; Zhao, C.-H.; Liu, R.-R.; Shi, Y.; Zhang, Y.-Y.; Wang, S.-Y.; Zhou, H.; et al. Sintilimab in Patients
with Previously Treated Metastatic Neuroendocrine Neoplasms. Oncol. 2022, 27, e625–e632. [CrossRef]

90. Patel, S.P.; Othus, M.; Chae, Y.K.; Giles, F.J.; Hansel, D.E.; Singh, P.P.; Fontaine, A.; Shah, M.H.; Kasi, A.; Al Baghdadi, T.; et al.
A Phase II Basket Trial of Dual Anti–CTLA-4 and Anti–PD-1 Blockade in Rare Tumors (DART SWOG 1609) in Patients with
Nonpancreatic Neuroendocrine Tumors. Clin. Cancer Res. 2020, 26, 2290–2296. [CrossRef]

91. Klein, O.; Kee, D.; Markman, B.; Michael, M.; Underhill, C.R.; Carlino, M.S.; Jackett, L.; Lum, C.; Scott, C.L.; Nagrial, A.; et al.
Immunotherapy of Ipilimumab and Nivolumab in Patients with Advanced Neuroendocrine Tumors: A Subgroup Analysis of the
CA209-538 Clinical Trial for Rare Cancers. Clin. Cancer Res. 2020, 26, 4454–4459. [CrossRef]

92. Lu, M.; Zhang, P.; Zhang, Y.; Li, Z.; Gong, J.-F.; Li, J.; Li, J.; Li, Y.; Zhang, X.; Lu, Z.; et al. Efficacy, safety and biomarkers of
toripalimab in patients with recurrent or metastatic neuroendocrine neoplasms: A multiple-center phase Ib trial. Clin. Cancer Res.
2020, 26, 2337–2345. [CrossRef]

93. Frumovitz, M.; Westin, S.N.; Salvo, G.; Zarifa, A.; Xu, M.; Yap, T.A.; Rodon, A.J.; Karp, D.D.; Abonofal, A.; Jazaeri, A.A.; et al.
Phase II study of pembrolizumab efficacy and safety in women with recurrent small cell neuroendocrine carcinoma of the lower
genital tract. Gynecol. Oncol. 2020, 158, 570–575. [CrossRef]

94. Xu, Z.; Chen, L.; Chen, M.; Chen, Z. Hyperprogressive Disease in Cervical Small Cell Carcinoma Treated By Immune Check-point
Inhibitor. OncoTargets Ther. 2019, 12, 8873. [CrossRef]

95. Paraghamian, S.E.; Longoria, T.C.; Eskander, R.N. Metastatic small cell neuroendocrine carcinoma of the cervix treated with the
PD-1 inhibitor, nivolumab: A case report. Gynecol. Oncol. Res. Pract. 2017, 4, 3. [CrossRef]

96. Paterniti, T.A.M.; Dorr, K.R.; Ullah, A.; White, J.D.; Williams, H.; Ghamande, S. Complete Response to Combination Nivolumab
and Ipilimumab in Recurrent Neuroendocrine Carcinoma of the Cervix. Obstet. Gynecol 2021, 138, 813–816. [CrossRef]

97. Towner, M.; Novak, K.; Chae, Y.K.; Matei, D. Ipilimumab and nivolumab for recurrent neuroendocrine cervical carcinoma.
Gynecol. Oncol. Rep. 2022, 42. [CrossRef]

98. Zhu, Y.-X.M.; Gao, X.-P.M.; Xin, L.M.; Jia, Y.-C. A case report of small cell ovarian neuroendocrine carcinoma combined with
immunochemotherapy. Medicine 2022, 101, e31445. [CrossRef]

99. Espinosa-Olarte, P.; La Salvia, A.; Riesco-Martinez, M.C.; Anton-Pascual, B.; Garcia-Carbonero, R. Chemotherapy in NEN: Still
has a role? Rev. Endocr. Metab. Disord. 2021, 22, 595–614. [CrossRef]

100. Ducreux, M.; Dahan, L.; Smith, D.; O’Toole, D.; Lepère, C.; Dromain, C.; Vilgrain, V.; Baudin, E.; Lombard-Bohas, C.; Scoazec,
J.-Y.; et al. Bevacizumab combined with 5-FU/streptozocin in patients with progressive metastatic well-differentiated pancreatic
endocrine tumours (BETTER trial)—A phase II non-randomised trial. Eur. J. Cancer 2014, 50, 3098–3106. [CrossRef]

101. Yao, J.C.; Fazio, N.; Singh, S.; Buzzoni, R.; Carnaghi, C.; Wolin, E.; Tomasek, J.; Raderer, M.; Lahner, H.; Voi, M.; et al. Everolimus
for the treatment of advanced, non-functional neuroendocrine tumours of the lung or gastrointestinal tract (RADIANT-4): A
randomised, placebo-controlled, phase 3 study. Lancet 2015, 387, 968–977. [CrossRef]

102. Yao, J.C.; Pavel, M.; Lombard-Bohas, C.; Van Cutsem, E.; Voi, M.; Brandt, U.; He, W.; Chen, D.; Capdevila, J.; De Vries, E.G.E.; et al.
Everolimus for the Treatment of Advanced Pancreatic Neuroendocrine Tumors: Overall Survival and Circulating Biomarkers
From the Randomized, Phase III RADIANT-3 Study. J. Clin. Oncol. 2016, 34, 3906–3913. [CrossRef]

103. Yao, J.C.; Shah, M.H.; Ito, T.; Bohas, C.L.; Wolin, E.M.; Van Cutsem, E.; Hobday, T.J.; Okusaka, T.; Capdevila, J.; de Vries, E.G.; et al.
Everolimus for Advanced Pancreatic Neuroendocrine Tumors. N. Engl. J. Med. 2011, 364, 514–523. [CrossRef]

104. Lacombe, C.; De Rycke, O.; Couvelard, A.; Turpin, A.; Cazes, A.; Hentic, O.; Gounant, V.; Zalcman, G.; Ruszniewski, P.; Cros,
J.; et al. Biomarkers of Response to Etoposide-Platinum Chemotherapy in Patients with Grade 3 Neuroendocrine Neoplasms.
Cancers 2021, 13, 643. [CrossRef]

105. Hadoux, J.; Kanaan, C.; Durand, A.; Hescot, S.; Hautefeuille, V.; Cadiot, G.; Tauveron, I.; Laboureau, S.; Cao, C.D.; Walter, T.; et al.
Prognostic factors of metastatic neuroendocrine carcinoma under first-line treatment with platinum etoposide with a focus on
NEC score and Rb expression: Results from the multicentre RBNEC study of the Groupe d’Etude des Tumeurs Endocrines (GTE)
and the ENDOCAN-RENATEN network. Eur. J. Cancer 2021, 152, 100–115. [CrossRef]

106. Morizane, C.; Machida, N.; Honma, Y.; Okusaka, T.; Boku, N.; Kato, K.; Nomura, S.; Hiraoka, N.; Sekine, S.; Taniguchi, H.; et al.
Effectiveness of Etoposide and Cisplatin vs Irinotecan and Cisplatin Therapy for Patients With Advanced Neuroendocrine
Carcinoma of the Digestive System. JAMA Oncol. 2022, 8, 1447. [CrossRef]

107. Collot, T.; Fumet, J.-D.; Klopfenstein, Q.; Vincent, J.; Bengrine, L.; Ghiringhelli, F. Bevacizumab-based Chemotherapy for
Poorly-differentiated Neuroendocrine Tumors. Anticancer. Res. 2018, 38, 5963–5968. [CrossRef]

http://doi.org/10.1158/1078-0432.CCR-19-3014
http://doi.org/10.1007/s00262-020-02811-5
http://doi.org/10.1038/s41416-020-0775-0
http://doi.org/10.1093/oncolo/oyac097
http://doi.org/10.1158/1078-0432.CCR-19-3356
http://doi.org/10.1158/1078-0432.CCR-20-0621
http://doi.org/10.1158/1078-0432.CCR-19-4000
http://doi.org/10.1016/j.ygyno.2020.05.682
http://doi.org/10.2147/OTT.S213436
http://doi.org/10.1186/s40661-017-0038-9
http://doi.org/10.1097/aog.0000000000004573
http://doi.org/10.1016/j.gore.2022.101039
http://doi.org/10.1097/MD.0000000000031445
http://doi.org/10.1007/s11154-021-09638-0
http://doi.org/10.1016/j.ejca.2014.10.002
http://doi.org/10.1016/S0140-6736(15)00817-X
http://doi.org/10.1200/JCO.2016.68.0702
http://doi.org/10.1056/NEJMoa1009290
http://doi.org/10.3390/cancers13040643
http://doi.org/10.1016/j.ejca.2021.04.030
http://doi.org/10.1001/jamaoncol.2022.3395
http://doi.org/10.21873/anticanres.12943


Int. J. Mol. Sci. 2023, 24, 6853 17 of 17

108. Mitry, E.; Walter, T.; Baudin, E.; Kurtz, J.-E.; Ruszniewski, P.; Dominguez-Tinajero, S.; Bengrine-Lefevre, L.; Cadiot, G.; Dromain,
C.; Farace, F.; 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, 3107–3115.
[CrossRef]

109. Zhang, P.; Li, J.; Li, J.; Zhang, X.; Zhou, J.; Wang, X.; Peng, Z.; Shen, L.; Lu, M. Etoposide and cisplatin versus irinotecan
and cisplatin as the first-line therapy for patients with advanced, poorly differentiated gastroenteropancreatic neuroendocrine
carcinoma: A randomized phase 2 study. Cancer 2020, 126, 2086–2092. [CrossRef]

110. Hobday, T.J.; Qin, R.; Reidy-Lagunes, D.; Moore, M.J.; Strosberg, J.; Kaubisch, A.; Shah, M.; Kindler, H.L.; Lenz, H.-J.; Chen,
H.; et al. Multicenter Phase II Trial of Temsirolimus and Bevacizumab in Pancreatic Neuroendocrine Tumors. J. Clin. Oncol.
2015, 33, 1551–1556. [CrossRef]

111. Tokunaga, H.; Nagase, S.; Yoshinaga, K.; Tanaka, S.; Nagai, T.; Kurosawa, H.; Kaiho-Sakuma, M.; Toyoshima, M.; Otsuki, T.;
Utsunomiya, H.; et al. Small Cell Carcinoma of the Uterine Cervix: Clinical Outcome of Concurrent Chemoradiotherapy with a
Multidrug Regimen. Tohoku J. Exp. Med. 2013, 229, 75–81. [CrossRef]

112. Zivanovic, O.; Leitao, M.; Park, K.; Zhao, H.; Diaz, J.; Konner, J.; Alektiar, K.; Chi, D.; Abu-Rustum, N.; Aghajanian, C. Small cell
neuroendocrine carcinoma of the cervix: Analysis of outcome, recurrence pattern and the impact of platinum-based combination
chemotherapy. Gynecol. Oncol. 2009, 112, 590–593. [CrossRef]

113. Embry, J.R.; Kelly, M.G.; Post, M.D.; Spillman, M.A. Large cell neuroendocrine carcinoma of the cervix: Prognostic factors and
survival advantage with platinum chemotherapy. Gynecol. Oncol. 2011, 120, 444–448. [CrossRef]

114. Pang, L.; Guo, Z. Primary neuroendocrine tumors of the ovary: Management and outcomes. Cancer Med. 2021, 10, 8558–8569.
[CrossRef]

115. Tsuji, T.; Togami, S.; Shintomo, N.; Fukamachi, N.; Douchi, T.; Taguchi, S. Ovarian large cell neuroendocrine carcinoma. J. Obstet.
Gynaecol. Res. 2008, 34, 726–730. [CrossRef]

116. Safini, F.; Jouhadi, H.; El Attar, H. Primary large cell neuroendocrine carcinoma of the ovary: A rare entity. Gulf J. Oncol.
2021, 1, 82–85.

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.

http://doi.org/10.1016/j.ejca.2014.10.001
http://doi.org/10.1002/cncr.32750
http://doi.org/10.1200/JCO.2014.56.2082
http://doi.org/10.1620/tjem.229.75
http://doi.org/10.1016/j.ygyno.2008.11.010
http://doi.org/10.1016/j.ygyno.2010.11.007
http://doi.org/10.1002/cam4.4368
http://doi.org/10.1111/j.1447-0756.2008.00916.x

	Introduction 
	Risk Factors 
	Peptide Receptor Radionuclide Therapy 
	Radiotherapy 
	Somatostatin Analogues 
	Immunotherapy 
	Chemotherapy 
	Conclusions 
	References

