
Introduction

Cancer of the uterine corpus is the most common gyne-

cologic malignancy in the Western world, with incidence

and mortality rates of respectively, 1,913 and 484 in The

Netherlands in 2011 [1]. Most patients present with en-

dometrioid endometrial cancer (EEC) at an early stage, and

have a favorable prognosis. Standard treatment of clinical

Stage I EEC consists of hysterectomy and bilateral salp-

ingo-oophorectomy. Based on the PORTEC trials, in The

Netherlands, vaginal brachytherapy (VBT) is recom-

mended when two out of three risk factors (age ≥ 60 years,

myometrial invasion (MI) ≥ 50%, and grade 3 histology)

are present, and external beam radiotherapy (EBRT) is rec-

ommended when all three are present [2-4]. 

The Dutch guidelines on the treatment of endometrial

cancer were revised in 2010 on several aspects as shown

in Table 1 [4]. Most important were recommendations to

consider more extensive diagnostics in high-risk patients, a

shift from pelvic and para-aortic lymphadenectomy to

lymph node sampling, and the consideration of chemother-

apy in high-risk patients. However, in the revised guide-

line, the management of patients with clinical Stage I, grade

3 EEC is still left to the clinicians’ opinion.

The primary aim of this study was to analyze the opinion of

gynecologists in The Netherlands on the management of clin-

ical Stage I, grade 3 EEC and to assess differences between

gynecologists with different levels of oncologic training. Fur-

thermore, these opinions were compared to the recommen-

dations of the revised guidelines and the actual treatment of

patients with Stage I, grade 3 EEC in The Netherlands.

Materials and Methods

Gynecologic cancer care in The Netherlands is organized by

regional hospitals around tertiary referral centers. Gynecologic

oncologists are trained as fellows and work in referral centers.

Patients with endometrial cancer can be treated by both general

gynecologists and gynecologic oncologists and are referred on

indication. The Dutch Gynecologic Working Group is a division

of the Dutch Society of Obstetrics and Gynecology and both gy-

necologic oncologists and general gynecologists can become a

member.

A digital questionnaire was spread among all (around 200)

members of the Dutch Gynecologic Oncology Working Group.

Questions are related to the following, fictive case: a 55-year-old
patient is diagnosed with poorly differentiated (grade 3), clinical
Stage I, endometrioid endometrial cancer by either pipelle or di-
latation and curettage. Medical history does not obstruct surgery.
Questions (shown in Table 2) ranged from the diagnostic work-up

to the primary and adjuvant therapy. After every section, there was

space for comments (questions 6, 16, and 19). 

To assess actual practice of performing lymphadenectomies,

the Dutch nationwide network and registry of histo- and cy-

topathology (PALGA) was consulted [5]. All patients diagnosed

pre-operatively with grade 3 EEC between July 2009 and June

2010 were selected. In the pathology report, it was mentioned
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whether lymph nodes were received postoperatively and what

their origin was. Only completely documented cases were eligible

for inclusion. As clinical FIGO Stage is not registered in this data-

base, this search contained patients suspected of all stages EEC.

IBM SPSS 20 was used for statistical analysis. The difference

in answers between gynecologic oncologists and general gyne-

cologists was calculated using the Pearson’s chi square, the

Fisher’s exact test, and bivariate regression analysis. Results were

considered significant at a p value ≤ 0.05. Further analysis of the

data was observational.

Results

A total of 61 out of 200 gynecologists returned the ques-

tionnaire, leading to a response rate of 30%. All answers are

shown in Table 2. Half of the responders (n=31) were gyne-

cologic oncologists. There was no consensus among respon-

ders concerning the need for abdominal CT-scan and CA-125

measurement. With respect to the primary treatment, 37.7%

would omit routine lymphadenectomy (n=21), or recommend

sampling of suspicious lymph nodes only (n=2). The majority

of the responders, 62.3% (n=38) was in favor of more exten-

sive surgical staging. The age of the patient did not influence

the opinion on initial management for most responders. In case

no lymphadenectomy was performed, 91.8% (n=56) recom-

mended adjuvant treatment. When a lymphadenectomy was

performed and nodes were proven to be negative, only 54.1%

(n=33) recommended (at least) adjuvant radiotherapy.

The number of gynecologic oncologists opting to perform

a systematic lymphadenectomy was significantly higher

compared to general gynecologists (77.5% vs. 46.7%, p =
0.02), with an odds ratio of 3.9 (95% CI 1.3-11.8, p = 0.02)

in univariable regression analysis. There were no other sig-

nificant differences.

It was commented that an abdominal CT-scan could be

helpful in diagnosing metastases (n=6) and nodal disease

(n=5). Nine responders recommended abdominal CT only in

case of an elevated CA-125 or in combination with CA-125

measurement. Three responders preferred MRI for assessing

myometrial invasion. There were no comments concerning

primary surgery. Three responders found it impossible to de-

cide on adjuvant treatment without knowing the extent of my-

ometrial invasion.

Seventy patients retrieved by the PALGA search were

treated for grade 3 EEC between July 2009 and June 2010,

and the database contained complete information on primary

surgical treatment in 55 (79%). In total, 14 patients (25.5%)

underwent a lymphadenectomy. Nine (16.4%) underwent a

pelvic lymphadenectomy and five (9.1%) both a pelvic and

para-aortal lymphadenectomy. Positive nodes were found in

three of these 14 cases (23%).

Discussion

This study shows that there is no agreement in The

Netherlands concerning the diagnostic work-up and primary

and adjuvant treatment for patients with Stage I, grade 3

EEC, where the guideline is not strictly directive. Compared

to general gynecologists, gynecologic oncologists are much

more likely to perform a systematic lymphadenectomy in

this group of patients. 

Literature concerning the diagnostic work-up of clinical

Stage I, grade 3 EEC is inconclusive and the guideline there-

fore states that CA-125 measurement and CT or MRI may

be considered [6]. This is represented in the questionnaire,

with no agreement concerning necessity of a CT-scan and

CA-125 measurement. 

Interestingly, the guideline recommends sampling of sus-

picious lymph nodes, whereas the majority of gynecologists

feel that a lymphadenectomy should be performed. This was

significantly more among gynecologic oncologists compared

to general gynecologists, which might be explained by the

fact that the former have had more surgical training and are

more confident to perform a lymphadenectomy. Several large

studies have presented conflicting data on the role of routine

lymphadenectomy in clinical Stage I EEC [7-9]. This con-

troversy led to the revised Dutch guideline against routine

lymphadenectomy, in contrast with the American guideline,

which recommends complete surgical staging when grade 3

histology is present [10]. 

Table 1. — Summary of the old and the new Dutch guideline for Stage I endometrial cancer.
Old New [4]

Diagnostics History taking, examination, transvaginal History taking, examination, transvaginal ultrasound,

ultrasound, and chest radiography. and chest radiography. 

CA-125 when extra-uterine disease is suspected. CA-125 when extra-uterine disease is suspected. 

No CT-scan or MRI. CT-scan or MRI can be considered in patients with grade 3 histology.

Surgery Hysterectomy and bilateral salpingo-oophorectomy. Hysterectomy and bilateral salpingo-oophorectomy.

A lymphadenectomy might be considered in Sampling of suspicious nodes.

patients with grade 3 histology.

Adjuvant When ≥ 2 risk factors* are present, vaginal When ≥ 2 risk factors* are present, vaginal brachytherapy is advised.

Therapy brachytherapy is advised. If there is both grade 3 If there is both grade 3 histology and MI ≥ 50%, external beam

histology and MI ≥ 50%, external beam radiotherapy radiotherapy is advised. Possibly in combination with chemotherapy.

is advised. Chemotherapy is not advised.

* Risk factors: age ≥ 60 years, grade 3 histology and myometrial invasion (MI) ≥ 50%.
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Table 2. — Questionnaire and responses.
1. What is your background?

Resident -

Gynecologist 3 (4.9%)

Gynecologist with oncology as area of interest 27 (44.3%)

Gynecologic oncologist 31 (50.8%)

2. How many years are you registered? 16 (sd 8.4)

3. What would be the primary surgical treatment?

TAH/VH + BSO* 21 (34.4%)

TAH/VH + BSO + lymph node sampling 2 (3.3%)

TAH/VH + BSO + pelvic lymphadenectomy 12 (19.7%)

TAH/VH + BSO + pelvic and para-aortal lymphadenectomy 23 (37.7%)

Total surgical staging 3 (4.9%)

(*Total abdominal hysterectomy/vaginal hysterectomy with bilateral salpingo-oophorectomy)

4. If the patient was 65 years old, would this change the surgical treatment?

No 59 (96.7%)

Yes 2 (3.3%)

5. If so, what would the primary treatment be?

TAH/VH + BSO -

TAH/VH + BSO + lymph node sampling -

TAH/VH + BSO + pelvic lymphadenectomy 2 (100%)

TAH/VH + BSO + pelvic and para-aortal lymphadenectomy -

Total surgical staging -

Not applicable 59

7. Would you make an abdominal CT-scan?

No 26 (42.6%)

Yes 35 (57.4%)

8. If so, would it change your policy?

No 12 (34.3%)

Yes, I would only perform a lymphadenectomy if there are enlarged nodes on the CT-scan 12 (34.3%)

Unknown 11 (31.4%)

Not applicable 26

9. Would you measure CA-125?

No 25 (41%)

Yes 35 (57.4%)

Unknown 1 (1.6%)

10. If so, would it change your policy?

No 23 (65.7%)

Yes, I would only perform a lymphadenectomy if the CA125 is elevated 5 (14.3%)

Unknown 7 (20%)

Not applicable 26

11. If the patient was 65 years old, would this change your choice in diagnostics?

No 57 (93.4%)

Yes 3 (4.9%)

Unknown 1 (1.6%)

12. Would you make an abdominal CT-scan?

No -

Yes 3 (100%)

Not applicable 58

13. If so, would it change your policy?

No 2 (66.7%)

Yes, I would only perform a lymphadenectomy if there are enlarged nodes on the CT-scan -

Unknown 1 (33.3%)

Not applicable 58

14. Would you measure CA-125?

No 1 (33.3%)

Yes 2 (66.7%)

Not applicable 58

15. If so, would it change your policy?

No 2 (100%)

Yes, I would only perform a lymphadenectomy if the CA125 is elevated -

Not applicable 59

17. If there was no lymphadenectomy performed, what should the adjuvant treatment be?

No adjuvant therapy -

Radiotherapy according to the PORTEC 1-2 trials, if applicable participation in the PORTEC 3 trial 56 (91.8%)

Radiotherapy according to the PORTEC 1-2 trials and chemotherapy 2 (3.3%)

Chemotherapy -

Unknown 3 (4.9%)

18. If a lymphadenectomy was conducted, all nodes were negative and there was no sign of extra-uterine disease,

what should the adjuvant treatment be?

No adjuvant treatment 27 (44.3%)

Radiotherapy according to the PORTEC 1-2 trials, if applicable participation in the PORTEC 3 trial 33 (54.1%)

Unknown 1 (1.6%)
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The Dutch guideline is based, among others, on the

PORTEC I and II trials concerning adjuvant therapy [2, 3].

Nevertheless, none of the responders felt that observation

alone was safe enough for patients who did not undergo a

lymphadenectomy, which illustrates the hesitation of gy-

necologists to follow the guideline by omitting a routine

lymphadenectomy. A problem with the consideration of ad-

juvant therapy in the questionnaire (questions 17 and 18,

Table 2) is the fact that the extent of myometrial invasion,

required in deciding on adjuvant treatment, is not given.

When looking at the actual treatment of patients with

grade 3 EEC, there was a large discrepancy between the

opinion on routine lymphadenectomy and the actual

amount of lymphadenectomies performed (25.5%). The

total number of patients treated for grade 3 EEC as re-

trieved from the PALGA-registry should be considered a

random sample, as it is known that not all cases are labeled

systematically in this system and are therefore missed dur-

ing a search. It has to be noted that the clinical stage is not

recorded in the PALGA-registry. 

The major strength of this study is that it compared gyne-

cologists’ opinions, the guideline, and actual treatment. Re-

sults demonstrated that variation is low among the points of

consensus, and variation was large among the points of

doubt in the management of Stage I, grade 3 EEC. More-

over, it showed that while gynecologists tend to follow the

guidelines on routine lymphadenectomy, it is not the optimal

treatment in their opinion. Many studies have looked at ei-

ther endometrioid endometrial cancer with good prognosis

or non-endometrioid endometrial cancer with poor progno-

sis, leading to comprehensive guidelines. For Stage I, grade

3 EEC, however, the guidelines remain inconclusive. In a

time of centralization and standardization of care, the find-

ing that gynecologists tend to comply with the guidelines

will hopefully lead to more research into Stage I, grade 3

EEC and subsequently to comprehensive guidelines.

It is known from literature that the response rates of ques-

tionnaires among physicians, and especially gynecologists,

is very poor, even when an incentive is used [11]. The

major limitation of this study was the low response rate.

However, while the authors did not have the funding to pro-

vide an incentive, their response rate is comparable to that

of a questionnaire with an incentive. Another weakness of

this study may be the fact that the myometrial invasion was

not given in the case description, as pointed out by several

responders. Despite these points, the authors feel that the

current data support the sense of urgency to find consen-

sus on the management of Stage I, grade 3 EEC.

Conclusion

In conclusion, the current study illustrates that gynecolo-

gists in The Netherlands adhere well to the guidelines con-

cerning the management of clinical Stage I, grade 3 EEC.

However, with respect to the lymphadenectomy there is a

discrepancy between: 1) the opinion and the guideline, 2) the

opinion of gynecologic oncologists and general gynecolo-

gists, and 3) the opinion and the actual performed lym-

phadenectomy in grade 3 EEC. Moreover, there is little

agreement on decisions left to the discretion of the gynecol-

ogist. Although the actual treatment is in line with the guide-

line, these data show the need for agreement on the

management of patients with clinical Stage I grade 3 EEC.
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