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Objective The aim of the present study was to analyze relapse rates and patterns in
patients with endometrial cancer with the aim of evaluating the effectiveness of
current follow-up procedures in terms of patient survival, as well as the convenience of
modifying the surveillance strategy.
Methods Retrospective descriptive study including all patients diagnosed with
endometrial cancer relapse at the Department of Gynecology and Obstetrics of the
Complejo Hospitalario Insular-Materno Infantil de Canarias, between 2005 and 2014.
Results Recurrence was observed in 81 patients (10.04% of the sample); 66.7% of
them suffered relapse within 2 years and 80.2% within 3 years after the termination of
the primary treatment; 41.9% showed distant metastases while the rest corresponded
to local-regional (40.7%) or ganglionar (17.4%) relapse; 42% of these were symptomatic; 14 patients showed more than 1 site of relapse. Relapse was detected mainly
through symptoms and physical examination ﬁndings (54.3%), followed by elevated
serum marker levels (29.6%), computed tomography (CT) images (9.9%) and abnormal
vaginal cytology ﬁndings (6.2%). No differences in global survival were found between
patients with symptomatic or asymptomatic relapse.
Conclusion Taking into account that the recurrence rate of endometrial cancer is low,
that relapse occurs mainly within the ﬁrst 3 years post-treatment and that symptom
evaluation and physical examination are the most effective follow-up methods, we
postulate that a modiﬁcation of the current model of hospital follow-up should be
considered.

Introduction
The incidence of cancer in Spain is rising. According to recent
data from the Spanish Society of Medical Oncology, 277,394
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new cases were diagnosed in 2019, and this ﬁgure is
expected to increase to  315,413 new cases in 2035.1
Such an increase in the number of cases along with lower
mortality rates due to scientiﬁc advances in cancer
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screening, diagnosis and treatment, lead to higher prevalence rates and, consequently, to more survivors. From
tumors affecting women, breast, colorectal and endometrial
are most frequently associated with long-term survival.
Endometrial cancer is the most frequent malignancy of the
female genital tract in Western countries. About 382,069
new cases were diagnosed in 2018 worldwide.2 In Spain,
6,784 new cases were detected in 2018. Survival is known to
be closely related to disease stage, with local disease associated with > 95% survival at 5 years.3 Given that endometrial
cancer is the most common gynecological neoplasm and that
most patients present with early-stage disease, the amount
of patients to be followed-up after treatment is rather high.
Traditionally, the objective of post-treatment follow-up protocols has been to diagnose possible treatment-associated
complications and detect relapse as soon as possible. Currently, other goals related to long-term follow-up are emerging, for example, control of delayed toxicity, management of
physical consequences, rehabilitation and promotion of
health and healthy habits. Overall, the goal is to improve
the quality of life of survivors, as well as to help them retake
their social, familial and working life.4
However, the follow-up model currently used for such
patients, mainly focused on diagnosing relapse, is based on a
multidisciplinary hospital-based approach, which may be
redundant and requires several visits and interventions that
lead to overuse of hospital resources. Thus, the aim of the
present study was to analyze relapse rates and patterns in
endometrial cancer patients managed at our hospital, to
assess the effectiveness of current follow-up procedures in
terms of patient survival, as well as the convenience of
modifying the surveillance strategy.

Methods
The present retrospective descriptive study included all
patients diagnosed with endometrial cancer relapse at the
Department of Gynecology and Obstetrics of the Complejo
Hospital Universitario Insular Materno Infantil de Canarias,
between 2005 and 2014.
In our center, surgery is the primary treatment for endometrial cancer. Based on the national and international guidelines
in use during the considered period, we conducted complete
hysterectomy with bilateral salpingo-oophorectomy plus cytology of peritoneal washing ﬂuids. In patients with endometrioid
adenocarcinoma of histological grades 1 or 2, an intraoperatory
ﬁnding of myometrial involvement (invasion > 50%) leads to
pelvic and paraaortic lymphadenectomy. In case of endometrioid adenocarcinoma grade 3 or histological type 2 (serous,
clear cells, undifferentiated or carcinosarcoma), pelvic and
paraaortic lymphadenectomy was performed regardless of
myometrial involvement.
Traditionally, we have conducted surgery for endometrial
cancer through laparotomy. However, since 2006, we
adopted a minimally invasive approach, changing from 8%
of laparoscopic surgeries in 2006 to > 95% in 2009.
The patients were staged by using the system of the
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(FIGO) from 2009. A multidisciplinary committee for tumors
(meeting weekly) evaluated and classiﬁed the patients into
three risk-groups on the basis of their anatomic pathology
outcomes: 1) low-risk: including tumors of endometrioid
histology stage I, grade 1–2, < 50% myometrial invasion and
negative lymphovascular space invasion (LVSI); 2) mediumrisk: including tumors of endometrioid histology stage I, grade
1–2,  50% myometrial invasion and negative LVSI; and 3)
high-risk: including endometrioid tumors grade 3,  50% myometrial invasion, stage II-III and type-2 endometrial cancer.
Patients in the medium- or high-risk groups received adjuvant
radiotherapy and/or chemotherapy treatment.
The follow-up protocol in the studied period included
physical examination, cytology of the vaginal vault, measurement of tumor markers (CA 125) and imaging tests
depending on the symptoms and ﬁndings. In-hospital oncologic follow-up visits took place every 4 months during the
ﬁrst 2 years post-treatment, every 6 months between the 2nd
and 5th years post-treatment and once a year afterwards.
Relapse was deﬁned as detection of disease after a 6-month
disease-free period, following the termination of the primary
treatment. Cases of relapse were evaluated taking into
account: primary treatment, ganglionar involvement, disease
stage, histological grade, symptoms, site of relapse, and the way
of detection of relapse. Depending on the ﬁrst relapse site,
patients were grouped into local-regional relapse (vaginal vault,
isolated pelvic relapse or peritoneal carcinomatosis), ganglionar
relapse (pelvic and/or aortic) or systemic relapse (metastases of
the bone, liver, lung, brain or supradiaphragmatic ganglia).
The cutoff point for the survival analysis was
December 31st, 2017. The present study was approved by
the local Ethics Committee (protocol number 2020–034–1).
The statistical analysis was conducted with the SPSS for
Windows, version 12 (SPSS Inc., Chicago, IL, USA). Quantitative variables were compared by using the Student t-test or
the Mann-Whitney test. Categorical variables were analyzed
with the chi-squared test or the Fisher exact test. Survival
rates were analyzed with the Kaplan-Meier technique. The
Cox proportional hazard model was used to identify risk
factors for relapse or survival. Statistical signiﬁcance was
considered for p-values < 0.05.

Results
During the studied period, 806 patients were diagnosed with
endometrial cancer (mean: 80.6 cases/year). The mean followup time was 42.94 months (standard deviation [SD] 30.3).
Relapse was detected in 81 patients (10.04% of the sample). At
the moment of diagnosis, these patients were 67.72 years old
(range 41–96 years old) on average; and the FIGO classiﬁcation
of the initial tumor was: stage I in 41 patients (50.6%), stage II in
12 patients (14.8%), stage III in 22 patients (27.2%) and stage IV
in 6 patients (7.4%); 70.3% (57 patients) had type-1 endometrial adenocarcinoma (endometrioid) and 29.7% (24 patients)
had type-2 endometrial adenocarcinoma (nonendometrioid);
28.4% (23 patients) had been initially treated with surgery
only, while the rest of them had received adjuvant treatment
depending on their risk group. The average time to relapse was
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Table 1 Characteristics of patients with relapse
Characteristics

n ¼ 81

Table 2 Multivariate survival analysis of patients with
endometrial cancer relapse

Percentage (%)

FIGO 2009 stage
I

41

50.6

II

12

14.8

III

22

27.2

IV

6

7.4

Histology
Type 1

57

70.3

Type 2

24

29.7

G1

24

29.6

G2

23

28.4

G3

34

42

< 0–50%

39

48.1

50%

38

46.9

No entry

4

5

No

46

56.8

Yes

35

43.2

Differentiation grade

Myometrial involvement

Lymphadenectomy

p-value

Variables

HR

95%CI

Stage III-IV
vs
Stage I-II

1.02

0.499

2.129

0.9

Grade 1 vs Grade 2
Grade 1 vs Grade 3

5.002
4.310

1.539
1.458

16.255
12.741

0.007
0.008

Histologic type
Type 1
Type 2

0.62

3.41

0.3

0.38

Lymphovascular
space involvement

2.714

1.429

6.328

0.002

Type of relapse
Local-regional
Distant

1.180

0.709

1.984

0.28

Single relapse
episode
vs
Multiple relapse
episodes

1.85

0.87

3.94

0.18

Symptomatic
vs
Asymptomatic
relapse

0.94

0.33

2.65

0.7

Abbreviations: CI, conﬁdence interval; HR, Hazard ratio.

Tumor size
< 4 cm
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40

49.4

> 4 cm

33

40.7

Unknown

8

9.9

No

43

53

Yes

29

35.8

Unknown

9

11.2

No

23

28.4

Radiotherapy (RT)

47

58

Chemotherapy/Hormone therapy

4

5

Radiotherapy þ Chemotherapy

7

8.6

Lymphovascular involvement

Adjuvant treatment

Relapse
Local-regional

33

40.7%

Ganglionar

14

17.3%

Distant

34

41.9%

Multisite

14

17.3%

occurred within the 1st 2 years post-treatment, and 80.2% (65
cases) within the 1st 3 years post-treatment; 42% (34 cases)
were symptomatic, the most frequent symptoms including:
pain, vaginal hemorrhage and constitutional syndrome.
Relapse was detected mainly through symptoms and physical ﬁndings (54.3%), followed by increased marker levels
(29.6%), computed tomography (CT) (9.9%), and abnormal
vaginal cytology ﬁndings (6.2%). A total of 45 patients died
due to the disease. Postrelapse global survival rates were 74%
at 2 years, 40.5% at 5 years and 32.8% at 10 years. In the
multivariate analysis, only histological grade G3 and LVSI in the
initial biopsy were associated with lower global survival
(p < 0.007 and p < 0.002, respectively). No signiﬁcant survival
differences were found for single versus multiple relapse
episodes (p ¼ 0.18) or for different relapse sites (local-regional,
ganglionar or distant) (p ¼ 0.28). No differences were found in
global survival between patients with symptomatic or asymptomatic relapse (p ¼ 0.7) (►Table 2).

Discussion
23.86 months (SD 19.4). ►Table 1 shows the characteristics of
the patients.
Within patients with relapse, 41.9% showed distant metastases, 40.7% showed local-regional, and 17.4% ganglionar
relapse; 14 patients showed > 1 site of relapse (17.3%); 8.9%
of recurrence cases (8 patients) belonged to the low-risk group,
14.8% (12 patients) to the medium-risk group, and 73.3% (61
patients) to high-risk groups; 66.7% of the relapses (54 cases)

Currently, no controlled studies support patient follow-up
after the termination of treatment or indicate that such
follow-up can improve survival.5,6 Several studies have demonstrated that the global rate of endometrial cancer relapse
after a completed primary treatment is relatively low,  13%
(95% conﬁdence interval [CI]: 11–14%), with age, histological
grade, mitotic activity, myometrial invasion, lymphovascular
invasion and ganglionar involvement as main prognostic
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factors.7,8 In our series, which included > 800 cases, we found a
10.4% relapse rate, in line with other published data.
In 2016, the European Society of Medical Oncology (ESMO),
the European Society of Gynaecological Oncology (ESGO) and
the European Society of Therapeutic Radiology Oncology
(ESTRO) published a consensus document on the classiﬁcation
of the risk of relapse, creating new subgroups to help design
better adjusted and tailored treatments.9
In our study, 73.3% of recurrences belonged to the highrisk groups, and most relapse cases occurred within the 1st
3 years of follow-up (80.2%), in agreement with data published by other authors.5,10
Regarding the site of relapse, Morice at al.11 showed in
their series that distant metastases were more frequent than
local relapse. Carraca et al.,12 in a retrospective study including 282 patients, found local disease in 40.6%, distant disease
in 32.5%, and concomitant local plus distant relapse in 26.9%.
In our study, we found 41.9% cases of distant relapse, which
was in agreement with the available evidence.
The role of follow-up is based on the concept that detecting
relapse while still asymptomatic allows for better therapeutic
options and outcomes. However, even with intensive surveillance, relapse is frequently detected through symptoms, which
occur in 41 to 83% of patients.7,13
Sartori et al.5 reported poorer outcomes in women with
symptomatic relapse than in asymptomatic ones, diagnosed
through clinical examination or imaging tests. Carrara et al.12
reported higher median survival in asymptomatic than in
symptomatic relapse (35 months versus 13 months) and
concluded that early diagnosis, achieved through a planned
follow-up procedure, enhanced clinical outcomes in these
patients. However, other authors failed to detect differences
in the survival of patients with asymptomatic versus symptomatic relapse.6,14 Otsuka et al.15 studied 51 patients with
endometrial cancer relapse and found that the site of relapse
and the time to relapse were independent prognostic factors
inﬂuencing survival, although they also failed to ﬁnd signiﬁcant differences between patients with or without symptoms. They concluded that detecting asymptomatic relapse
through imaging tests or tumor marker levels did not inﬂuence the prognosis.
In our series, 42% of relapse cases were symptomatic; and
no signiﬁcant differences were found in the survival of
patients with versus without symptoms (p ¼ 0.7). Hence
the importance of providing good information about symptom detection and advising patients to seek medical advice
as soon as they appear.
In the present study, > 50% of the cases of relapse were
detected through symptoms and physical examination;
followed by elevated levels of tumor marker Ca 125
(29.6% of the cases) and imaging techniques (9.9% of the
cases). In other studies, cytology of the vaginal vault
detected between 0 and 6.8% relapse in asymptomatic
patients, most of them in early-stage low-grade disease.9,16
In our study, cytology detected 6.2% of the relapses in the
absence of symptoms or of physical examination ﬁndings.
Thus, medical surveillance through vaginal cytology was
not particularly efﬁcient in detecting endometrial cancer
Rev Bras Ginecol Obstet
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relapse. We propose that the systematic use of cytology as a
part of follow-up should be discouraged. Hunn et al.,6 in a
series of 92 cases of high-grade endometrial cancer relapse,
showed that elevated Ca 125 levels detected 20% of asymptomatic relapses. Although routine measurement of CA-125
levels is not advised in patients at the initial stages of
endometrial cancer, it may be suitable in selected patients
with advanced disease, serous histology or elevated CA-125
levels before treatment.10
The usefulness of imaging tests in endometrial cancer
follow-up is not clear. Similarly to our ﬁndings, other
studies reported that CT detected 5 to 20.8% of asymptomatic endometrial cancer relapses.6,13 The usefulness of
pelvic ultrasound in local relapse detection is under study;
although its detection rate is between 4% and 31%,10 namely
lower than detection through physical examination. These
ﬁndings indicate that imaging techniques should also not
be recommended in routine follow-up of asymptomatic
patients, but should only when they were clinically
indicated.
There is little evidence that the current approach to
monitoring endometrial cancer in a hospital setting has an
impact on survival. Given the rising number of gynecologic
cancer survivors, intensive oncology specialist follow-up
might turn unsustainable; additionally, it may be unnecessary for many patients.17,18 In this regard, two clinical trials
aimed at evaluating the efﬁcacy of different endometrial
cancer follow-up schedules are in course: the TOTEM trial
(NCT00916708)19 and the ENSURE trial (NCT02413606).20
There is growing evidence that cancer survivors have longterm physical, psychological and social needs that are not
addressed in the traditional hospital follow-up. Thus, we
postulate that the strategy of care should start to shift from
a purely disease-focused to a more comprehensive healthfocused approach.21,22
The main limitation of the present study was its retrospective nature. However, it has several strong points, such
as including a signiﬁcant number of patients (despite being a
single center study) and the fact that all patients were
managed by the same multidisciplinary team using identical
follow-up protocols.

Conclusion
In summary, the recurrence rate of endometrial cancer in our
environment is low (10.04%). Taking into account that 80% of
the cases occur in the 1st 3 years post-treatment and that
symptom evaluation and clinical examination are the most
effective follow-up methods, a change should be considered
in the current model of hospital-based monitoring. However,
since most available studies are retrospective, prospective
clinical trials (like the above-mentioned ones) are important
to determine the actual role of follow-up procedures in
endometrial cancer.
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