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Abstract

Objective: To review the evidence relating to the use of adjuvant
therapy after surgical treatment for endometrial cancer.

Options: Women with endometrial cancer can be given the option of
receiving adjuvant radiotherapy and/or chemotherapy according to
pathologic findings at time of surgery.

Outcomes: The outcomes measured are postoperative progression-
free and overall survival in endometrial cancer patients.

Evidence: Published literature was retrieved through searches of
PubMed, CINAHL, and The Cochrane Library, using appropriate
controlled vocabulary (e.g., endometrial neoplasms) and key
words (e.g., endometrium cancer, endometrial carcinoma).
Results were restricted to systematic reviews, randomized
control trials/controlled clinical trials, and observational studies.
There were no date or language restrictions. Searches were
updated on a regular basis and incorporated in the guideline to
December 31, 2011. Grey (unpublished) literature was identified
through searching the websites of health technology assessment
and health technology assessment-related agencies, clinical
practice guideline collections, clinical trial registries, national and
international medical specialty societies, and recent conference
abstracts.

Values: The quality of evidence was rated using the criteria described
in the Report of the Canadian Task Force on Preventive Health
Care (Table 1).

Benefits, harms, and costs: This guideline is intended to help
standardize postoperative treatment of endometrial cancer and
minimize undertreatment and overtreatment.

Validation: The guideline was reviewed for accuracy by content
experts in pathology, radiation oncology, and medical oncology.
Guideline content was also compared with relevant documents
from the American Congress of Obstetricians and Gynecologists.
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This document reflects emerging clinical and scientific advances on the date issued and is subject to change. The information
should not be construed as dictating an exclusive course of treatment or procedure to be followed. Local institutions can dictate
amendments to these opinions. They should be well documented if modified at the local level. None of these contents may be
reproduced in any form without prior written permission of the SOGC.
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Table 1. Key to evidence statements and grading of recommendations, using the ranking of the Canadian Task Force
on Preventive Health Care

Q

uality of evidence assessment*

Classification of recommendationst

Evidence obtained from at least one properly randomized
controlled trial

1I-1:  Evidence from well-designed controlled trials without

randomization

II-2: Evidence from well-designed cohort (prospective or

retrospective) or case—control studies, preferably from
more than one centre or research group

1I-3: Evidence obtained from comparisons between times or

places with or without the intervention. Dramatic results in
uncontrolled experiments (such as the results of treatment with
penicillin in the 1940s) could also be included in this category

Opinions of respected authorities, based on clinical experience,
descriptive studies, or reports of expert committees

A

L.

There is good evidence to recommend the clinical preventive action
There is fair evidence to recommend the clinical preventive action

. The existing evidence is conflicting and does not allow to make a
recommendation for or against use of the clinical preventive action;
however, other factors may influence decision-making

There is fair evidence to recommend against the clinical preventive action

There is good evidence to recommend against the clinical preventive
action

There is insufficient evidence (in quantity or quality) to make
a recommendation; however, other factors may influence
decision-making

*The quality of evidence reported in these guidelines has been adapted from The Evaluation of Evidence criteria described in the Canadian Task Force on
Preventive Health Care.?®

tRecommendations included in these guidelines have been adapted from the Classification of Recommendations criteria described in the Canadian Task Force
on Preventive Health Care.?

SUMMARY STATEMENTS

Stage | Intermediate-Risk Endometrial Cancers

External beam pelvic radiotherapy
1.

Pelvic radiation has been shown to reduce local recurrence in low-
to intermediate-risk endometrial carcinoma. (lI-1)

Pelvic radiation has been shown to reduce local pelvic and
vaginal recurrences in intermediate- to high-risk endometrial
carcinoma. (lI-1)

Vaginal brachytherapy
3.

Vaginal brachytherapy alone in the treatment of women with
intermediate- to high-risk endometrial cancer has been shown to
have outcomes in local control and overall survival that are similar
to those of pelvic radiotherapy in a well-defined intermediate- to
high-risk group. (I)

Vaginal brachytherapy has the same outcome as external beam
radiotherapy with respect to overall survival in the defined
intermediate- to high-risk group. (I)

Chemotherapy
5.

Chemotherapy has not been well studied in stage | intermediate-
to high-risk endometrial cancers. There is no strong evidence

for or against chemotherapy in this population at present. The
benefits of chemotherapy in addition to adjuvant radiotherapy
specifically in surgically stage | patients with high-risk features are
not clearly defined. (ll1)

ABBREVIATIONS
GOG Gynecologic Oncology Group

PORTEC Postoperative Radiation Therapy for Endometrial

Carcinoma
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Expectant Management

6. Patients in the intermediate-risk category who are managed
expectantly have a higher recurrence rate than those who
are treated, although there has not been a lack of survival
benefit demonstrated. Patients who are managed expectantly
report higher scores in quality of life studies because of less
gastrointestinal toxicity. (11-3)

Advanced Stage (Il to IV) Endometrial Cancer

7. Chemotherapy with cisplatin and doxorubicin or carboplatin and
paclitaxel has demonstrated efficacy in advanced uterine cancer
in published phase Il studies. (l1-2)

RECOMMENDATIONS

Stage | Low-Risk Endometrial Cancers
1. As risk for recurrent disease is low in this patient group, no further
treatment should be given after definitive surgery. Regular follow-

up should be performed to monitor for signs and symptoms of
recurrences. (II-1B)

Advanced Stage (Il to IV) Endometrial Cancer

2. Treatment of these patients should be tailored according to
disease distribution and local treatment practices. (II-2C)

The abstract of this document
was previously published in:

J Obstet Gynaecol Can 2013;35(4):375-376
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INTRODUCTION

linically significant prognostic indicators in patients with

endometrial cancer are FIGO stage, histopathologic
tumour type, tumour grade, depth of myometrial invasion,
extent of lymph vascular space involvement, and patient
age.! These factors form the basis for subsequent treatment
planning and follow-up.

1n 2009, the FIGO staging system for endometrial carcinoma
was revised. All studies discussed in this document used the
1988 staging classification. Recommendations are based on
existing literature using the 1988 FIGO staging classification
(Appendix 1).

Published studies have frequently categorized stage I
endometrial cancer patients as low-risk, intermediate-
risk, and high-risk for recurrence on the basis of surgical
pathologic findings. Recommendations for adjuvant therapy
are based on the estimated risk for disease recurrence.

Although the exact definition of risk for patients with stage I
disease varies between studies, the low-risk group is generally
defined as pathologic stage IA, grade 1 and 2 endometrioid
adenocarcinoma, with no or minimal myometrial invasion.
The 5-year risk of recurrence for patients in this low-risk
category is between 2% and 10%.!

The stage 1 intermediate-risk group has been defined
differently in vatious randomized trials as shown in Table 2.
Generally speaking, this includes patients with grade 1 or
2 adenocarcinoma with more than 50% invasion or grade 3
tumours with superficial invasion and the presence of extensive
lymph vascular space invasion in the uterine specimen. Being
age 60 or over is also a risk factor. The 5-year risk of recurrence
for patients in this group is as high as 20% to 25%.'

The high-risk group includes all patients with deep
cervical stromal involvement or stages III and IV disease,
including all aggressive histologies such as serous or clear
cell.! Treatment options for advanced stage endometrial
cancer (stage 11 with deep cervical stromal invasion to 4 cm)
should be individualized and may include chemotherapy,
radiotherapy, or a combination of both. The 5-year tisk of
recurrence for patients in this risk group is between 30%
and 65%. The 5-year survival rate for this group is up to
58% for stage I1I and up to 15% for stage IV."”

TREATMENT OPTIONS FOR
MANAGEMENT OF LOW-RISK STAGE |
ENDOMETRIAL ADENOCARCINOMA

As risk for recurrent disease is low in this patient group,
no further treatment is recommended. A regular follow-
up plan should be recommended to monitor for signs and
symptoms of recurrences (Appendix 2).

TREATMENT OPTIONS FOR MANAGEMENT
OF STAGE | INTERMEDIATE-RISK
ENDOMETRIAL ADENOCARCINOMA

Eight randomized trials have been published that address
mainly treatment strategies for patients with low- and
intermediate-risk uterine cancer (Table 2). Treatment
options considered for low- and intermediate-risk
endometrial cancer included observation alone, vaginal
brachytherapy, pelvic radiation, both modalities together,
chemotherapy alone, and chemotherapy and radiation

therapy together.

SURVIVAL OUTCOMES FOR STAGE |
INTERMEDIATE- AND HIGH-RISK
ENDOMETRIAL CANCER

The summary of clinical outcomes from the randomized
trials is shown in Table 3.

Available randomized trials do not indicate a survival
advantage to adjuvant pelvic radiation in intermediate-
risk endometrial cancer patients, staged or unstaged.
Seven of the published randomized trials did not have a
positive finding regarding overall survival for any of the
treatment options investigated in the management of
intermediate-risk uterine carcinoma.”™>'*"* There were
significant differences, however, with respect to recurrence
rates in the studies that compared pelvic radiotherapy
with observation or wvaginal brachytherapy, favouring
the radiation arm. A recent meta-analysis and Cochrane
Review determined that pelvic external beam radiotherapy
reduced locoregional recurrence by 72% (RR 0.28) with
an absolute risk reduction of 6%. The number needed to
treat to prevent 1 locoregional recurrence is 16.7 patients.
The reduction in locoregional recurrence did not reduce
the risk of distant recurrence or death from endometrial
cancer.” The study by Hogberg et al.' included stage IA
to IC grades 2 to 3, and stage II and III patients. They
were randomized between pelvic radiotherapy and pelvic
radiotherapy plus chemotherapy with doxorubicin and
cisplatin or paclitaxel and carboplatin according to the
preference of the treating physicians. The combined
analysis indicated a survival benefit with a 36% reduction
in the risk for relapse or death.

The major criticism of the Hogberg et al. study is that it
combines 2 cohorts that have heterogeneous patient
populations at different disease stages, making it difficult to
determine at which risk level patients benefited most from
additional chemotherapy. Furthermore, the chemotherapy
regimen used was chosen in a non-randomized fashion.
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Table 2. Randomized studies in the adjuvant treatment of intermediate risk endometrial cancer

Author Patients, n  Study population Control arm Intervention arm Surgical treatment
Aalders et al.* 540 Stage | Vaginal Vaginal TAH/BSO
adenocarcinoma brachytherapy brachytherapy plus
pelvic radiation
Creutzberg et al.”® 715 Stage IC G1, IB, Observation Pelvic radiation TAH/BSO
C G2 1AG3
Keys et al.® 448 IB/IC/II Observation Pelvic radiation TAH/BSO pelvic and
All node negative aortic node dissection
Susumu et al." 385 IC-llIC Pelvic radiation Chemotherapy with TAH/BSO pelvic and
Stage IC/Il made up 75% of CAP aortic node dissection
study population
Kuoppala et al.” 159 IA/B G3 Pelvic radiation Pelvic radiation plus ~ TAH/BSO pelvic node
IC-lIA G1,2,3 3 cycles of CAP dissection
Blake et al.? 905 IA/B G3 Observation Pelvic radiation TAH/BSO = pelvic
ASTEC/ENS IC G1,2,3, serous, clear (50% received node dissection
cell + positive pelvic nodes  brachytherapy)
Nout et al.? 427 Age 2 60 + stage IC grade | External beam Vaginal TAH/BSO
PORTEC -2 or2 or IB grade 3 radiotherapy brachytherapy
Or stage IIA any age
Hogberg et al.™ 540 Stage |, no residual Pelvic radiotherapy 4 cycles of TAH/BSO
INSGO-EC-9501/ postoperative tumour, Brachytherapy doxorubicin/cisplatin ~ Lymphadenectomy
EORTC-5591 later amendment to add optional or paclitaxel/ optional

occult stage I, stage IlIA
(cytology) and IIIC, pelvic
nodes only (237 patients)

carboplatin

(MD choice) and
pelvic radiation
Brachytherapy
optional

TAH: total abdominal hysterectomy; BSO: bilateral salpingo-oopherectomy; CAP: cyclophosphamide-doxorubicin-cisplatin;
ASTEC-ENS5: Adjuvant external beam radiotherapy in the treatment of endometrial cancer; NSGO-EC: Nordic Society for Gynecological Oncology-Endometrial

Cancer; EORTC: European Organisation for Research and Treatment of Cancer

Subgroup analyses performed in some studies have
hypothesized that some high-risk categories of patients
may be at increased risk of poor outcome and may benefit
from adjuvant treatment, although subgroup analyses are
hypothesis-generating only and should not form the basis
for treatment recommendation.

The study by Aalders et al. found that a high-risk subgroup
of stage I endometrial cancer patients with grade 3
disease infiltrating greater than 50% of the myometrium
may benefit from adjuvant radiation. In this subgroup of
patients who received pelvic radiotherapy, pelvic relapses
were decreased from 20% to 4.4% with a 10% absolute
survival advantage.*

The PORTEC study identified a high- to intermediate-
risk group defined as patients over 60 years of age with
stage IC, grade 1 to 2 tumours or patients with stage 1B,
grade 3 tumours. The rate of locoregional recurrence in
this group of patients was 19% without radiotherapy, and
was reduced to 5% with radiotherapy.” An 8-year follow-up
study of PORTEC found that the majority of locoregional
recurrences were located in the vagina, primarily at the
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vault. An 89% complete remission was obtained with
treatment consisting primarily of external beam and
brachytherapy treatment. The 3-year survival after vaginal
relapse was 73%. The 5-year survival after vaginal relapse
was 65% in the control arm compared with 43% in the
radiation arm.” The results of the PORTEC-2 study
indicate that vaginal brachytherapy had the same outcome
as external beam radiotherapy regarding overall survival in
the defined high- to intermediate-risk group.? The study
also indicated that gastrointestinal toxicity was significantly
reduced in the vaginal brachytherapy arm compared with
the external beam radiotherapy arm of 13% versus 54%,
resulting in an improved quality of life score in the vault
brachytherapy arm.'s

The GOG 99 study published by Keys et al. addressed
node negative endometrial cancer treatment. This study
determined that the 2-year cumulative incidence of
recurrence was 12% in the no-treatment arm and 3% in
the radiation arm.” The treatment difference was most
noted in the intermediate- to high-risk group in GOG 99,
which was defined as:
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Table 3. Outcomes of studies in adjuvant treatment of intermediate risk endometrial cancer

Local recurrence

Local recurrence

Overall survival Overall survival

Author control arm, % intervention arm, % control arm, % intervention arm, %
Aalders et al.4 6.9 1.9 91 89 (NS)
Creutzberg et al.? 14 4 85 81 (NS)
Keys et al.® 12, IHR 26 3,IHR 6 86 92 (NS)
Susumu et al. 85 86 (NS)
Kuoppala et al."® 85 82
Blake et al."? 84 84 (NS)
ASTEC/ENS
Nout et al.2 1.6 vaginal recurrence 1.8 vaginal recurrence 79.6 84.8 (NS)
PORTEC-2 2.1 locoregional 5.1 locoregional
recurrence recurrence
Hogberg et al.™ 72 79
HR 0.64
(95% CI 0.41 to 0.99)
P=0.04

NS: not significant; IHR: intermediate- to high-risk; ASTEC/EN5: Adjuvant external beam radiotherapy in the treatment of endometrial cancer

1. Patients who are age 70 or older and any I of the
following risk factors:
— Tumour grade 2 or 3
— Outer third myometrial invasion
— Presence of lymphovascular space involvement.

2. Patients 50 years of age or older and any 2 of the risk
factors described above.

3. Patients of any age and all 3 factors described above.

The high- to intermediate-risk group had a cumulative
incidence of recutrrence of 26% in the no-treatment arm
versus 6% in the radiation arm. Overall survival was not
affected, with a 4-year survival of 86% in the observation
arm versus 92% in the radiation arm (P = 0.557).°

The meta-analysis and Cochrane Review also found a
trend to improved survival with the addition of radiation
in patients with at least 2 risk factors (age, lymphovascular
space involvement) including grade 3 and stage IC disease.
A subgroup analysis that combined the results from the
studies by Aalders et al.* and Keys et al.” found a trend
towards reduction of death from endometrial carcinoma.
The relative risk of death from endometrial cancer was

0.65 (95% CI 0.38 to 1.14, P = 0.13).°

In summary, randomized trials have not indicated a survival
advantage with adjuvant pelvic radiation in the intermediate-
to high-risk patient group. Subgroup analysis is suggestive
of a potential overall survival benefit from locoregional
radiotherapy. Vaginal brachytherapy alone in the treatment
of women with intermediate- to high-risk endometrial
cancer has been shown to have an outcome in local control

and overall survival similar to that of pelvic radiotherapy in
a well-defined intermediate- to high-risk group.

TREATMENT OPTIONS FOR ADVANCED STAGE
(I TO IV)/HIGH-RISK ENDOMETRIAL CANCER

Various combinations of surgery, chemotherapy, and
radiotherapy have been studied for the treatment of advanced
stage or high-risk endometrial cancer in view of the relatively
high likelihood of recurrences after surgery. Commonly used
chemotherapeutic agents include doxorubicin, cisplatin, and
paclitaxel. External beam radiotherapy and whole abdominal
therapy have also been evaluated. A summary of current
published randomized trials in patients with advanced
stage, high-risk endometrial cancer is shown in Table 4.
The corresponding survival outcomes of these randomized
studies are shown in Table 5. There is no clearly identified
supetior treatment regimen showing significant survival
advantage in patients with advanced and metastatic disease,
with the exception of a single study comparing doxorubicin
and cisplatin with doxorubicin and cisplatin and paclitaxel
that reported a 3-month survival benefit."”® A combination
regimen of cisplatin and doxorubicin has demonstrated
improved response rates. Chemotherapy appears to offer a
survival benefit over whole abdominal radiation in stage 111
disease, although there has been some criticism of the dose
of radiation used.”

Many centres use a multimodality treatment with
chemotherapy and radiation in advanced stage disease.
Clinical trial involvement should be encouraged for this

group of patients.

APRIL JOGC AVRIL 2013 ® S5
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Table 4. Randomized studies in treatment of high risk/advanced stage endometrial cancer

Author/year Patients, n Study population Control arm Intervention arm
Fleming et al."” 317 Advanced uterine carcinoma Cisplatin and doxorubicin 24 hour paclitaxel and
and pelvic radiation doxorubicin and GCSF and
n=157 pelvic radiation
n =160
Fleming et al."® 263 Advanced uterine carcinoma Doxorubicin/cisplatin Doxorubicin/paclitaxel/
cisplatin
Thigpen et al.8 281 Stage I1l/IV; recurrent disease Doxorubicin Doxorubicin and cisplatin
Maggi et al.” 345 ICG3; lIG3 > 50% External beam pelvic Cisplatin and doxorubicin and
myometrial invasion; stage Il radiation cyclophosphamide for 5 cycles
Randall et al.® 422 Stage lll/IV; £ 2 cm residual Whole abdominal radiation =~ Doxorubicin and cisplatin
disease n =202 n=194
Hogberg et al.™ 157 1B, IA-C Pelvic radiation Cisplatin and doxorubicin

MaNGO ILIADE-III

Exclude serous and clear cell

plus pelvic radiation

GCSF: granulocyte-colony stimulating factor; MaNGO: Mario Negri Institute

TRENDS IN CHEMOTHERAPY OPTIONS
FOR ADVANCED UTERINE CANCER

Because of the safety and efficacy of carboplatin and
paclitaxel in the management of other gynaecologic
malignancies, there is an interest in using this regimen as
first-line treatment in patients with advanced endometrial
cancer. Six phase II studies have been published of
previously untreated patients with advanced disease with
overall response rates ranging from 40% to 63%."*

The Gynecologic Oncology Group has 2 ongoing phase
11T studies addressing the question of first-line carboplatin
and paclitaxel treatment:

1. GOG 249: Phase I1I study of pelvic radiation
therapy versus vaginal cuff brachytherapy followed
by paclitaxel and/or carboplatin chemotherapy
in patients with high-risk early stage endometrial
cancet.

2. GOG 258: Randomized phase 111 trial of cisplatin
and tumour volume directed irradiation followed
by carboplatin and paclitaxel versus carboplatin and
paclitaxel for optimally debulked advanced endometrial
cancer.

SUMMARY

Adjuvant therapy should be designed according to patient’s
physical status, disease stage, and surgical-pathologic
findings to estimate risk of recurrence. Appropriate use of
adjuvant radiotherapy and/or chemotherapy after surgery
can improve local control and progression-free survival.
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SUMMARY STATEMENTS

Stage | Intermediate-Risk Endometrial Cancers

External beam pelvic radiotherapy

1. Pelvic radiation has been shown to reduce local
recurrence in low- to intermediate-trisk endometrial
carcinoma. (II-1)

2. Pelvic radiation has been shown to reduce local pelvic
and vaginal recurrences in intermediate- to high-risk
endomettial carcinoma. (11-1)

Vaginal brachytherapy

3. Vaginal brachytherapy alone in the treatment of women
with intermediate- to high-risk endometrial cancer
has been shown to have outcomes in local control
and overall survival that are similar to those of pelvic
radiotherapy in a well-defined intermediate- to high-risk
group. (I)

4. Vaginal brachytherapy has the same outcome as ex-
ternal beam radiotherapy with respect to overall survival
in the defined intermediate- to high-risk group. (I)

Chemotherapy

5. Chemotherapy has not been well studied in stage I
intermediate- to high-risk endometrial cancers. There is
no strong evidence for or against chemotherapy in this
population at present. The benefits of chemotherapy
in addition to adjuvant radiotherapy specifically in
surgically stage I patients with high-risk features are not
cleatly defined. (I1I)

Expectant Management

6. Patients in the intermediate-risk category who are
managed expectantly have a higher recurrence rate
than those who are treated, although there has
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Table 5. Outcomes of studies in the treatment of high risk/advanced stage endometrial cancer

Author Survival Control Arm Survival Intervention Arm P
Fleming et al.”” 7.2 months median PFS 6 months median PFS NS
12.6 months median OS 13.6 months median OS
Fleming et al."™® 12.3 months 15.3 months <0.05
Thigpen et al.® 25% response rate 42% response rate 0.004
3.8 months median PFS 5.7 months median PFS NS
9.2 months median OS 9.0 months median OS NS
Maggi et al.” 78% 3 yr OS 76% 3 yr OS
69% 5 yr OS 66% 5 yr OS NS

62% 7 yr OS

62% 7 yr OS

Randall et al.® 42% 5 yr predicted survival Stage adjusted death hazard ratio favours AP <0.01
0.68 (95% CI 0.52 to 0.89)
55% 5 yr predicted survival
Homesley et al.® 62% 3 year recurrence free 64% 3 year recurrence free NS
subgroup analysis—50% reduction in risk of
recurrence or death among people without
gross residual disease
Hogberg et al.™ 61% 74% 0.10
MaNGO ILIADE-III HR 0.61

(95% C10.33t0 1.12)

PFS: progression-free survival; OS: overall survival; MaNGO: Mario Negri Institute

not been a lack of survival benefit demonstrated.
Patients who are managed expectantly report higher
scores in quality of life studies because of less
gastrointestinal toxicity. (II-3)

Advanced Stage (Il to IV) Endometrial Cancer

7. Chemotherapy with cisplatin and doxorubicin or
carboplatin and paclitaxel has demonstrated efficacy
in advanced uterine cancer in published phase I1I
studies. (II-2)

RECOMMENDATIONS

Stage | Low-Risk Endometrial Cancers

1. As risk for recurrent disease is low in this patient
group, no further treatment should be given after
definitive surgery. Regular follow-up should be
performed to monitor for signs and symptoms of
recurrences. (II-1B)

Advanced Stage (Il to IV) Endometrial Cancer

2. Treatment of these patients should be tailored
according to disease distribution and local treatment
practices. (II-2C)
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APPENDIX 1. FIGO STAGING ENDOMETRIAL CARCINOMA

In 2009, the FIGO staging system was revised. The above mentioned studies were based upon the older FIGO
staging system. Both staging systems are included in this paper for ease of reference.

1988 FIGO Staging Endometrial Carcinoma

Stage la Tumor limited to the endometrium

Stage Ib Invasion to less than half of the myometrium

Stage Ic Invasion equal to or more than half of the myometrium

Stage lla Endocervical glandular involvement only

Stage Ilb Cervical stromal invasion

Stage llla Tumor invades the serosa of the corpus uteri and/or adnexae and/or positive cytological findings
Stage lllb  Vaginal metastases

Stage llic  Metastases to pelvic and/or para-aortic lymph nodes

Stage IVa  Tumor invasion of bladder and/or bowel mucosa

Stage IVb  Distant metastases, including intraabdominal metastasis and/or inguinal lymph nodes
2009 FIGO Staging Endometrial Carcinoma

1A Tumour confined to the uterus, less than 50 % myometrial invasion

1B Tumour confined to the uterus, more than 50% myometrial invasion

1l Cervical stromal invasion, but not beyond uterus

A Tumour invades serosa or adnexa

1B Vaginal and/or parametrial involvement

1c1 Pelvic node involvement

Hic2 Para-aortic lymph node involvement and/or pelvic lymph node involvement

IVA Tumour invasion bladder and/or bowel mucosa

VB Distant metastases including abdominal metastases and/or inguinal lymph nodes

APPENDIX 2. FOLLOW-UP AFTER PRIMARY THERAPY FOR ENDOMETRIAL CANCER

Adapted from the Program in Evidence Based Care, Cancer Care Ontario, Provincial Gynecology Cancer Disease Site
Group

Women who have had potentially curative treatment are divided into 2 categories:
1. Low risk of recurrence: stage IA, IB grade 1 or 2.

2. Higher risk of recurrence: Stage IA, IB grade 3, stage IC, advanced stage.

Recommendations

1. Patients should be counselled regarding signs and symptoms of potential recurrence including vaginal bleeding,
discharge, detection of a mass, abdominal distension, abdominal or pelvic pain, fatigue, diarrhea, nausea and/or
vomiting, persistent cough, swelling, and weight loss.

2. Patients at low risk should have a complete history taken and pelvic-rectal examination performed semi-annually
or annually for the first 2 years and annually for the next 2 years.

3. Patients at high risk should have a complete history taken and pelvic-rectal examination performed every 3 to 6
months for the first 3 years and semi-annually for the next 2 years.

4. Patients should be followed by a health care professional who is knowledgeable about the natural history of the
disease and who is comfortable performing a vaginal examination.

5. After 5 years of follow-up, patients can return to regular annual screening.

Follow-up with Pap smear, abdominal ultrasound, CT scan, or CA 125 is NOT recommended.
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