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Sentinel lymph node mapping in endometrial cancer

after 2020 ESGO-ESTRO-ESP consensus update:
what will happen in the next few years?

Bartlomiej Barczynski®, Karolina Fraszczak®, Wieslawa Bednarek

Medical University in Lublin, Poland

ABSTRACT

Comprehensive endometrial cancer staging requires mandatory lymph node status assessment. However, some rand-
omized clinical studies show that full ymphadenectomy may have no therapeutic benefit in patients presented with
early-stage disease. Sentinel lymph node mapping can be considered in patients at low to intermediate risk for nodal
metastases and is an acceptable alternative to systemic lymphadenectomy for lymph node staging in FIGO stage I/II
patients. Similarly, patients with serious comorbidities who might not tolerate a standard systemic lymphadenectomy
may benefit from the procedure. Sentinel lymph node detection rates depend on cancer stage, histology, and technique
used. The procedure is most performed with the use of radioactive technetium colloid (**™Tc) combined with a blue dye
or indocyanine green. Recently, more interest is also paid to new nanoparticles including carbon, superparamagnetic
iron oxide, and mannose tracer agents. Growing interest in sentinel lymph node mapping technique has led to design
increasing number of research projects regarding various mapping approaches in different endometrial cancer popula-
tions. Much attention has been paid to a non-invasive sentinel lymph node mapping technique e.g., radiomics. This article

reviews the latest research on sentinel lymph node mapping perspectives in endometrial cancer patients.
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INTRODUCTION

Comprehensive endometrial cancer (EC) staging accord-
ing to the most widely accepted method for cancer staging
presented by The International Federation of Gynaecol-
ogy and Obstetrics (FIGO) requires mandatory lymph node
status assessment. Currently used preoperative imaging
techniques including computed tomography and mag-
netic resonance are not sensitive enough to allow lymph
node metastasis exclusion. Thus, pelvic and paraaortic lym-
phadenectomy remains the standard procedure for definite
lymph nodes status assessment, and without lymphadenec-
tomy even 90% of lymphatic metastases become unde-
tected. Some authorities question the necessity of lymph
nodes dissection in all cancer cases as ASTEC[1] and Bene-
detti-Panici [2] trials did not show any therapeutic benefit
of lymphadenectomy in terms of overall, disease-specific,
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and recurrence-free survival in EC. Secondly, there is an in-
creasing awareness of the long-term complications of the
procedure, such as lymphoceles, lymphedemas and nerve
injuries. The risk of lymph node metastases increases with
depth of myometrial invasion and histologic differentiation
grade. Therefore, all patients are stratified preoperatively
into low-, intermediate-, and high-risk lymphatic spread
groups requiring lymphadenectomy or not [3].

According to the 2016 European recommendations of
ESMO-ESGO-ESTRO concerning EC diagnosis, treatment
and follow-up, SLN biopsy [Sentinel Lymph Node] was con-
sidered as an experimental procedure, which should not
be implemented in everyday clinical practice because of
lack of strong supportive evidence for such management
[3]. Last ESGO-ESTRO-ESP 2020 update confirmed that SLN
biopsy procedure is an acceptable alternative to systemic
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lymphadenectomy for lymph node staging in stage I/l EC
and it can be considered for staging purposes in patients
with low- and intermediate-risk disease and even high-risk
patients [4]. Similarly, National Comprehensive Cancer Net-
work (NCCN) guidelines state that SLN mapping can be
considered for surgical staging of apparent uterine-confined
tumors, when there is no unequivocal metastasis demon-
strated by the pre-surgical imaging techniques or no obvi-
ous extrauterine spread [5]. It seems to be most appropriate
procedure for patients at low to intermediate risk for nodal
metastases as well as patients with serious comorbidities
who might not tolerate a standard systemic lymphadenec-
tomy [6]. Interestingly, NCCN allows SLN mapping in both
low and highrisk histologies, including serous and clear-cell
cancers [5, 7].

The rationale of SLN mapping procedure is to detect
and excise selectively the first node(s) in a regional lym-
phatic basin drainage that receives lymph flow from the
primary tumour. Pathological status of that SLN theoreti-
cally should predict the lymph node status of the patient.
Another extremely important issue is the cooperation with
pathologists, who should be familiar with an intraopera-
tive SLN assessment and the ultrastaging technique and
aware of the consequences of false-negative results, what
is clearly underlined in both, ESGO-ESTRO-ESP and NCCN
recommendations [4, 5]. As far as the technical aspects
are concerned, three injection sites can be considered:
cervix, uterine fundus or peritumoral hysteroscopic injec-
tion. Cervical injection, due to its simplicity and accessibil-
ity is most commonly applied However, it is documented,
that less paraaortic SLNs are detected with this technique,
especially in tumors located in the upper third part of the
uterus or fundus [8]. The recommended cervical injection
sitesinclude superficial (1-3 mm) and deep (10-20 mm) dye
deliveries in two (9 and 3 o'clock) or four (9, 12, 3, 6 o'clock)
locations. SLN mapping may be performed with the use of
radioactive technetium colloid (**™Tc), blue dye (e.g. meth-
ylene blue), and indocyanine green (ICG) [9, 10]. Recently,
more interest is also paid to new nanoparticles including
carbon, superparamagnetic iron oxide, and mannose tracer
agents [11-13]. One of such new receptor-targeted lym-
phatic mapping agents is tilmanocept, a small-molecular
size agent with high affinity for CD206 mannose receptor
found in high concentrations on macrophages and den-
dritic cells [13, 14].

Growing interest in SLN mapping procedure has led to
its use in many clinical centres. It is also recommended for
all oncologic surgeons to follow new research trends and
strategies in this area. The number of new projects pre-
sented on SLN mapping during recent time demonstrates
high level of interest in SLN mapping among clinicians. Thus,
we decided to perform a consistent review of the literature

on this topic and present new trends and close future per-
spectives of SLN mapping in EC patients. For this purpose,
we have searched Pubmed database using the following
words/phrases: “endometrial cancer AND sentinel” to look
for newest published reports on SLN mapping. All identified
reviews/meta-analyses were manually searched for source
data. Eventually, we have identified all new observational
and interventional clinical trials registered in ClinicalTrials.
gov — a database of privately and publicly funded clini-
cal studies conducted around the world with “endometrial
cancer”and“sentinel”keywords to look for current research
trends in this field. In this short review, we focused only on
high impact and well-designed cancer studies that influence
everyday practice and identify new directions in endome-
trial cancer research.

DETECTION RATES
AND LOCALIZATIONS OF SLN

SLN mapping has become a world-wide accepted stand-
ard of care in breast cancer and melanoma (and vulvar
cancer). In most of oncologic centres, SLN detection rates
exceed 90% using different techniques. Only high level of
detection rate supports the application of the method in EC
treatment protocols. Since SLN biopsy is increasingly and
effectively used, the need for intra-operative assessment of
myometrial invasion has become less important [4]. Recently
published papers presented positive SLN mapping in major-
ity of EC patients, with respective detection rates depending
on cancer stage, histology, and technique used. In gen-
eral, the most common SLN localizations include external
iliac and obturator regions. Less common SLN localizations
include internal iliac, common iliac, presacral, paraaortic,
parametrial, and pararectal anatomic areas. Detailed results
of studies presenting SLN localizations and detection rates
are presented in Table 1.

Unfortunately, there is not much data on factors associ-
ated with mapping failures. Much effort still must be made
to minimize the false negative detection rate. The objective
of the study of lanieri et al, was to analyse factors associated
with possible failure of bilateral SLN mapping with the use
of ICG [24]. The authors evaluated different clinical (age,
body mass index, menopausal status, previous history of
pelvic surgery), pathological (tumor histology, diameter,
clinical stage, lymphovascular space invasion status), and
institutional (surgeon’s experience and technical ability)
factors that could be associated with unsuccessful SLN map-
ping procedure. Based on the multivariate analysis, the only
significant factor associated with the success of bilateral
SLN mapping was the surgeon’s technical ability and ex-
perience [24]. SLN detection rates increase with number
of procedures performed. Most experienced sites reach
positive results close to 100% [25, 26]. In addition to factors
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Table 1. Detailed detection rates and SLN localizations in patients with endometrial cancer

EC FIGO Overall detection

Author
stages rate

SLN localization

Method
used

External iliac (69.1%) Obturator (25.1%)

Stephens et al. (2020) IAZIIIC2 85.7%

Internal iliac (2.25%) Common iliac (1.9%) Presacral (0.9%) ICG

[15] Paraaortic (0.4%) Parametrial (0.3%) ISB
Pararectal (0.1%)

Tortorella et al. (2019)

| 0
[16] -l 93.3% NS

ICG

External iliac (53.3%)
Obturator (26.1%)

Yeetal. (2019) [17] IA-lIIC2 93.1%

Internal iliac (16.2%) ICG

Common iliac (2.8%)
Paraaortic (1.3%)

Peiretti et al. (2020)

=l (v
(18] IA-IIIC1 93% NS

ICG

External iliac (82%)

Persson et al. (2019)

o 9
(19] -1V 95%

Obturator (63%)
Presacral (59%) ICG
Common iliac (13%)

No data regarding other localizations

External iliac (36%)
Obturator (35%)

Wang et al. (2019)[20]  IA-IlIC2 86.7%

Internal iliac (16%) ICG

Common iliac (10%)
Paraaortic (3%)

External iliac (44.5%)

Cervical injection
Zuo et al. (2019) [21] -1l 100%
Fundal injection 92%

Obturator (22.5%)
Internal iliac (20.6%)
Common iliac (9.5%)
Paraaortic (2.9%)

CNP

Presacral (0%)

External iliac (38%)
Obturator (25%) Inframesenteric paraaortic (14%)

Rossietal. (2017)[22]  I-IV 86%

Common iliac (8%) Internal iliac (10%)
Presacral (3%)

ICG

Infrarenal paraaortic (1%)

other (1%)

Rozenholc et al.
(2019)[23]

1CG (90.9%)

IA-IIC MB (64.4%)

NS

ICG
MB

CNP — carbon nanoparticles; EC — endometrial cancer; FIGO — The International Federation of Gynaecology and Obstetrics; ICG — indocyanine green; ISB — isosulfan

blue; MB — methylene blue; NS — not specified; SLN — sentinel lymph node

related to the technique and surgeon, successful mapping
theoretically may also be affected by different patient/tumor
factors, which could modify physiological lymphatic drain-
age, i.e., previously mentioned patient’s body mass index,
advanced age, previous pelvic surgeries/radiotherapy, tu-
mor histology, some genital tract comorbidities (fibroids,
endometriosis), although no reliable analyses in EC patients
have been published so far. However, it was confirmed that
successful bilateral SLN detection rate was associated with
the specific method used, and ICG mapping seems to be the
most effective method [27]. Although all available markers
are acceptable options to use, the most recent experience
of most sites indicates that ICG, with SLN visualisation us-
ing a near-infrared camera, is associated with the highest

bilateral detection rates. Thus, ICG is rapidly becoming the
marker of choice in SLN mapping.

FUTURE PERSPECTIVES

Growing interest in SLN mapping in EC supported by
main gynaecologic oncology societies has led to a design
of increasing number of clinical research regarding imple-
mentation of different SLN mapping procedures. Currently
[access on 15 May 2021], there are 49 clinical trials registered
in ClinicalTrials.gov identified using “endometrial cancer”
and “sentinel” key words. 23 trials are actively recruiting
subjects. Summarised descriptive characteristics of SLN
mapping experiments is presented in Table 2. Most of the
studies use ICG for the purpose of SLN mapping either alone
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Table 2. Summarized characteristics of currently registered clinical trials on sentinel lymph node mapping in endometrial cancer patients (data

from ClinicalTrials.gov)

Study Official Title

Sentinel Node Mapping in High Risk Endometrial
Cancer (ALICE)

Sentinel Node in Endometrial Cancer
(HYBRIDENDONOD)

Concurrent Use Lymphoseek & Indocyanine Green
in Sentinel Lymph Node Detection in Endometrial
Cancer

Use of the Sentinel Node Biopsy for Early
Endometrial Cancer (SNE)

Prospective Study Comparing Three Injection Sites
to Detect Sentinel Lymph Nodes in Endometrial
Cancer (SENNAN)

Sentinel Lymph Node Sampling for Patients With
Middle-high Risk Endometrial Cancer Confined to
the Uterus

Sentinel Node Detection in Endometrial Cancer:
A Consolidation Study on Detection Rates of
Metastatic Disease

Tracers for Endometrial Cancer Sentinel Node
Labeling (TESLA-1)

Sentinel Node Biopsy in Endometrial Cancer
(ENDO-3)

Accuracy of Sentinel Lymph Node Biopsy in Nodal
Staging of High Risk Endometrial Cancer (EndoSLN)

Evaluation of Sentinel Node Policy in Early Stage
Endometrial Carcinomas at Intermediate and High
Risk of Recurrence (SENTIRAD)

To Assess and Compare the Performance Two
Approach for Sentinel Lymph Node (SNLD) Biopsy
for Endometrial Cancer

The Clinical Significance of Sentinel Lymph Node
Imaging Combined With Imaging Examination
in Pelvic and Peritoneal Lymphadenectomy for
Endometrial Carcinoma

Sentinel Node Mapping in Women With Cervical and
Endometrial Cancer (SENTIREC I)

Observational Study of Women With Endometrial
Cancer Who Receive the Standard Treatment for
Their Disease

Prediction of Recurrence Among Low Risk
Endometrial Cancer Patients

Sentinel Node Mapping in Women With Endometrial
and Cervical Cancer (SENTIREC Il)

PET/CT and Lymph Node Mapping in Finding
Lymph Node Metastasis in Patients With High-Risk
Endometrial Cancer

Modular Treatment With PMMR and Targeted
Compartmental Pelvic Lymphadenectomy
Followed by Therapeutic Pelvic and Paraaortic
Lymphadenectomy in Node Positive Disease for
Locoregional Control in Endometrial Cancer FIGO
Stages I-1Il (PMMR)

324

Study Type

Interventional

Interventional

Interventional

Observational

Interventional

Interventional

Interventional

Interventional

Interventional

Interventional

Interventional

Observational

Interventional

Observational

Observational

Observational

Interventional

Interventional

Observational

SLN Mapping
Method

ICG

ICG, radiocolloid

ICG, mannose
nanoparticle
(Lymphoseek)

NS

ICG, blue dye,
radiocolloid

NS

ICG

ICG, blue dye,
radiocolloid
ICG

ICG

ICG, blue dye,
radiocolloid

ICG

NS

ICG

NS

NS

ICG

ICG

NS

Surgery Type

MIS/laparotomy

MIS/laparotomy

MIS

MIS/laparotomy

MIS

MIS/laparotomy

MIS

MIS/laparotomy

MIS

MIS

MIS

MIS

MIS/laparotomy

MIS/laparotomy

MIS/laparotomy

MIS/laparotomy

MIS

MIS/laparotomy

Laparotomy

www. journals.viamedica.pl/ginekologia_polska

Inclusion Criteria in Regard to EC

High risk EC (high grade
histologies or deep myometrial
invasion, FIGO IB-I)

High risk EC (high grade
histologies or deep myometrial
invasion, > FIGO IB

Early stage (FIGO I-Il) EC, each
histology

Early stage (FIGO I-Il) EC, each
histology

Early stage (FIGO ) EC, each
histology

Middle-high risk (FIGO I-II) EC,
each histology

Early stage (FIGO I-Il) EC, each
histology

Intermediate and high-risk, early
stage (FIGO I-II) EC, each histology

Early stage (FIGO I) EC, each
histology

High risk EC (high grade
histologies or deep myometrial
invasion, FIGO IB-Il)

Middle-high and high risk EC
(FIGO I-11), each histology

All FIGO stages EC, each histology

All FIGO stages EC, each histology

Low and intermediate risk EC, FIGO |,
endometrial adenocarcinoma

Low risk EC, FIGO |, endometrial
adenocarcinoma

Low risk EC, FIGO |, endometrial
adenocarcinoma

High risk EC (high grade
histologies or deep myometrial
invasion, FIGO 1)

High risk EC (high grade
histologies or deep myometrial
invasion FIGO IB-Il)

All FIGO stages, each histology
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Table 2. (cont.) Summarized characteristics of currently registered clinical trials on sentinel ymph node mapping in endometrial cancer patients

(data from ClinicalTrials.gov)

The Role of Micrometastasis and Isolated
Tumor Cells in Endometrial and Cervical Cancer.
A Multicentre Study (ITCMicroUtCa)

Observational

Evaluation of Indocyanine Green-guided Systematic
Pelvic Lymphadenectomy in Endometrial and
Cervical Cancer

Observational

Fluorescence for Sentinel Lymph Node Identification
in Cancer Surgery (GASVERT)

Positron Lymphography Via Intracervical 18F-FDG
Injection for Pre-surgical Lymphatic Mapping

in Stage IB1 Cervical Cancer and High-grade
Endometrial Cancer

Interventional

Interventional

oxyglucose

Early stage (FIGO I-Il) EC, each

MIS/laparotomy histology

MIS All FIGO stages EC, each histology

MiS/laparotomy  All FIGO stages EC, each histology
UelsmAlEhls: MIS/laparotomy :iigtr;lz;l?eico(rh;%:g rri()j/ce)metrial

invasion, FIGO > IB)

EC — endometrial cancer; FIGO — The International Federation of Gynaecology and Obstetrics; ICG — indocyanine green; MIS — minimally invasive surgery; NS — not

specified

or with blue dye/nanoparticles/radiocolloids. One study is
planned to evaluate the diagnostic value of intracervical in-
jection of 18F-Fluorodeoxyglucose during dynamic PET/CT
scan performed on the day of surgery.

The currently registered trials may be grouped in three
main categories in relation to EC patient characteristics. The
first category of trials includes evaluation of benefits and
risks of SLN mapping in all EC patients suitable for surgery,
so the study designs include patients with all histologies and
stages (5 studies). The second category of trials is focused on
low/intermediate risk or FIGO I/Il stage EC subjects (9 trials).
The third group of remaining 9 trials is designed to assess
SLN mapping technique in specific, less frequent high or
high-intermediate risk groups of EC patients and they enrol
only patients with high grade histologies and/or > FIGO IB
clinical stage. It must be mentioned that high-intermediate
and high-risk patients may represent up to 41% of all EC
patients [28]. More individualized surgical planning is critical
in this group of patients as their risk of recurrence and over-
all mortality is higher. According to new ESGO-ESTRO-ESP
recommendations SLN biopsy is an acceptable alternative
to systematic lymphadenectomy for lymph node staging in
FIGO I/ll stage of the disease in this group of patients [4, 5].

In recent years, much attention regarding non-inva-
sive SLN mapping has been paid to radiomics — novel
approach to medical imaging techniques. Radiomic data
has the potential to extract many different features from
radiographic medical images using data-characterisation
algorithms and artificial intelligence. It has been proved in
various neoplasms that tumor characteristics in different
imaging techniques (MRI, CT, PET) correlate with tumor
molecular phenotype, genotype, and prognosis. As for now,
there are only few studies that estimate the use anatomical
or functional MRI/CT/PET radiomics aspects in SLN mapping.

Most research was performed on breast cancer patients
and preoperative prediction of SLN metastasis [29, 30]. So
far, there is only one report published on gynaecological
cancer patients and it includes EC subjects [31]. One of the
aims of the study of Crivellaro et al. [31] was to correlate
radiomic characteristics extracted from primary tumor PET
images and SLN status in women with apparent early-stage
endometrial carcinoma. The authors concluded that PET
radiomics features of the primary tumor seem promising
for predicting the presence of nodal metastases not de-
tected by visual radiologic analysis. Until the SLN procedure
becomes more widespread, radiomics technique may help
in stratifying the risk of nodal metastases, thus optimizing
available resources [31].

Another technique tried in non-invasive SLN map-
ping is ultrasonography with the use of typical two-, and
three-dimensional imaging, Doppler mode, M-mode, and
elastography. The application of ultrasound in SLN mapping
has been studied predominantly in breast and skin cancers,
i.e.,, neoplasms that metastasize to superficial ymph nodes
(axillary, and inguinal region). Itis technically extremely dif-
ficult to visualize pelvic and paraaortic lymph nodes in usu-
ally overweight EC patients. Generally, routine preoperative
ultrasound assessment of regional lymph nodes in cancer
patients does not provide reliable nodal staging, because
SLN tumor volume is too small to be reliably detected [32].
More reliable results are obtained by use of real-time tissue
elastography [33] or contrast-enhanced ultrasound imag-
ing [34]. Nam et al proved in swine melanoma model that
such molecular lymphosonography with the use of targeted
microbubbles labelled with P-selectin and a,,-integrin
antibodies can increase the specificity of metastatic SLN
detection and provide a measure to quantify the extent of
metastatic involvement [34]. There is no data in the literature
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regarding application of this method in gynaecological
malignancies except for vulvar cancer, which metastasizes
to relatively easy accessible superficially located inguinal
and femoral lymph nodes.

It has to be noted that recent results of The Cancer
Genome Atlas (TCGA) research will probably completely
change our routine medical practice for certain types of
tumors, including EC. Genome study classified EC into four
categories: POLE ultramutated, microsatellite instability hy-
permutated, copy number low, and copy number high and
let us further improve our understanding of the molecular
characteristics of the endometrial malignancies [35]. As are-
sult of TCGA findings, novel molecular classifier, the Proactive
Molecular Risk Classifier for Endometrial Cancer (ProMisE),
has been validated. This allows to assign patients to four
different prognostic groups as surrogates of TCGA groups:
mismatch repair deficient (surrogate of the microsatellite
instable/hypermutated group), POLE mutated (surrogate
of the ultramutated group), p53 mutated (surrogate of the
copy number high group), and p53 wild type (surrogate
of the copy-number low group, defined by the absence of
the markers of the other three groups) [36]. This surrogate
marker approach to the molecular-based classification has
recently been demonstrated to be prognostically significant
in low-, intermediate-, and high-riskendometrial carcinomas
but may also be applicable to non-endometrioid tumors
including serous, clear cell, undifferentiated carcinomas, and
uterine carcinosarcomas [4]. Such novel molecular classifica-
tion of ECs provides independent prognostic information
beyond established clinicopathologic risk factors available
atdiagnosis and enables us to advance clinical management,
including lymph nodes metastasis risk assessment. In regard
to SLN mapping, ProMisE classifier provides stratification
possibilities for future clinical trials, particularly identifying
patients at low risk of lymphatic spread who are more likely
to benefit from SLN mapping and not full lymphadenecto-
my. Current recommendations redefined EC prognostic risk
groups implementing new molecular markers classification
[4]. However, thisimplementation did not change SLN map-
ping procedures in patients planned for lymph node staging
[4]. Most probably, future research will confirm utility of SLN
mapping in all prognostic risk groups of EC patients except
for excellent-outcome POLE-mutated carcinomas, in which
any lymph node staging may not be necessary.

Finally, it must be clearly stated that the role of SLN
mapping is constantly increasing as it offers an appropri-
ate balance between the treatment-related morbidity of
a complete lymph-node dissection and the risk of missing
lymph-node involvement. The study of Imboden et al. [37]
confirmed no differences between SLN and hysterecto-
my-only cohorts in intraoperative morbidity in low-risk EC
patients and significant differences in perioperative blood

loss, surgery time, and severity of complications in SLN vs
full-lymphadenectomy cohorts. Similarly in a study of Ac-
corsi et al., SLN biopsy did not increase the risk of intraop-
erative, and 30-day complications as well as did not cause
lower limb lymphedema compared to simple hysterectomy
cohort of EC patients [38]. Introduction of SLN biopsy also
reduced operative time and improved perioperative surgi-
cal outcomes of robotic-assisted staging for early-stage EC
without worsening the morbidity of hysterectomy alone
[39]. Benefits of SLN technique regarding early and late
(< 6 months) lymphatic morbidity were confirmed not only
in EC but also cervical cancer patients [40].

CONCLUSIONS

Sentinel lymph node mapping is a fairly feasible pro-
cedure which accurately predicts lymph node status in EC
patients. Currently performed clinical trials predominantly
favour the use of indocyanine green as a contrast dye agent
for image-guided oncologic surgery. According to latest
ESGO/ESTRO/ESP guidelines sentinel lymph node biopsy is
as an alternative to lymph node dissection for lymph node
staging and, if done according to state-of-art principles (in-
cluding pathological ultrastaging), a negative sentinel node
is accepted to confirm NO status [4]. Full ymphadenectomy
should be performed in patients with high-intermediate and
high-risk disease [4]. Nevertheless, many gynaecologic on-
cologists remain unconvinced that systemic lymphadenec-
tomy is mandatory, as SLN mapping results in better clinical
outcome, e.g. decreased haemoglobin loss [41] and reduces
the number of complications, e.g. lymphocele formation,
which may affect up to 50% of systemic lymphadenectomy
patients [42]. Thus, we are waiting for the results of currently
performed clinical trials, especially addressing SLN mapping
in high-intermediate and high-risk EC patients. Finally, what
is mostimportant, molecular ProMisE risk classifier will prob-
ably impact the comprehensiveness of surgical lymph node
staging and determine new indications for SLN mapping
in EC patients.
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