Int J Clin Exp Pathol 2014;7(5):2664-2669
www.ijcep.com /ISSN:1936-2625/1JCEPO000016

Case Report

Estimated intermediate risk endometrial cancer: debate
and new perspectives on therapy individualization and
prognosis establishment starting from a peculiar case
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Abstract: The adequate treatment for stage IB endometrial cancer (EC) with G1-G2 grading (intermediate risk pa-
tients) is still debated. FIGO guidelines recommend adjuvant radio-therapy in order to avoid recurrences, despite
it has been demonstrated that this does not improve the overall survival. Recently, other than the conventional
risk-factor (histology, stage and grading), lymph-vascular involvement, tumor size and neoplasia molecular patterns
has been proposed with intent to establish the most appropriated EC oncologic treatment and prognosis. We re-
port an interesting case of a patient affected by an early stage EC (estimated intermediate low risk), treated by the
adequate surgical staging and subsequent adjuvant radio-therapy that showed, in a follow up period, a very poor
prognosis, similarly to patients affected by high risk cancer. Even if the classical validated risk factors remain the
“cornerstone” in risk assessment, adjuvant treatments and follow up planning after surgery, the molecular investi-
gation of estimated intermediate risk EC could represent a “keystone” to solve and avoid the “oncologic dilemma”
of cases in which the observed prognosis results very different from the expected one. Only a detailed molecular
evaluation of these cases could allow a more specific treatment targeting, leading to an individualized therapy and
low recurrence-risk. The importance of recurrence-risk reduction is linked to difficulties in both their early detection
and appropriate management. The delay in diagnosis as well as the performance of not adequate treatment can
potentially make the prognosis of these cases worst that the one detected in case of uterine sarcoma or mixed mul-
lerian tumors.

Keywords: Endometrial cancer, intermediate risk, cancer recurrence, poor prognosis, microsatellites instability,
molecular biomarkers, post-transcriptional factors, therapy individualization

Introduction performed by laparotomic, laparoscopic or

robotic approach, preferring endoscopic appro-

Endometrial cancer (EC) is the most common
gynaecological malignancy in developed Coun-
tries. It is usually detected at an early stage,
presents low grading and manifests with abnor-
mal uterine bleeding (AUB) [1, 2].

Hysteroscopy represents the gold standard
technique for endometrial evaluation when
AUB or endometrial thickening occur since it
can represent a therapeutic approach in case
of pre-neoplastic lesions or selected early
stage EC (micro-invasive small lesions or dys-
plastic cancerous endometrial polyp) [2-5].

In early stages EC, the standard treatment
requires total hysterectomy, bilateral adnexec-
tomy with or without pelvic lymphadenectomy

ach even in clinical conditions such as obesity
[6, 7].

According to the last FIGO guidelines surgery
alone represents the standard of care in case
of stage IA with grading 1 and 2 (G1-G2), fol-
lowed by clinical observation [8, 9].

The adequate treatment for stage IB EC with
G1-G2 grading (intermediate risk patients) is
still debated. FIGO guidelines recommend adju-
vant radio-therapy in order to avoid recurrenc-
es, despite it has been demonstrated that this
does not improve the overall survival [10, 11].

Recently, other than the conventional risk-fac-
tor (histology, stage and grading), lymph-vascu-
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Figure 1. Laparoscopic features of different steps of surgical staging. A: View of pelvis without macroscopic signs of
extra-uterine disease; B: Systematic pelvic lymph nodes removal; C: Abdomen extraction of removed lymph nodes
through the ancillary trocar (using the endobag device); D: Abdomen extraction of removed uterus and adnexa
through vaginal route (using the endobag device).

lar involvement, tumor size and neoplasia
molecular patterns has been proposed with
intent to establish the most appropriated EC
oncologic treatment and prognosis [12-14].

We report an interesting case of a patient
affected by an early stage EC (estimated inter-
mediate low risk), treated by the adequate sur-
gical staging and subsequent adjuvant radio-
therapy that showed, in a follow up period, a
very poor prognosis, similarly to patients affect-
ed by high risk cancer.

Case presentation

We reported a case of 63 years old woman
(BMI 24.5) with a history of hypertension, dys-
lipidaemia and AUB affected by endometrioid
G2 EC and addressed to our Units in order to
receive an adequate endoscopic surgical
treatment.

At laparoscopic examination, both pelvis and
abdomen resulted free of macroscopic dis-
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ease. Patient underwent laparoscopic class A
Querleu-Morrow hysterectomy, bilateral adnex-
ectomy and systematic pelvic lymphadenecto-
my (29 lymph nodes removed), strictly applying
all the usual criteria of surgical oncology (Figure
1).

The surgical/pathological staging permitted to
classify the neoplasia at FIGO IB stage, grading
G2, with a primary tumour size of 5 cm and pos-
itivity for lymph vascular space invasion. None
of the removed lymph nodes resulted positive
for metastatic involvement.

One month after surgery, the patient was
addressed to Radiotherapy Unit and treated by
both adjuvant brachytherapy (12 Gy) end exter-
nal radiotherapy (38 Gy) without complications.
The patient resulted asymptomatic for the sub-
sequent five months after the surgery but,
unfortunately, during the sixth months of follow
up the Computerized Tomography showed
extensive peritoneal carcinomatosis, liver and
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Figure 2. Computerized Tomography features six month after surgery: nodular multiple signs of lung metastatic
lesions, diffuse abdominal carcinomatosis, ascites and multiple metastasis (liver, spleen bowel). A: Intermediate
dorsal-ventral coronal imaging. B-E: Progressive cranial-caudal axial imaging of abdomen and pelvis.

spleen metastasis (Figure 2). General condi-
tions deteriorated rapidly and the patient died
1 month later.

Discussion

The unexpected and apparently unexplained
adverse prognosis of this case focused our
attention on risk factors which could allow to
further differentiate the prognosis of estimated
intermediate risk patients in high or low inter-
mediate risk. Recently, the prognostic role of
molecular biomarkers in endometrial cancer
has been reviewed by Matias Guiu et al. [15].

Authors analysed the role of EC microsatellites,
a non-codifying region of the genome com-
posed by in tandem repeated nucleotides that
participate to cellular DNA replication.

Even if microsatellites instability (Ml) is associ-
ated with errors in the DNA replication (mis-
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match repair) its role in oncological prognosis
estimation is controversial and few data have
been collected in case of EC recurrence. Ml
was firstly documented in cases of EC detected
in patients affected by Lynch Syndrome, but
more recent studies reported that more than
25-30% of sporadic endometrial cancer
showed positivity for Ml [15].

Anyway, despite this findings, only Mackay et al.
demonstrated the utility of Ml evaluation, pro-
posing it in prognosis assessment of early
stage EC [16].

The same Authors debated about the role of
PTEN, which results both the most frequent
mutated gene (25-83%) detected during molec-
ular investigation of EC and often associated
with MI.

PTEN is an onco-suppressor gene and the alter-
ation in their physiological pathway seems to
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be involved in the first steps of carcinogenesis
through pathological deregulation of the PI3k/
Akt/mTor cascade. This pathway is involved in
angiogenesis, protein translation and cell cycle
regulation, so its alteration ensures an incre-
ased survival to cancer cells [16].

In the last years new therapies targeting these
factors are under investigation. There are 20
clinical trials on analogs of rapamycin (Rapa-
logs), panPI3K inhibitors, dual PI3K/mTOR
inhibitors and AKT inhibitors, but nowadays no
conclusive results have been reached [17].

Recently, a great interest is created by Micro-
RNAs expression analysis in different cancers.
The relationship between MicroRNA expression
and EC prognosis has been analysed in some
studies: the MicroRNA205 over-expression is
associated to a poor prognosis while high lev-
els of MicroRNA194 are considered a good
prognostic factor [15, 18].

Certainly evidences on genetic field require fur-
ther validation in EC prognosis estimation.
According to these evidences and in agreement
with our hypothesis, the estimated intermedi-
ate risk patients could potentially benefit from
the molecular profile investigations.

This molecular investigations may improve the
management of this cohort of EC (detecting the
sub-cohort of patients at “high” intermediate
risk) and subsequently may improve their prog-
nosis that usually appears very different from
the one estimated at “low” intermediate risk.

Interestingly, research has recently focused on
post-transcriptional molecular markers invo-
Ived in oncological prognosis of patients affect-
ed by EC. FGFRs (fibroblast growth factor recep-
tors) are implicated in tumour cell proliferation,
migration ad survival. New therapeutic agents
were proposed with the aim to inhibit FGFR in
order to reduce the aggressiveness of endome-
trial cancer [19].

Similarly, treatments using antagonists of vas-
cular endothelial growth factor (VEGF) have
been proposed with intent to reduce neo-angio-
geneses and recurrence [20].

Post-transcriptional abnormalities are probably
linked also to the different tumour responses to
adjuvant treatment. The over-expression of pro-
gesterone receptors, b-catenin and hypoxia
inducible factor 1 alpha (HIF 1¢) are more com-
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mon in EC showing radio-resistance and poor
prognosis due to disease progression despite
adjuvant treatment [15, 21].

The mechanism trough these post-transcrip-
tional changes reduce the radio-sensitivity of
neoplastic EC cells are linked to the ability to
produce tissue hypoxia, reducing in this way the
radio-induced oxidative cells damage [21].

On this basis, post-transcriptional investigation
could represent a possible detection of patients
that may benefit from chemotherapy more than
radiotherapy.

A possible chemo-radio association in perform-
ing adjuvant treatment has already been pro-
posed by GOG and PORTEC studies for interme-
diate risk patients without any information
about cancer molecular pattern.

In GOG study LVSI is reported to be the most
significant risk factor to individuate high risk
patients while PORTEC considers “high” inter-
mediate risk patients presenting at least 2 risk
factors: age above 60, outer half myometrium
invasion and grade 3 neoplasm [22-24].

Even if the classical validated risk factors
remain the “cornerstone” in risk assessment,
adjuvant treatments and follow up planning
after surgery, the molecular investigation of
estimated intermediate risk EC could represent
a “keystone” to solve and avoid the “oncologic
dilemma” of cases in which the observed prog-
nosis results very different from the expected
one.

Only a detailed molecular evaluation of these
cases could allow a more specific treatment
targeting, leading to an individualized therapy
and low recurrence risk. The importance of
recurrence risk reduction is linked to difficulties
in both their early detection and appropriate
management. The delay in diagnosis as well as
the performance of not adequate treatment
can potentially make the prognosis of these
cases worst that the one detected in case of
uterine sarcoma or mixed mdllerian tumors
[25, 26].

Conclusions

Estimated intermediate risk endometrial can-
cer still represents a challenge for gynaecologic
oncologists. Its behaviour can be very aggres-
sive and depend upon clinical, molecular and
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pathological features that are not fully under-
stood. A better understanding of prognostic
factors could influence the choice between lym-
phadenectomy, adjuvant and complementary
therapies.

Adequate definition of sub-class of risk and
“individualized treatment” are fundamental in
order to avoid under-treatment and, conse-
quently, poor prognosis.
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