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Objective
To investigate the rate of asymptomatic recurrence of stage 1 endometrioid endometrial cancer and assess the role of
routine hospital follow-up after treatment.

Methods
We performed a retrospective case-note review study of women who were diagnosed with stage 1 endometrioid
endometrial adenocarcinoma at Queen'’s Hospital, Romford, between January 2008 and December 2016.

Results

We included 299 patients with a median follow-up period of 44.4 months. All the patients underwent total
hysterectomy and bilateral salpingo-oophorectomy. Adjuvant radiotherapy was offered to the patients subsequent
to discussions in the multidisciplinary team meeting in accordance with the risk stratification criteria. There was no
significant correlation between the risk factors and disease recurrence. In total, 11 patients presented with recurrent
disease with original staging: 1a, n=6/199; and 1b, n=5/100. Four patients presented with vaginal bleeding due to
vault recurrence and one patient with abdominal pain due to pelvic mass. Locoregional recurrence was an incidental
finding in two other patients. Four patients presented with symptomatic distant metastases to the lung (n=2), liver
(n=1), and bone (n=1). No asymptomatic recurrences were identified on routine follow-ups, despite several hospital
appointments and clinical examinations. The recurrence rate for patients with stage 1a and 1b, grade 1, and grade 2
disease was 3.53%, and that for patients with stage 1a, grade 1, and grade 2 disease was 2.7%.

Conclusion

Routine clinical examinations have a low yield in finding recurrence in asymptomatic women and should be
guestioned for their value, considering the limited resources of the National Health Service (NHS). Larger studies are
required to support a stratified follow-up, which will include telephone and patient-initiated follow-up.
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Introduction

Endometrial cancer is the most common gynecological
cancer in the developed world, and its increasing incidence
[1,2] is attributed to an increase in the prevalence of obesity
and life expectancy [3]. The follow-up of patients after the
treatment of endometrial cancer has historically involved
outpatient appointments once in every 3-4 months for the
first year after treatment, followed by appointments at
6-month intervals for the next 2-4 years [4,5]. The follow-
up involves consultation with a doctor and abdominal and
pelvic examinations to identify the signs of cancer recurrence
[4,5]. However, this follow-up strategy does not result in an
improved survival benefit [6] and is therefore not considered
cost-effective [7]. It is predicted that there will be 4 million
cancer survivors in the UK alone by 2030 [8], leading to con-
cerns about the sustainability of a hospital-based follow-up
strategy. The National Health Service (NHS) is struggling to
cater to the demands of an expanding elderly population,
necessitating reforms in the traditional oncology follow-up
by decreasing the number of face-to-face hospital follow-up
appointments, thereby allowing the reallocation of limited
resources. The current follow-up practice also does not meet
all the needs of cancer survivors [9], and the National Cancer
Survivorship Initiative (NCSI) for England supports a strati-
fied model of follow-up, emphasizing supported patient self-
management and early patient recognition in case of disease
relapse [10].

Low-grade stage 1 endometrioid endometrial adenocar-
cinoma has a quoted recurrence rate of 1-3%, and it is un-
common for recurrences to be asymptomatic and detected
solely on follow-up examination [11-13].

We present a comprehensive retrospective review of all
the patients who were treated surgically for stage 1 endo-
metrioid endometrial cancer and had their diagnosis at our
gynecological oncology unit between January 2008 and De-
cember 2016. This study aimed to ascertain the clinical pre-
sentation of disease recurrence and evaluate the role of rou-
tine hospital follow-up in the detection of cancer recurrence,
motivated by the favorable impact of an increasing number
of hospitals in the UK adopting patient-initiated follow-up of
cancer patients.
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Materials and methods

1. Patients and study design

All the patients who had stage 1 endometrioid adenocarci-
noma of the endometrium, diagnosed at Queen’s Hospital,
Romford, UK, from January 2008 to December 2016, were
identified from the pathology database. Women with other
histological types of cancer of the endometrium, such as se-
rous, clear cell, and carcinosarcoma, were excluded. Patients
who were not treated surgically were excluded. This review
of clinical service provision/audit (as defined by the Health
Research Authority) was registered at the Queen’s Hospital
Clinical Audit Department.

Data was extracted from online medical records, written
case notes, histology, and radiology reports. Demograph-
ics and risk factors included age, ethnicity, body mass index
(BMI), medical comorbidities of hypertension, diabetes, previ-
ous history of breast cancer, and tamoxifen use. Clinical pre-
sentation and tumor data (endometrial thickness, histology
results, staging) were obtained, along with the number of
routine follow-up appointments attended, clinical presenta-
tion of recurrence including the treatment received by these
patients, and the outcome.

Preoperative staging was based on magnetic resonance
imaging (MRI) findings and confirmed by histology. Low-
risk groups (grade 1-2, presumed stage 1a on imaging and
grade 1, and presumed stage 1B on imaging) underwent
surgery at Queen’s hospital. High-risk groups (grade 2 and
presumed stage 1B) on preoperative imaging or any grade
3 endometrial endometrioid adenocarcinoma) were treated
surgically at the referral gynecological oncology center and
received postoperative follow-up at Queen’s hospital. Pelvic
lymphadenectomy was not routinely performed according
to our protocol. If the MRI pelvis showed enlarged lymph
nodes or lymphadenopathy (suspicion of involvement), the
lymph nodes were removed surgically. According to risk
stratification (low risk, intermediate risk, and high risk), the
patients were offered adjuvant radiotherapy (external beam
radiotherapy, adjuvant brachytherapy, or both), depending
on the final histological stage, the grade, and the presence
of adverse prognostic factors, such as lymphovascular space
invasion, after discussion in a multidisciplinary team (MDT)
meeting. Immunohistochemistry was not a part of the risk
stratification process during the time period that is being ex-
amined in the present study.
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All the patients treated for stage 1a, grade 1 endometri-
oid endometrial adenocarcinoma were offered 3-5 years of
hospital follow-up, entailing an appointment with a clinician
every 4 months for the first year and every 6 months there-
after, as per the hospital policy. The appointment routinely
involved questioning about the symptoms and clinical exami-
nation including that of the pelvis and the abdomen. Further
investigations were requested if recurrence was suspected.
Patients with stage IB or high-grade disease were offered the
same follow-up regime for 5 years, and then transitioned to
the purview of their general practitioner.

2. Statistical methods
Data was analyzed using IBM SPSS Statistics Version 24.0.0.0
for Macintosh “macOS” (IBM Corp., Armonk, NY, USA). Uni-

variate analyses of the time to recurrence were performed
with the time of first treatment as the entry date and the
occurrence of recurrence, defined as the event, as the date
of the follow-up appointment with clinical evidence of recur-
rence (symptoms/signs of recurrent disease). Fisher's exact
test was used for comparisons between categorical variables,
and in this case, the presumable risk factors divided into cat-
egories were considered as independent variables, and the
dependent variables were defined as recurrence or not. Mul-
tivariate analyses were also performed to predict recurrence
in different groups that have been considered important in
the literature for predicting recurrence, specifically the stage
and grade of the primary disease. The mean and median val-
ues were calculated. P<0.05 was considered to be statistically
significant.

Endometrial
adenocarcinoma
(n=328)

Incomplete data
(n=21)

Included cases
(n=299)

Non surgical
management (n=8)

Stage 1a (n=199)

Stage 1b (n=100)

Grade 1 (n=156)

Grade 2 (n=31)

Grade 3 (n=12)

Grade 1 (n=63)

Grade 2 (n=33)

Grade 3 (n=4)

Recurrence (n=5)”

Vault (n=3)”

Bone (n=1)

Peritoneal disease
(n=1)

Recurrence (n=1)

Recurrence (n=2)

Recurrence (n=3)

Lung (n=1)

Pelvic mass (n=1) Vault (n=2)

Liver (n=1) Lung (n=1)

Fig. 1. Study flow chart of the 328 women with stage 1 endometrioid adenocarcinoma of the endometrium. “One patient’s original pa-
thology report was upgraded to grade 2 after recurrence; ?One woman with vault recurrence had lung metastasis at the time of diagnosis
of recurrence.
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Results

Over a period of 9 years, 328 patients were diagnosed with
stage 1 endometrioid endometrial adenocarcinoma of vari-
ous grades (Fig. 1). Of the 328 patients, 8 were treated
non-surgically; therefore, they were excluded. Twenty-one
patients were excluded for incomplete data identification.
The remaining 299 patients underwent surgery with curative
intent (total hysterectomy and bilateral salpingo-oophorec-
tomy) and were included in the study. Preoperative cross-
sectional imaging was performed in 297 patients; 2 of them
had endometrial cancer diagnosed after vaginal hysterec-
tomy for prolapse and subsequently underwent laparoscopic
salpingo-oophorectomy for completion of the treatment.

The mean age at diagnosis was 62 years (range 32-91
years). In total, 32 patients died: 6 due to endometrial can-
cer, 18 due to other known causes, and the cause of death
remained unidentified in eight patients. Out of these eight
patients, 5 were still under follow-up with no evidence of
disease recurrence, and the remaining 3 had completed
follow-up for endometrial cancer and were discharged. The
median follow-up period for the cohort was 44.4 months
(range 7.2-90.4 months).

Characteristics of the patients are described in Table 1.
Majority of the patients were post-menopausal at diagnosis
(n=259, 86.6%), and 231 of them presented with vaginal
bleeding (77.3%). Pre-menopausal women most commonly
presented with irregular vaginal bleeding. Risk factors for en-
dometrial cancer were prevalent in the cohort: 54.8% of the
patients were obese, with a BMI >30, 53.5% of them were
hypertensive, and 19.1% of them were diabetic. There was a
low prevalence (3.7%) of “ever use” of tamoxifen.

Most patients (n=199, 66.6%) had stage 1a disease, and
100 of them (33.4%) had stage 1b disease. Grade 1 cancer
was seen in 219 patients, while 64 patients had grade 2 can-
cer. Of the 16 patients with grade 3 cancer, one patient had
recurrence. Adjuvant radiotherapy was recommended for
81 patients following an MDT discussion. Of these, 1 pa-
tient declined radiotherapy (stage 1a, grade 3) and another
patient was unfit for radiotherapy due to multiple comor-
bidities. Both these patients experienced recurrence of the
disease.

Recurrence of endometrial cancer was seen in 11 patients
(3.7%) and the details are described in Table 2. Recurrence
of endometrial cancer was seen in 11 patients (3.7%). The
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overall recurrence rate for patients with stage 1 (1a and
1b) grade 1 and 2 cancers was 3.53%, while among the
187 patients with stage 1a grade 1 and 2 disease, five pa-
tients were diagnosed with recurrence (2.7%). No recurrence
was an unexpected finding on routine clinical examination
during follow-up in asymptomatic patients. In two out of
the 11 (18%) cases of recurrence, patients waited for a few
weeks for their routine clinic appointment to discuss their
new symptoms.

Symptoms at presentation usually correlate with the site
of recurrence. Four women presented with signs and symp-
toms of distant recurrence: shortness of breath due to lung
metastases (n=2), severe hip pain due to bone metastasis
(n=1), and jaundice due to liver metastases (n=1). Almost
all the women presenting with distant metastases died of
disease progression. A woman who presented with a solitary
lung metastasis, 50 months after primary surgery for stage
1a grade 1 endometrial cancer and underwent left upper lo-
bectomy, was still in remission with letrozole hormonal treat-
ment at the time of the last follow up appointment.

Four women experienced vaginal bleeding due to vault re-
currence. Three of them presented with vaginal bleeding and
had contacted the department, and one was experiencing
vaginal bleeding but waited for a routine clinic appointment
to discuss her symptoms. Three of the women with vaginal
vault recurrence received treatment with curative intent, and
all of them had further relapse several months later (range
18-32 months). One woman had concurrent gastric cancer
and died later.

One woman presented with abdominal pain, bloating, and
fatigue, with a computerised tomography (CT) scan revealing
a pelvic peritoneal mass, enlarged lymph nodes, and a hydro-
ureter. This case was identified on follow-up in a symptom-
atic patient who waited for a routine follow-up appointment
to report her new symptoms.

Recurrence was an incidental finding in two women. One
woman was admitted with stroke and had CT of the chest,
abdomen, and pelvis, with peritoneal malignancy in the pel-
vis, which was presumed to be a recurrence of endometrial
cancer. Finally, vaginal vault recurrence was an incidental
finding on MRI performed in a woman with hip pain.

The median time from treatment to the first recurrence
was 22 months (range 5-60 months post-treatment). The
mean time was 28.5 months. There was no significant cor-
relation between the risk factors and disease recurrence or
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Table 1. Characteristics of 299 women with surgically treated Table 1. Continued

stage 1 endometrial cancer at Queen’s hospital, from January Characteristic Value
2008 to December 2016 Grade
Characteristic Value 1 219(73.2)
Parity 2 64 (21.4)
Nulliparous 54 (18.1) 3 16 (5.4)
Parous 236 (78.9) Primary surgery
Unknown 963) Laparoscopic hysterectomy & bilateral 147 (49.2)
Menopausal status salpingo-oophorectomy
Pre-menopausal 36 (12.1) Abdominal hysterectomy & bilateral 150 (50.1)
Post-menopausal 259 (86.6) salpingo-oophorectomy
Unknown 4(13) Vaginal hysterectomy +second procedure 2(0.7)
BMI>30 bilateral salpingo-oophorectomy
- 164 (54.8) Adjuvant treatment
No 7123.7) Intravaginal radiotherapy 64 (21.4)
T y— 55 (21.5) External beam radiotherapy 6(2.0)
Diabetic Intravaginal anq external radiotherapy 8(2.7)
Vos 57 (19.1) |nzLag%%Pha;r;as;gtherapy and 1(0.3)
No 197 (65.9) Chemotherapy” 1(0.3)
Unknown 40 (15) None 217 (72.6)
Hypertensive Radiotherapy declined by patient 1(0.3)
Yes 161(53.8) Patient unfit for radiotherapy 1(0.3)
No 1167.1) Values are presented as number (%).
Unknown 28(9.1) BMI, body mass index; HRT, hormone replacement therapy.
History of breast cancer 15 (5.0) Ppatient had presumed involved pelvic lymph node and received ad-
U= Gl e 113.7) juvant chemo-radiotherapy; YPatient had concurrent ovarian cancer
HRT and received adjuvant chemotherapy, despite grade 1 stage 1a en-
dometrial cancer.
Current use of HRT 12 (4.0)
Past use of HRT 25(8.4)
MBS 164(44.8) between the risk factors and the time between treatment
Non-applicable 36(12.0 and recurrence. Age, parity, menopausal status, BMI, past
Unknown 92 (30.8)

and current use of hormone replacement therapy, history of

Presentation of original disease diabetes, and hypertension were included as the risk factors.

Post-menopausal bleeding 231(77.3) The history of breast cancer, tamoxifen use, and the grade
Iregular bleeding/menorrhagia 34(11.4) and stage of primary cancer were examined, and no statisti-
Vaginal discharge 7@23) cally significant difference was found. The correlation of risk
Incidental finding 7(23) factors with recurrence was not within the scope of the cur-
Weight loss 2(0.6) rent study and would require more detailed analysis to arrive
Abdominal pain 3(1.0) at definite conclusions.
Unknown 15(5.1)

Stage
la 199 (66.5) Discussion
1b 100 (33.5)

Our study found that traditional hospital follow-up played a
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limited role in the detection of disease recurrence. In 2 cases,
the routine follow-up approach had a potential adverse ef-
fect on the patients, as both of them.

Waited for their routine clinic appointment scheduled a
few weeks after the onset of symptoms. This illustrates the
importance of the patients’ education and understanding
of the signs and symptoms of disease recurrence and the
need for open communication pathways for the patient to
initiate, if symptoms arise. In total, five patients had vaginal
vault recurrence, four of them had bleeding, and one was
asymptomatic. Two other patients experienced locoregional
recurrence. None of these cases of recurrence were detected
during the routine follow-up appointments and were either
missed on clinical examination or became evident during the
interval between the appointments. Furthermore, four pa-
tients with recurrence presented with distant metastatic dis-
ease, which was not detected during the routine follow-up
appointments, questioning the effectiveness of routine pelvic
examination for patients without vaginal bleeding.

In our study, none of the patients with early-stage en-
dometrial cancers had asymptomatic recurrence identified
during the routine follow-up appointments. A recent Danish
study by Jeppesen et al. [14] found that 2.3% (61/2,612) of
stage 1-2 endometrial cancers had an asymptomatic recur-
rence. Thus, 344 pelvic examinations need to be performed
for asymptomatic recurrence. This is higher than the value
that was previously reported in an older Norwegian study
where one asymptomatic recurrence was detected for every
653 routine consultations for women with any stage disease
who received curative surgical treatment, with no asymp-
tomatic recurrences reported in women with stage 1a and
1b disease, who were below the age of 60 years at the time
of primary treatment [4]. There are limited comparable data
regarding women in England. There is no evidence of a dif-
ference in outcome between the detection and subsequent
treatment of a recurrence in asymptomatic and symptomatic
patients [15-19], challenging an intensive follow-up strategy.

Regarding the pattern of recurrence in our study, four
patients had distant recurrence (1.3%) and 7 (2.3%) had
recurrence in the pelvis, vaginal vault, or pelvic peritoneum (lo-
coregional). Recent studies have reported variable patterns de-
pending on the risk factors, mainly on the histological subtype
and initial staging [20-23]. For low risk for recurrence cancers
(stage 1a, grade 1-2), locoregional recurrence rates are 2.1-
6.2%, while for intermediate-risk patients (stage 1a grade 3,

www.ogscience.org

and stage 1b with grade 1-2) the rates are 2.3-9.2% [20-23].

The largest study till date reviewed all the patients with en-
dometrial cancer in Germany between 2000 and 2016 [22].
Patients with a low risk for recurrence had a local recurrence
rate of 3.5% and distant recurrence rate of <1%. Interme-
diate-risk patients had a local recurrence rate of 5.1% and
distant recurrence rate of 2.8% for lung metastases, 2.3%
for extrapelvic peritoneal metastasis, 1.8% for liver, 1.8%
for brain, 1.5% for distal lymph nodes, and 1.3% for bone
metastases. Low-risk patients had an incidence of recurrence
with a peak between the fourth and sixth years, while the
patients with intermediate risk had a peak incidence of re-
currence within the first 3 years.

The studies by Jeppesen et al. [23] and Bendifallah et al. [20]
reported a median time to recurrence of 12 and 13 months,
respectively, for all the patients with stage 1 and stage 2 en-
dometrial cancers. In our study, the median time to recurrence
of stage 1 endometrioid endometrial cancer was 22 months.

The NHS is facing increasing financial pressures, with a
need to develop more cost-effective ways of caring for pa-
tients to achieve sustainability in the future [8]. A recent ran-
domized control trial (ENDCAT trial) assessed the patient ac-
ceptability and safety of nurse-led telephone versus hospital
follow-up for women with stage 1 endometrial cancer and
reported no detrimental physical or psychological outcomes
for women with telephone follow-up compared to the tradi-
tional hospital follow-up [24,25]. Cost analysis of telephone
follow-up compared to hospital follow-up was projected as
cost-neutral for the NHS. However, a reduction in the clinical
follow-up may provide more free appointments for other pa-
tients [26].

There is a shift to an alternative, more cost-effective follow-
up for women with low risk for recurrence, early stage,
endometrial cancer; examples being a nurse-led telephone
follow-up [24] or a patient-initiated follow-up [27]. Patients
with cancer should be treated according to their individual
needs and the specific disease characteristics, as recom-
mended by the UK's achieving world-class cancer outcomes
report [28]. Stratified pathways for follow-up have already
been implemented in breast, colorectal, and prostate cancer,
including patient-initiated follow-up pathways [29], with pa-
tients finding self-management more convenient and time-
saving than hospital follow-up and, more importantly, less
stressful [30,31].

Patient-initiated follow-up (PIFU) aims to individualize pa-
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tient care based on the risk of recurrence and holistic needs,
while simultaneously optimizing resources. A recent UK study
reported that PIFU is well received by women treated for
endometrial cancer, although younger women (median age
57 years) initiated more contact with the health care staff,
indicating that they needed a higher level of support [32].

The NCSI 2013 advises that individuals are assessed to
determine the tier of follow-up that would best meet their
needs. Individuals deemed at low risk of recurrence and late
effects (physical and psychosocial) are encouraged to opt
for self-management, those at medium risk receive planned,
coordinated care, and those at high risk receive complex care
from specialist services. MDT review is required to triage the
patients according to low, intermediate, or high risk of can-
cer recurrence [10]. Specific recommendations and eligibility
criteria have recently been published by the British Gynae-
cological Cancer Society [33], and PIFU after the treatment
of gynecological malignancy is already a routine part of the
follow-up protocols in 42% (19/44) of the cancer centers in
the UK according to a national study published in May 2020
[34].

A recent randomized control trial comparing traditional
hospital follow-up and patient-initiated follow-up found that
women in the patient-initiated group had significantly higher
levels of fear of cancer recurrence than women receiving
traditional hospital follow-up [27]. Although our study finds
no value in the routine hospital appointments for detecting
recurrence, regular contact with a healthcare provider may
have psychological benefits for the patients. Qualitative data
from the ENDCAT trial suggests that telephone clinic follow-
up provides adequate support and information for women
after the treatment of endometrial cancer; although the
sample size of women interviewed was small, the results are
favorable [25]. Further research in this area is required in the
form of prospective studies to ensure that the psychological
aspects of surviving cancer are addressed in the alternative
modes of follow-up. Patient education regarding the various
signs and symptoms of recurrence is of fundamental impor-
tance. In addition, the impact of background educational
status and culture needs careful consideration. Rapid access
to clinic appointments should be available for women with
symptoms to provide appropriate timely care and support.

This has become even more relevant in the current time of
the COVID-19 pandemic, as more patients have been followed-
up with telephone consultations in all hospitals across the UK.
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1. Weaknesses and future studies

This study was limited by data availability due to the retro-
spective nature of this study. The small number of recurrence
cases does not allow for potential correlations with demo-
graphics and risk factors to be revealed.

The number of patients with stage 1 grade 3 cancers was
small, making this category unsuitable for deriving definite
conclusions. Overall, this study mainly aimed at examining
low-grade, stage 1 cancer recurrence, and the value of rou-
tine traditional follow-ups.

2. Conclusion

Our study has shown a low recurrence rate for stage 1, grade
1, and grade 2 endometrioid endometrial adenocarcinoma,
in line with the existing literature. Asymptomatic recurrences
were not identified during routine follow-up appointments,
despite a considerable amount of resources invested in the
hospital follow-up appointments and clinical examinations.
Our study supports the implementation of a stratified follow-
up strategy with the understanding that larger studies are re-
quired in view of the low recurrence rate in early endometrial
cancer.
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