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Clinical practice guidelines have been developed after multi-disciplinary consensus based on 
best available literature. As the name suggests, these are to be used as a guide only. These 
guidelines do not replace physician judgment which is based on multiple factors including, but 
not limited to, the clinical and social scenario, comorbidities, performance status, age, available 
resources and funding considerations. The Saskatchewan Cancer Agency disclaims all liability 
for the use of guidelines except as expressly permitted by the Agency. No portion of these 
guidelines may be copied, displayed for redistribution to third parties for commercial purposes or 
any non-permitted use without the prior written permission from the Agency. 
 
Recommendations for drug treatment presented in the Agency’s guidelines for a cancer site 
may not reflect provincial cancer drug funding.  Please refer to the current Saskatchewan 
Cancer Agency drug formulary at www.saskcancer.ca for information on cancer drug listing and 
funding. 
 
Benefits and risk of the proposed treatment should be discussed with patient. 
 
Participating in clinical trials is encouraged when available. Involvement of a multidisciplinary 
team is strongly recommended.   
 

ENDOMETRIAL CANCER 
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1) Background and Epidemiology 
 
Endometrial cancer is the second most common gynecologic cancer worldwide and the most 
common gynecologic cancer in Canada (1, 2). Its incidence is on the increase because of 
increased life expectancy, increased use of Tamoxifen, and increased rates of obesity (3).  
Obesity increases the risk of endometrial cancer through its effect on circulating estrogen levels. 
Adipose tissue can convert androgens produced either by the ovaries or by the adrenal glands 
into estrogen. As a result, obese women have higher levels of estrogen which in turn over 
stimulates the uterus (3). A woman’s body mass index (BMI) can be directly linked to her risk of 
developing endometrial cancer. A BMI over 25 doubles the risk of cancer and a BMI over 30 
triples the risk of cancer (4, 5). 
 
Obesity rates are particularly high in the province of Saskatchewan. According to Statistics 
Canada 2004, the rate of obesity in Saskatchewan was 32.9% compared to 25.0% in the rest of 
Canada (2).  
 
Although the prognosis of endometrial cancer is generally good, the increased rate of this 
Cancer has been associated with a rising death rate. For patients with low-grade early stage 
disease, the 5 year survival is greater than 80%. For patients with high grade and more 
advanced disease, the 5 year survival is much worse (6).  
 
There are two categories of endometrial cancer (3). Type I endometrial cancer is characterized 
by estrogen driven low risk disease. Women with Type I endometrial cancers tend to have 
grade 1 disease and usually have an excellent prognosis. Risk factors for this type of cancer 
include use of exogenous estrogens, obesity, and polycystic ovarian syndrome. In contrast, type 
II endometrial cancers are more often high risk and associated with worse prognosis. This 
category includes grade 3 endometrial cancers as well as more rare subtypes of endometrial 
cancer such as clear cell and uterine papillary serous cancers (UPSC). UPSC is a particularly 
aggressive form of cancer where as many as 50% of women will be found to have metastatic 
disease at the time of diagnosis (7). Type II endometrial cancer patients often have a family 
history of other cancers, including colon, endometrial, and ovarian cancer. Type II endometrial 
cancers are not estrogen driven. Mutations in a p53 tumour suppressor gene have been shown 
to play a role in this type of endometrial cancer.  
 
Endometrial cancer usually presents in menopausal and post-menopausal women. The 
incidence peaks at the age of 63. However, 10 to 25% of Endometrial Cancer cases occur in 
pre-menopausal women and 2-5% in women under the age of 40 (8, 9). Up to 25% of these 
younger women may have either a synchronous primary ovarian cancer or metastases to the 
ovaries (10).  
 
2)  Risk Factors for Endometrial Cancer 
 
Risk factors for endometrial cancer are summarized in Table 1: 
 
Risk Factor  Relative Risk  
Unopposed estrogen replacement  2 to 10  
Obesity  10 (and varies with degree of obesity)  
Nulliparity 2 
Late Menopause (at age over 55) 2.4 
Chronic anovulation 3 
Diabetes  2.8 
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HNPCC syndrome Up to 50% lifetime risk  
Tamoxifen use  6 to 8  
Ref: 11 
 
3)  Diagnosis of Endometrial Cancer 
 
Early detection of Endometrial Cancer is facilitated by the fact that most women will present with 
irregular vaginal bleeding or post-menopausal bleeding. Diagnosis is generally straight forward 
and can be made by either office endometrial biopsy or by operative D&C (7). Both procedures 
are equally effective in the diagnosis of the disease and the sensitivity for both tests is greater 
than 90% (12, 13).  
 
Office endometrial biopsy has the following advantages over standard D&C:  
1. Low cost for the health care system 
2. No or little anesthesia needed 
3. Less traumatic as it requires no or little cervical dilatation 
4. Can be done at the same time as initial consultation 
 
Office endometrial biopsy is not always obtainable in post-menopausal women owing to cervical 
stenosis (14). In that circumstance, the next diagnostic step is a D&C. If an office endometrial 
biopsy comes back negative or non-diagnostic and the patient continues to have bleeding, 
either the office biopsy should be repeated or another diagnostic modality employed (15).  
 
Hysteroscopy is often combined with D&C in the workup of abnormal or post-menopausal 
bleeding. It may provide additional information regarding benign processes causing bleeding but 
it has not been shown to increase the yield for diagnosing endometrial cancer and it does 
increase the cost of initial diagnosis (16).  
 
Ultrasound can help detect increased endometrial thickness which is associated with 
endometrial hyperplasia and cancer. However, ultrasound for endometrial thickness is not 
diagnostic for cancer and should not be used in place of office endometrial biopsies. In one 
review of women with type two endometrial cancers, only 65% had increased endometrial 
thickness on ultrasound (17). Furthermore, over 80% of asymptomatic women taking Tamoxifen 
will have increased endometrial thickness, usually caused by endometrial polyps and vacuoles 
rather then cancer (18).  
 
Women should be investigated for endometrial cancer when they have post-menopausal 
bleeding. Women who are pre-menopausal should also be investigated for endometrial cancer if 
they have menorrhagia and other risk factors as listed in table 1. Women who have increased 
endometrial thickness without bleeding should not be investigated for endometrial cancer (19). 
There is no evidence to support screening for endometrial cancer among the general 
population. Women who test positive for the Hereditary Non-Polyposis Colon Cancer gene 
should undergo screening (20). This topic will be discussed in another guideline.  
 
4)  Recommendations 
 
1. Women with post-menopausal bleeding should undergo endometrial biopsy to diagnose or 

rule out the presence of endometrial cancer. Office endometrial biopsy and biopsy by D&C 
are equally accurate. 

2. Women with menorrhagia and risk factors for endometrial cancer should also undergo 
endometrial biopsy. 
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3. Ultrasound should not be used as a diagnostic tool in the evaluation of post-menopausal 
bleeding or menorrhagia.   

 
5) The Role of Surgery in Endometrial Cancer 
 
Surgery is a fundamental part of the management of endometrial cancer. A SOGC guideline on 
the topic of surgery in Endometrial Cancer was published as recently as April of 2013 (21). The 
following will provide a summary of the arguments presented in that guideline. Emphasis will be 
given to the situation in Saskatchewan.  
 
There are two principle goals of surgery for endometrial cancer. The first is to remove the 
cancer and the second is to establish extent of disease (staging). While the former may be 
limited to simple hysterectomy and removal of the ovaries (HBSO), the latter is a much more 
involved surgery that includes pelvic washings, omental biopsy or complete omentectomy, 
pelvic lymph node dissection, and para-aortic dissection (21) . 
 
In Canada there is currently no specific guideline regarding extent of surgery for endometrial 
cancer and patterns of practice vary across the country (22). Whereas there is agreement on 
the approach to patients with pre-operative high-risk disease (grade 3 and high-risk histological 
subtypes), there is considerable controversy regarding the surgical management of pre-
operative grade 1 and even pre-operative grade 2 disease (23). Approaches to the patient with 
presumed low risk disease include the following: 
 
1. HBSO and staging of all women 
2. HBSO alone without staging 
3. HBSO and selective staging based on additional risk factors determined either pre-

operatively or intra-operatively  
 
6)  Justification for HBOS and Staging Surgery 
 
The GOG protocol 33 published in 1987 demonstrated the need to move from clinical to surgical 
staging of endometrial cancer (24). In this study, 22% of patients with presumed clinical stage I 
disease were found to have disease outside the uterus and cervix. Pattern of spread was as 
follows: 12% had positive peritoneal cytology, 6% had adnexal metastases, 9% has positive 
pelvic lymph nodes, and 6% had positive para-aortic lymph nodes. Additional extra-uterine 
metastases, such as spread to omentum, were seen in 6% of patients. In addition, probability of 
spread was found to correlate highly with final tumour grade. This was particularly noticeable for 
lymph node involvement. Whereas the risk of nodal spread with grade 1 disease was only 3% 
for pelvic and 2% for para-aortic, the risk of nodal spread for grade 3 disease was 18% for 
pelvic and 11% for para-aortic.  
 
Subsequent studies have generally supported these findings. Simply put, a pre-operative clinical 
exam cannot be relied upon to determine the need for full staging surgery.  
 
Accurate tumour grading is required to determine the best course of action when a patient 
presents with a pre-operative diagnosis of endometrial cancer. Unfortunately, pre-operative 
tumour grading is not very reliable. Rates of tumour upgrading following surgery range from 15 
to 30% (25-28). In a review of cases from the Saskatoon Health Region, the rate of upgrading of 
pre-operative grade 1 disease was 29% (29). Thus, it is possible that choosing not to perform 
full staging surgery on patients with pre-operative grade 1 disease will result in a substantial 
proportion of patients receiving sub-optimal surgery. A recent review of patients with 
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‘preoperative’ Grade 1 disease found that 4% of patients had lymph node metastases, 10% had 
disease beyond the uterus, and 25% had other high-risk features (30). 
 
7)  Justification for HBSO Without Staging 
 
The majority of patients presenting with endometrial cancer have low risk good prognosis 
disease (31). In these patients, the risk of finding disseminated disease is quite low. Risk of 
lymph node metastases is only 2.8% in patients with true (post-operatively confirmed) grade 1 
endometrial cancer (22). Recent data suggests that adjuvant treatment recommendations can to 
a large extent influenced by factor independent of lymph node status i.e. depth of myometrial 
invasion, lymph vascular space involvement, cervical stromal involvement, final tumour grade, 
and patient age (31). Therefore, full staging of all patients with endometrial cancer is 
unnecessary and results in a substantial proportion of patients receiving more surgery than is 
required for their management (32).  A recent Cochrane review of lymphadenectomy in patients 
with endometrial cancer demonstrated that patients who underwent staging had a substantial 
increase in surgical morbidity without any survival benefit derived from lymphadenectomy 
component of the surgery (33).  
 
8)  HBSO and Selective Staging 
 
There are three maneuvers that can improve the prediction of the actual risk status in patients 
with endometrial cancer. These include pre-operative pathology review of endometrial biopsies, 
pre-operative MRI for determination of depth of myometrial invasion, and intra-operative 
determination of depth of myometrial invasion. The later can be combined with an intra-
operative frozen section to determine depth of myometrial invasion and tumour grade.  
Formal pathology review of endometrial biopsies can help clarify risk status. Unfortunately, 
manpower restraints may limit the ability of centres to do perform routine reviews on all patients 
(34, 35).  
 
Patients with grade 1 disease as a group only have an incidence of lymph node spread of 2.5%. 
However, those with grade 1 disease and deep myometrial invasion have an incidence of lymph 
node spread of 12% (36). Pre-operative use of MRI can accurately predict depth of myometrial 
invasion and can be used to triage patients between HBSO and HBSO with staging (37). A 
significant advantage of this approach would be that patients found to have less then 50% depth 
of myometrial invasion could be referred back to general gynecology for their surgery.  
 
Prediction of depth of myometrial invasion by Intra-operative inspection has limited sensitivity. 
The sensitivity can improve when inspection is combined with a frozen section analysis (38-42). 
Several centres now manage grade 1 and grade 2 disease using intra-operative frozen section 
to determine depth of myometrial invasion. Those patients found to have deep myometrial 
invasion go on to have full staging surgery (43-46).  
 
9)  Adequacy of Staging Surgery and Lymph Node Evaluation 
 
The primary purpose of staging surgery in any malignancy is to establish extent of disease. A 
popular belief is that staging surgery in of itself can improve survival. This has not been proven 
to be true. In fact, a recent randomized study addressing this question in women with 
endometrial cancer found that there was no direct survival benefit to patients who underwent 
lymphadenectomy versus those that did not (46). What staging surgery does provide is an 
accurate determination of prognosis and information that in turn guides adjuvant treatments 
designed to improve survival.  
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Lymphadenectomy is a major component of staging in endometrial cancer. To be accurate, the 
lymphadenectomy must remove the ‘sentinel lymph nodes’ or the first lymph nodes receiving 
lymphatic drainage from that anatomic region. Sentinel lymph node analysis has become a 
standard method of evaluating lymph node status in melanoma, and breast cancer. It is also 
proving to be accurate for staging of cervical cancer and early stage vulvar cancer (47-51). 
Results from initial research into sentinel lymph node mapping for endometrial cancer have 
been very promising (52-54).  
 
In lieu of sentinel lymph node analysis, the accuracy of lymph node evaluation remains 
dependent on two factors. The first is whether or not the lymphadenectomy is removing lymph 
nodes from the correct lymphatic regions. The second is whether or not enough lymph nodes 
have been moved to capture the metastases to these sites.   
 
Traditional thought on lymphatic spread has been that lymph node metastases occurs first to 
the pelvic lymph nodes and secondly to para aortic nodes (55). In the landmark GOG protocol 
33, the incidence of isolated spread to para-aortic nodes was only 2%. Hence, common practice 
has been to only perform para-aortic node dissections only in the setting of grade 3 disease or 
in patients with UPSC or clear cell cancers (56).   Recently there has been a shift in this 
approach towards including more extensive para-aortic lymph node evaluation in all patients 
with deep myometrial invasion and in any patients with grade 3 or high risk sub-types. This 
comes in part due to a review out of the Mayo clinic where Mariani et al systematically 
performed extensive staging on all their patients with endometrial cancer except those with 
grade 1 and 2 disease that had myometrial invasion ≤ 50% and tumour size ≤ 2cm (45).  An 
adequate para-aortic dissection required removal of lymph nodes up to the renal vessels. The 
mean number of pelvic lymph nodes removed was 36.5 and the mean number of para-aortic 
nodes removed was 17.4. Twenty-two percent of patients were found to have lymph node 
metastases. Of these, 51% had positive nodes in both the pelvic and para-aortic nodes, 33% 
had only pelvic nodes positive, and 16% had only para-aortic nodes positive.  Seventy-seven 
percent of patients with positive para-aortic nodes had involvement above the level of the IMA.  
Sentinel lymph node evaluation can help map sites of lymphatic spread and can help determine 
the need for full lymph node evaluation. Studies of sentinel lymph nodes in endometrial cancer 
have demonstrated that the most common site of sentinel nodes are at intra-iliac space (the 
bifurcation of the common iliac artery) and that isolated para-aortic sentinel nodes are rare (52, 
53).  
 
Lymph node counts have become a surrogate marker for adequacy of lymph node evaluation in 
other malignancies such as breast and colon cancer. The American Society of Clinical Oncology 
(ASCO) and Cancer Care Ontario have recommended that ≥12 lymph nodes be removed during 
surgical resection of colonic cancers (57). There are currently no specific guidelines on what 
determines an adequate lymph node evaluation in endometrial cancer. However, recent data 
has emerged that helps distinguish the need for full lymph node evaluation rather then lymph 
node sampling.  
 
Several studies have looked at the extent of lymph node evaluation in endometrial cancer (46, 
58-61). They found that there was a definite correlation between the extent of lymph node 
dissection and the likelihood of finding metastatic lymph nodes. They did not demonstrate a 
direct survival benefit from extensive lymphadenectomy. Detailed summaries of these studies 
are provided in in Appendix 1. 
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Summary 
 
Lymph node counts do correlate with the probability of finding metastatic disease. The higher 
the lymph node count, the greater the probability of identifying spread of disease to these areas. 
It remains difficult to state exactly how many lymph nodes must be removed for a 
lymphadenectomy to be adequate. However, removal of less than 10 lymph nodes halves the 
probability of finding existing stage IIIC disease. Removal of greater than 25 lymph nodes does 
not substantially increase the probability of finding existing stage IIIC disease.   
 
10)  Surgical Approach: Laparoscopy versus Laparotomy 
 
The traditional surgical approach to endometrial cancer has been via laparotomy. Over the past 
decades, considerable progress has been made in the use of the laparoscopic approach for all 
types of gynecologic surgery. A Cochrane review comparing laparoscopy with laparotomy in 
endometrial cancer found no difference in the risk of death from disease or recurrence between 
the two approaches (HR = 1.14, 95% confidence intervals: 0.62-2.10 and HR = 1.13, 95% 
confidence interval: 0.9 to 1.42 for overall survival and recurrence free survival respectively). 
Furthermore, the rate of severe post-operative events was lower in the laparoscopic approach 
(RR = 0.58, 95% CI: 0.37 to 0.91). Hospital stay was also notably shorter with laparoscopic 
surgery (62).  
 
11)  Advanced Disease 
 
The traditional approach to patients with advanced disease has been to offer palliative 
treatments (63). However, more recent approaches at surgically debulking patients with 
advanced endometrial cancer have shown that survival improves when patients are optimally 
debulked (have the majority of their tumour removed) (63, 64). Recently, Randall et al 
demonstrated improved survival in patients with advanced disease who were optimally debulked 
to less than 2 cm residual disease when they subsequently received aggressive chemotherapy 
(65).  
 
12)  Pre-Operative Investigations 
 
There are few indications for extensive pre-operative investigation in patients with an 
established diagnosis of endometrial cancer. Routine investigations should include a chest X-
ray to rule out obvious metastatic disease and routine labs that will establish fitness for surgery.  
 
Pre-operative CT scan may help establish the presence of gross lymphadenopathy but should 
not be ordered on a routine basis. Magnetic Resonance Imaging (MRI) has been shown to help 
establish depth of myometrial invasion and spread to the cervix. Pre-operative knowledge of 
myometrial invasion can be the determinant of whether or not a patient needs full staging 
surgery versus HBSO. In a meta-analysis of current studies the likelihood ratios for deep 
myometrial invasion in patients with Grade 1, 2, and 3 endometrial cancers were 13%, 35%, 
and 54% pre MRI. Likelihood ratios were increased to 60%, 84%, and 92% for positive MRI 
results and decreased to 1%, 5%, and 10% for negative MRI results (66). The use of MRI to 
determine need for lymphadenectomy has been shown to be cost effective [67].  A recent 
review at the University of Saskatchewan found that MRI was 90% sensitive in detecting the 
presence of deep myometrial invasion and 93% predictive of the absence of deep myometrial 
invasion (68). Individual centres may wish to use pre-operative MRI as a means of deciding 
between these two surgical options.  
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13)  Recommendations 
 
1. Patients found to have endometrial caner should be reviewed centrally and referred to a 

gyne-oncologist for triage, discussion and review at multi-disciplinary tumour board rounds.  
 

2. Most patients with pre-operative grade 1 disease do not require lymphadenectomy. 
However, pre-operative grading is unreliable. Individual centres should determine their 
approach to pre-operative low-risk disease.  

 
3. Patients with pre-operative grade 2 and grade 3 disease should undergo HBSO and full 

staging surgery.  
4. Lymph node evaluation should only be considered adequate if a minimum of ten lymph 

nodes are retrieved. Removal of 2 or 3 external iliac lymph nodes from either side of the 
pelvis is inadequate for proper decision making.  
 

5. Surgery for endometrial cancer can be carried out by either laparotomy or laparoscopy. The 
latter should be encouraged because it is associated with decreased surgical morbidity.  

 
6. Patients with advanced disease should be referred to gynecologic oncologists for debulking 

surgery and subsequent chemotherapy.  
 
14)  Adjuvant chemotherapy in Endometrial Cancer 
 
Following surgery, women with endometrial cancer may be advised to have adjuvant 
radiotherapy, adjuvant chemotherapy, or both. The need for adjuvant treatment is determined 
by the post-operative risk category in which a patient is placed. Risk categories are determined 
according to the probability of recurrence. There are four post-operative risk categories: low risk, 
intermediate risk, high-intermediate risk, and high- risk. These risk categories are defined in 
Appendix 1.  
 
Studies on adjuvant chemotherapy in high-risk endometrial cancer have to date been quite 
heterogeneous. Both the populations studied and the treatments given have varied 
considerably. Kupets et al recently published a summary of these studies. This SOGC guideline 
from 2013 concluded that the current evidence does not support the routine use of 
chemotherapy in women with high-risk endometrial cancer (69). However, the review did 
conclude that the combination of Carboplatin and Paclitaxel should become the chemotherapy 
protocol of choice. This is because the pooled response rates to this combination ranged from 
40 to 63%. The guideline also mentioned that there are two ongoing randomized studies 
designed to better delineate the role of adjuvant chemotherapy in those patients who have a 
high risk of recurrence. One of these studies is looking at patients with high-risk stage I disease, 
while the other looks at patients who have presented with more advanced disease that has 
been optimally debulked (70,71).  
 
The most recent Cochrane Data Base review on the topic found 5 randomized controlled 
studies (RCTs) comparing chemotherapy versus no additional treatment in patients who had 
already received both surgery and radiation. The review also included 4 RCT studies that 
compared cisplatin based chemotherapy to radiation after surgery for endometrial cancer (72).  
The pooled number of patients in these studies was 2197. The Hazard Ratio (HR) for overall 
survival (comparing chemotherapy to no chemotherapy) in this pooled group was 0.74 (95% CI: 
0.64-0.89) and the HR for progression free survival was 0.75 95% (CI: 0.64-0.89). The absolute 
risk reduction gained by the addition of chemotherapy was 4% (95% CI: 1-8%). The number of 



Saskatchewan Cancer Agency Endometrium Cancer Guidelines  January 2013 
 

Page 9 of 20 

women that would need to be treated with chemotherapy in order to prevent one death (the 
NNT) was 25.  
 
The studies in the Cochrane review were complex and once again heterogeneous. Some 
aspects of these studies are summarized in Table 2: 
 
The Cochrane review also comments on trials that are currently underway. These trials include 
the GOG 249, the GOG 258, and the PORTEC III (70, 71, 79). 
 
Table 2: Summary of studies reviewed by Cochrane 2012 
 
Study Design Intervention Population Outcomes Bias  
NSGO-
collaborative 
Nordic (73) 

RCT Cisplatin & 
doxorubicin or 
epirubicin  

Initially stage only, 
then stage II and 
III included  

HR =0.88 
(95% CI: 
0.63-1.23) 

Changes to 
protocol during 
study  

EORTC 
55991 (73) 

RTC Same as NSGO Same as NSGO 
HR = 0.88 
(95% CI: 
0.63- 1.23)  
 

changes to 
protocol during 
study 
 

ManNGO 
(74) 

RTC 
doxorubicin & 
cisplatin versus no 
additional 
treatment  

advanced stage 
disease, 
exclusively 
endometroid 
histology 

HR = 0.88 
(95% CI: 
0.63- 1.23)  

Actually is 
pooled results 
of NSGO and 
the EORTC 
5591 

Kouppola et 
al 2008 (75) multi-centre 

RTC 
 

‘sandwich regimen 
of radiation and 
cisplatin, 
epirubicin, and 
cyclophosphamide 
versus radiation 
alone 

stage IA grade 3, 
stage IB to IIIa all 
grades 
 

HR = 0.88 
(95% CI: 
0.63- 1.23)  
 

 

GOG 34 (76) RTC Doxorubicin versus 
no additional 
treatment except 
XRT 

Women with 
clinical stage I or 
occult stage II who 
after hysterectomy 
had ‘high risk 
factors’ for 
recurrence 

HR = 0.88 
(95% CI: 
0.63- 1.23)  
 

patients with 
para-aortic 
metastases also 
received para-
aortic radiation   
 

GOG 122 
(65) 

RTC Doxorubicin and 
cisplatin for 7 
cycles versus 
whole abdominal 
radiation  

Stage IIIA and up, 
all histology types 

HR = 0.68 
(95% CI: 
0.51 to 
0.89) 

Included 
patients with up 
to 2 cm of 
residual 
disease, XRT 
dose could be 
ineffective for 
that volume 

GICOG (77) RTC Doxorubicin, 
cisplatin, & 
cyclophosphamide 
(CAP) x 5 cycles 
versus pelvic XRT 

High risk stage IB, 
to II, grade 3 

HR =0.88 
(95% CI: 
0.63-1.23) 
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JGOG 2033 
(78) 

Multicentre 
Japanese 
RTC  

CAP versus pelvic 
radiotherapy  

Stage IB to IIIC HR = 1.07 
(95% CI: 
0.66 to 
1.75) 

61% were stage 
IB, all grades 
included 

GOG 150 
(79) 

Meta-
analysis 

Cisplatin & 
Ifosfamide versus 
whole body 
irradiation  

Carcinosarcoma, 
all patients except 
those with hepatic 
disease or distant 
disease spread 

HR = 0.79 
(95% CI: 
0.35 to 
1.76)  

44% of patients 
had stage III or 
IV  

 
15)  Recommendations 
 
1. Adjuvant chemotherapy may be considered for both patients with high-risk stage I disease 

and for patients with more advanced disease. However, the number needed to treat in order 
to prevent 1 death from recurrence is 25 patients.  

 
2. The chemotherapy protocol of choice is Carboplatin and Paclitaxel.  Standard dosing and 

scheduling are as follows: Carboplatin AUC 5 or 6 and Paclitaxel 175 mg/ m2 given every 3 
weeks for 6 cycles.  

 
3. There are currently three trials underway addressing this topic. Centres may elect to await 

the results of those trials prior to establishing precise policies on adjuvant chemotherapy in 
high-risk endometrial cancer.  

 
 
16)  Adjuvant Radiation Treatment for Endometrial Carcinoma 
 
Adjuvant radiation remains an important component of managing endometrial cancer. 
Approximately a third of women diagnosed with endometrial cancer will receive some 
form of adjuvant radiation. The past decade has seen an increasing reliance on 
pathological risk factors to determine the need for and extent of radiation given.  
 
Risk adjusted management is based on the patients age, and pathological factors from the 
surgery. The pathological factors include tumour grade, histology, depth of myometrial invasion, 
and presence of lympho-vascular space invasion (LVSI). They also include components of the 
staging surgery such as lymph node status. These criteria are used to further stratify women 
into high- and low-intermediate risk groups. This is a heterogeneous group of pts.   
 
There are three basic risk categories used for determining adjuvant treatment. The Intermediate 
risk category can be further divided into two groups, intermediate risk and high-intermediate 
risk. The risk categories are summarized in Appendix 2 and the evidence for these risk 
categories is found in Appendix 3.  

 
 Low Risk (High likelihood of being cured without adjuvant therapy):  Less than 10% risk of 

recurrence. 

 Intermediate Risk (Less likely to be cured by surgery alone and could possibly benefit from 
post-operative treatment). This group of patients has an increased risk of locoregional 
relapse in the presence of high risk factors, but overall they are at low risk of distant 
metastases.) Risk of recurrence 10-29%. NB: High intermediate risk group would have 20-
30% of recurrence.  
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 High Risk (Definitely require adjuvant treatment to reduce the risk of recurrence). Greater 
than 30% risk of recurrence.  

Role of adjuvant radiation treatment in low risk group: 
 
Evidence for managing low risk group patients: 
There is evidence that patients in this category do not require adjuvant therapy and can be 
managed by routine follow up.   The risk of recurrence is less than 10% and in many situations, 
less than 5%.  Traditional follow up would include a checkup q3 months for one year, then q4 
months for one year and then q6months for three years. This protocol has been modified by 
many centres to just q6month follow up for two years.   
 
See Appendix 4. 
 
Role of adjuvant radiation treatment in intermediate risk group: 
The recurrence risk in this group ranges between 10 – 29%. Several studies have defined a 
high intermediate risk group. Evidence suggests that for the standard intermediate risk group 
most patients only require vaginal vault radiotherapy.  Adjuvant treatment of the high 
intermediate risk group remains controversial and continues to be researched.  Some patients in 
this category will also be offered pelvic radiotherapy and possibly even chemotherapy.  
Management needs to be individualized. 
 
See Appendix 5. 
 
Evidence based management for high risk (endometrioid adenocarcinoma) disease 
management: 
 
 Participate in clinical trial 

 Systemic treatment along with Pelvic RT+/-Vault RT 

Management of this group of patient remains controversial but always includes adjuvant 
treatments.  Many patients will be offered both chemotherapy and radiotherapy. Existing trials 
suggest that the combination of both chemo and radiation is superior to just radiation alone.  
There are on-going studies to clarify this point.   
  
Patients with extra-uterine disease: 
Management recommendations would be the same as for the high risk category.   
 
See Appendix 6. 
 
Managing less common histologic subtypes high risk disease: 
 
 Serous adenocarcinoma 

 Carcinosarcoma  

These tumours have a different more aggressive natural history. There are no large studies to 
guide decision making. The role of adjuvant RT is controversial. This issue has been addressed 
in 1 randomized and 2 retrospective analysis. 
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See Appendix 7 
 
Recommendation summary for high risk sub-types: 
 
Adjuvant treatment should be targeted towards the most probable pattern of recurrence.  For 
example, serous tumour more likely to recur outside of the pelvis and therefore adjuvant 
treatment should be systemic chemotherapy.  For carcinosarcoma, recurrence patterns follow 
both those of sarcomas and adenocarcinomas.  Therefore, adjuvant treatment should include 
both pelvic radiotherapy and systemic chemotherapy.  
 
 Pelvic RT for MMM 

o Age>60ys, deep myo, cervix involved, high mitotic rate, node positive, post op 
residual disease(micro or macro) 

 Pelvic RT for LMS 

o Controversial however can be considered with micro or macroscopic residual 
disease in the context of a clinical trial. 

Adjuvant radiation treatment recommendations:  
 
The following table is a summary of treatment recommendations:  
 

 
 
Observation is also an option for patients with stage IB, LVSI negative and G I (FIGO) 
tumour 
 
Referenced from the book “Decision Making in Radiation Oncology”. Author Keyur et al. 

 
Low risk endometrial carcinoma:  No adjuvant treatment 
      Follow –up. 
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Intermediate risk endometrial carcinoma:  
 
Risk based treatment needs to be provided. 
a. Pelvic radiation treatment has proven value in reducing pelvic recurrence and vaginal 

recurrence. This is based on evidence from well-designed randomized trials.  
Q E I and II-1. See Recommendation B below 
 

b. Vault radiation treatment alone can be offered to this group based on the fact that there is 
no survival difference between patients treated with pelvic RT and vault RT alone. 
Q E I.  

High risk endometrial carcinoma: 
 

Treatment must be individualized depending on the extent of disease.  
See recommendation L below 
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