
Introduction

Endometrial cancer (EC), the third most frequent neo-

plasm among women in western populations, has a five-year

survival rate of 80−85% [1]. One quarter of all cases occur

in premenopausal women (2.5−14% younger than 40 years)

who wish to have children [2]. The standard treatment is

hysterectomy with adnexectomy, which results in the loss

of fertility including future opportunities to become preg-

nant. Fertility-sparing treatment should therefore be con-

sidered for young women with EC. However, it is crucial to

select potential candidates appropriately and follow their

clinical course closely since no consensus has been reached

regarding this alternative to surgery, which involves the risk

of recurrence or progression of the cancer [3]. 

Case Report

Case 1
A 29-year-old woman had primary sterility of 1.5 years dura-

tion due to severe male factor infertility. Ultrasonographic im-
ages were suggestive of endometrial polyps, and hysteroscopy
disclosed two endometrial polyps, one of which was atypical.
Both were completely resected. The pathology analysis identi-
fied the atypical lesion as hyperplasic endometrial polyp and
well-differentiated endometrioid adenocarcinoma. Nuclear mag-
netic resonance images showed minimal endometrial thickening
with no myometrial invasion (Stage IA). The patient declined
surgical treatment and after she provided her informed consent,
treatment was commenced with 160 mg/day megestrol acetate
(MA). Follow-up hysteroscopy and endometrial biopsy after
three and five months were negative. After six months of treat-
ment, one cycle of ovarian stimulation with gonadotropins was
used in preparation for artificial insemination with donor semen.
The patient became pregnant after the first cycle and her preg-
nancy was uneventful. Three months after delivery, hysteroscopy

and endometrial biopsy were normal. The patient was offered
hysterectomy again, which she declined, and has since been fol-
lowed regularly. Eight years later she remains in remission and
has become pregnant two more times. 

Case 2
A 32-year-old woman had primary sterility of one year’s dura-

tion due to male factor infertility. Ultrasonographic images of the
endometrium were suggestive of a polyp. Hysteroscopy disclosed
an atypical endometrial polyp which was completely resected, and
pathology analysis identified EC superimposed on a polyp. Nu-
clear magnetic resonance imaging showed no myometrial inva-
sion. The woman wished to preserve her fertility, and after she
provided her informed consent, treatment was commenced with
500 mg/day medroxyprogesterone acetate (MPA). Follow-up
studies with hysteroscopy and endometrial biopsy after three and
six months were negative. A single cycle of ovarian stimulation
with gonadotropins for in vitro fertilization resulted in a viable
pregnancy. She currently remains in complete remission. 

Discussion

Most indicators for conservative treatment of EC are

based on retrospective and case studies [4-7]. The candi-

dates for conservative management are young women who

wish to have children, who have well-differentiated en-

dometrioid EC with no metastatic disease (or minimal my-

ometrial invasion with no extrauterine spread, i.e. G1,

Stage IA). In addition, the woman must be willing to ac-

cept close, long-term follow-up, and once she has been

fully and scrupulously informed about the options and

risks, she must provide her informed consent. All these re-

quirements were met in both of the cases described here. 

The use of oral gestagens is the option of choice in such

cases, although there is no consensus regarding the ideal
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agent or optimal dose [5, 8]. The treatments used most

widely are MPA 800 mg/day, MA 40-160 mg/day or natu-

ral progesterone 200 mg/day [4, 6, 9], and response has

been seen in 76% of the patients (55−100%) [10]. Mean

time to response with oral treatment is three months (range

1-15 ) [6, 8, 11], and the rate of recurrence is 24−36% at

22 months (range 6-73). In the present patients, response

was obtained after three months, although the authors

opted to confirm this after six months before assisted re-

productive technology (ART) was used. In selected pa-

tients who do not respond, a second line of conservative

treatment is an option that has yielded an 80% response

rate [4,6]. If the disease persists after nine months or pro-

gresses at any time during treatment, conventional surgical

treatment is recommended [6].

Other therapeutic alternatives that have been proposed

are gonadotropin-releasing hormone agonists and aro-

matase inhibitors. The side effects of these treatments,

however, limit their use in younger patients [6]. Another

alternative is the levonorgestrel-releasing intrauterine de-

vice (LNG-IUD) [12]. Few cases have been published to

date on LNG-IUD as monotherapy [6, 12, 13], although

most have reported good results. In some patients (e.g.

women who do not tolerate systemic treatment, or those

with obesity or polycystic ovary syndrome), LNG-IUD

combined with oral gestagens has been investigated to en-

hance the endometrial response, with good results in most

studies published to date [14, 15]. The main problem with

this device is that it may interfere with short-term follow-

up due to potential difficulties in obtaining endometrial

biopsies or performing hysteroscopy. These patients

should be followed every four to six months with image-

guided endometrial biopsy, ideally during hysteroscopy.

Endometrial biopsy by vacuum aspiration should be

avoided [6, 16]. However, hysteroscopy is fundamental not

only for diagnosis and follow-up, but also as a treatment

modality that allows complete resection of the tumor. Re-

section can be accomplished in a single intervention or

with the three-step technique: tumor resection, removal of

the endometrium adjacent to the tumor, and removal of the

underlying myometrium [17, 18].

In patients who show complete response (negative find-

ings on two consecutive endometrial biopsies), conception

should ideally occur within three months of the end of

treatment, with the aid of ART if needed since it does not

worsen the prognosis of EC [4, 6]. Both of the present

women treated required ART because of male factor in-

fertility. 

After delivery, radical surgical treatment is recom-

mended to avoid the risk of relapse, given that conserva-

tive treatment for EC involves not only the oncological

risks inherent in the decision to forego surgery, but also

the risk of synchronous cancer (e.g. ovarian cancer) and

the attendant uncertainties due to the lack of uniform cri-

teria or consensus regarding subsequent surveillance and

follow-up protocols [19]. Despite these risks, the present

women treated wished to have children and declined to un-

dergo surgery.

Conclusions

The desire to preserve fertility in young women with

EC raises a number of challenges. Hormonal therapy with

progestational agents is effective in most cases but is not

without risks, and involves incomplete treatment for this

type of cancer. Women should be selected carefully and

informed fully about their treatment options, the onco-

logical risks, and the subsequent likelihood that assisted

reproduction techniques will be needed to ensure con-

ception. Curing the cancer should remain the first prior-

ity and the patient should be informed about the

undesired secondary effects of oncological treatment on

her fertility.
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