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Other risk factors include unopposed estrogen therapy,
estrogen-producing tumors, early menarche, late
menopause, nulliparity and infertility, particularly due
to polycystic ovarian syndrome, with almost 3-fold in-
creased risk2,6.

Although the majority of endometrial cancers are
diagno sed in early stages (80% in FIGO stage I), di -
fferences in epidemiological risk factors and histo -
pathological features may impact both treatment and
prognosis7.

A large body of evidence addresses the optimal sur-
gical approach of endometrial cancer with hysterecto-
my and bilateral salpingo-oophorectomy with or with-
out lymphadenectomy. Conservative management in
women who desires preservation of fertility raises a
therapeutic dilemma that imposes a multidisciplinary
discussion and patient involvement.

We aim to review a case of a successful term pregnan -
cy after conservative treatment of an early stage en-
dometrial carcinoma. An insight on fertility sparing
treatments and potential risks will be disclosed.

CASE REPORT

We present a case of a 34-year-old nulligesta with the

Abstract

Although endometrial cancer is primarily a postmenopausal disease, around 4 percent of patients are younger than 40 years
and may desire fertility, requiring conservative treatment options. We describe a clinical case of a 34-year-old nulligesta diag-
nosed with early stage endometrial carcinoma who achieved a term pregnancy with live birth after conservative fertility 
sparing treatment with progestins. At two-year follow up, after childbearing and still preserving fertility, she remains in com-
plete remission of the disease. An insight on conservative approaches is provided and potential risks are discussed.
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INTRODUCTION

E ndometrial cancer represents the most common
malignancy of the female genital tract in  deve loped

countries1. In Europe, the number of newly diagnosed
cases exceeded 100,000 in 20121,  with a cumulative
risk of 1.71%2. Although more than 90% of cases of en-
dometrial cancer occur in women over 50 years, around
4% are younger than 40 years, many of whom may de-
sire to preserve fertility3. Moreover, its incidence may
be increasing, due to an important increase of obesity
rate and popularity of postpone delivery age4.

Endometrial intra-epithelial neoplasia (EIN), the
pre-malignant lesion for type I endometrial carcinoma,
encloses a continuum of estrogenic stimulation of the
endometrium unopposed by progestins, proliferative
glandular epithelial changes and consequently malig-
nant transformation5. The risk factors enhancing this
line-up are well known, and most patients typically dis-
play a clinical profile comprising high body mass index
(BMI) with other components of metabolic syndrome.
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diagnosis of endometrial cancer. Previous medical his-
tory included a stable hypothyroidism; pituitary mi-
croadenoma controlled with bromocriptine; class II
obesity, with a BMI of 37 Kg/m2. Concerning gyneco-
logic history, first menses was at 11 years, with regu-
lar cycles and no current hormonal contraception.
There was no history of smoking habits. Regarding
family oncologic history, her mother had breast cancer
at 40 years old.

She presented with uterine abnormal bleeding with
a 9-months evolution, referring abundant and pro-
longed menses as well as intermenstrual bleeding. A
pelvic ultrasound revealed a slightly enlarged uterus
with heterogeneous endometrial thickening of 17 mm
with small regular cystic areas. An hysteroscopy under
anesthesia was performed, revealing a large multilobu -
lated polypoid lesion with exuberant vascularization
inserted in the fundus of the cavity and right uterine
wall. This surgical procedure was finished with
polypectomy with complete excision of the lesion. No
peri or post-operative complications were registered.

The histology revealed EIN and grade 2 en-
dometrioid adenocarcinoma with estrogen and pro-
gesterone receptor positivity. The patient was then re-
ferred to our oncologic centre in order to evaluate the
need for further treatments. A pelvic magnetic reso-
nance imaging (MRI) was performed, revealing en-
dometrial thickness of 10 mm suggestive of an early
stage endometrial neoplasia confined to the en-
dometrium and no cervical stromal invasion - FIGO
stage IA (Figure 1A and 1B). Serum tumor markers Ca
125 and HE4 were within the normal range and the

cervical cytology was normal. The thoracoabdominal
computed tomography (CT) excluded distant dissemi -
nation.

After considering the strong desire to preserve fer-
tility and discussing all the pros and cons of a fertility
sparing option, the patient engaged with a conserva-
tive medical treatment with close follow-up; megestrol
acetate (MA) on a single oral dose of 160 mg daily was
initiated and maintained for the following 7 months.

At six-months follow-up after initiation of medical
treatment, an heterogeneous endometrial thickening of
11 mm was still observed in the pelvic ultrasound. The
patient underwent hysteroscopic control under anes-
thesia, which showed an enlarged cavity with multiple
polypoid lesions near the right tubal ostium. Polypec-
tomy of these lesions with bipolar energy system was
performed, and the histology was compatible with
hyper progestagenic pseudo-polypoip endometrium
and absence of malignancy. As complete remission was
confirmed, the progestin was discontinued and con-
ception was encouraged. Three months later she con-
ceived spontaneously, resulting in an uneventful
pregnan cy with live born term delivery. A male neonate
weighing 4400g was born at 39 weeks by cesarian sec-
tion due to fetal macrosomia. Pathological examina-
tion of the placenta revealed no tumor infiltration.

At three-month postpartum consultation, she was
asymptomatic with no uterine abnormal bleeding, un-
der oral desogestrel in a daily dose of 0,075 mg. Serum
tumor markers and pelvic ultrasound were normal, re-
vealing a linear endometrial contour. Considering that
the patient still desired to maintain fertility, a 52 mg

FIGURA 1. Pelvic MRI with sagittal (A) and axial (B) T2-weighted images, demonstrating a hyperintense thickened endometrium with an
intact junctional zone and no cervical stromal invasion, suggestive of noninvasive endometrial carcinoma.
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levonorgestrel intrauterine device (LNG-IUD) was
inser ted. At six-month postpartum follow up, clinical,
serological and ultrasound evaluation remained nor-
mal, and the endometrial biopsy confirmed oncolo gic
remission. Furthermore, counselling regarding risk re-
duction was provided, particularly focusing on weight
loss and nutritional coaching. A close follow-up every
six months with tumor markers, ultrasound and serial
endometrial biopsies has been maintained in our on-
cologic centre, and at two-year follow up she remains
in complete remission of the disease.

DISCUSSION

The mainstay of treatment for endometrial cancer in-
cludes surgical staging, with extrafascial total hys-
terectomy with bilateral salpingo-oophorectomy with-
out vaginal cuff. Assessment of the nodal status by lym-
phadenectomy should be performed in intermediate
and high risk patients for staging purposes and allows
tailoring of adjuvant therapy2,8.

Although this diagnosis is rare in childbearing age
women, it may occur in 4% of patients under 40 years
old3, imposing the need for fertility preservation strate-
gies. Younger and premenopausal women seem to have
a better prognosis, frequently displaying early stage
well-differentiated and low-graded tumors, enabling
conservative treatment9. Despite of being a highly ef-
fective treatment, with five-year survival rates over
95% in this setting, the standard surgical approach re-
sults in a permanent loss of reproductive potential,
which might be of upmost importance to these wo -
men2.

Progestins such as medroxyprogesterone acetate
(MPA, 400 - 600 mg/day) and MA (160 - 320 mg/day),
have been used as a fertility-sparing approach in this
subset of patients, with different dose regimens of
cyclic (14 days every month) or continuous therapy
successfully used. Other conservative options include
local surgical excision with hysteroscopy in one to
three steps, with or without subsequent progesterone
treatment; recurrent dilation and curettage (D&C);
LNG-IUD, frequently in combination with gonado-
trophin-releasing hormone agonists10-12. A recent meta-
analysis of 54 studies showed that hysterosco pic re-
section followed by progestogens achieved a higher
pooled regression and live birth rate and a lo wer re-
currence rate compared with oral progestogens alone,
as well as a significantly higher pooled live birth rate

comparing to LNG-IUD alone13. However, there is still
no consensus regarding the optimal treatment 
approach, dose and duration.

A proper assessment of tumor pathological features
is a critical issue in patient selection; a conservative 
approach may be considered in cases of grade 1 en-
dometrial carcinoma histology or premalignant di sease
as EIN9. Although D&C seems to be the optimal me thod
to obtain the histopathology specimen for diagnosis, re-
flecting FIGO tumor grade with higher accuracy com-
paring to office endometrial sampling, hysteroscopy re-
mains the gold standard for an oriented diagnosis14,15.

While conservative management presents high res -
ponse rates of around 75%, recurrence still occur in 30
to 40% of cases16-18. Therefore, a new D&C and imag-
ing should be performed at 6 months to confirm the -
rapy response. Pregnancy seems to reduce cancer re-
currence due to the progesterone environment17 and
should be encouraged as soon as remission is achieved
and before eventual recurrence. Recent meta-analysis
have shown a pooled live birth rate of 28 to 39% after
fertility-sparing treatments19,20. Parlakgumus et al re -
trospectively reviewed nine cases of early stage en-
dometrial carcinoma with desire for fertility preserva-
tion; among the 5 patients who preferred medical treat-
ment, there was a case of ovarian carcinoma during the
follow-up; one case of cancer recurrence diagnosed on
D&C for spontaneous miscarriage; only one reported
term pregnancy with live birth20.

We report a case of a 34-year-old women presen ting
with persistent abnormal uterine bleeding for more
than 6 months with relevant risk factors for endome-
trial cancer, who was diagnosed with grade 2 en-
dometrioid adenocarcinoma after hysteroscopic
polypectomy. After six months of medical treatment
with daily MA, she achieved complete remission. At
this point, if complete response is achieved, concep-
tion must be encouraged and referral to a fertility cli -
nic is adequate. In case of no response or disease re-
currence after an initial response, standard surgical
treatment should be recommended. Furthermore, 
after childbearing or the age of potencial pregnancy is
completed, hysterectomy and eventual salpingo-
oophorectomy remains the standard treatment, given
the significantly high recurrence rate. Since our patient
still desired to maintain fertility in view of a further
pregnancy, she will be kept in close monitoring every
six month as far as complete remission is warranted.

The subset of younger patients with endometrial car-
cinoma are frequently nulligravid with a history of in-
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fertility, which may raise a therapeutic dilemma. Con-
servative treatment of endometrial carcinoma seems a
safe approach in selected cases of early stages and low
grade endometrioid histology. Although many studies
have revealed its safety in this subset of patients, there
is still no standard treatment algorithm. Patients who
desire fertility-sparing options or ovarian preservation
should be counseled of the pros and cons and accept
close follow-up, regarding the high potential for re-
currence and coexisting synchronous ovarian malig-
nancy20.
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