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Introduction 

Endometrial carcinoma (EC) is the most common gynae-

cological malignancy in western countries. Typically the dis-

ease is referred in postmenopausal women, but 25% of cases

occur in premenopausal women with 2.5-14.4% under the

age of 40 [1]. Endometrial hyperplasia (EH) is an abnormal

proliferation of the uterine endometrial glands due to unop-

posed estrogen exposure and is classified as simple or com-

plex, with or without cytological atypia [2]. Complex

atypical hyperplasia (CAH) is estimated to progress in 15%-

75% of patients if left untreated [3]. Moreover, invasive en-

dometrial cancer can already be found in approximately 40%

of patients initially diagnosed with CAH [1]. The occurrence

of the disease at young age can be related to several condi-

tions associated to prolonged unopposed endogen estrogen

exposure, such as obesity, nulliparity, and polycystic ovary

syndrome (PCOS) [4] and chronic anovulation [1, 5]. It can

be also related to exogenous estrogen exposure as hormone

therapy [6]. Furthermore, the association between the ex-

cessive estrogen of obesity, PCOS, ovarian stimulation, en-

docrine disruptors, and CAH/EC with the growing spread of

obesity, assisted reproductive technology (ART) practice and

pollution suggests that the incidence of the endometrial neo-

plasia will likely increase in the future. Although the stan-

dard surgical procedure to treat CAH and EC is hysterectomy

and bilateral salpingo-oophorectomy, for young nulliparous

women a conservative hormonal therapy should be consid-

ered [7]. Different progestins can be used such as norethis-

terone acetate, megestrol acetate, and medroxyprogesterone

acetate. Megestrol acetate or medroxyprogesterone acetate

are the most commonly used [1, 8]. Intrauterine device-de-

livered progestin (IUD) is another option that seems prom-

ising in offering control of the disease, and has been

successfully used in the prevention and treatment of en-

dometrial hyperplasia [3, 8-10], but there is not sufficient ev-

idence to recommend it as the treatment of choice [9]. Many

studies in literature have investigated the efficacy of prog-

estins as a primary therapy for EH and EC [1-3, 5, 7, 8, 10-

16]. The authors report a case of CAH in a young woman

with PCOS treated with norethisterone acetate in order to

preserve her childbearing potential.

Case Report

In April 2009, a 29-year-old nulliparous woman with polycystic

ovary syndrome came to the authors’ observation for a significant

and worsening menometrorrhagia of 20 days duration, although an

oral administration of tranexamic acid was prescribed for a week.

She had menarche at the age of 12 and her menstrual cycles were

irregular since then. Her weight was 58 kg (BMI 19.84 kg/m2) and

she denied a history of previous surgeries and smoking, but her pa-

ternal grandmother died of uterine cancer. At the gynecologic ex-

amination, only the presence of blood within the vaginal cavity was

found and there was no evidence of pelvic pain. A transvaginal ul-

trasound revealed a regular-sized uterus, but a thickened endome-

trial lining of 6.2 mm, abnormal for the phase of the cycle, with

irregular ultrasonic echo signal and ovaries with polycystic apper-

anance. Thus, an office hysteroscopy and an endometrial biopsy

were carried out, which showed polypoid-like features of the uter-

ine cavity mixed with blood clots and the histological examination

of her specimen was reported as CAH. The possible progression

from CAH to EC should suggest the need of a radical hysterectomy,

but considering patient’s age and her strong desire to preserve fer-

tility, a conservative management was proposed. Therefore, a trans-

vaginal ultrasound was performed to rule out myometrial invasion

and concurrent ovarian lesions and a medical treatment withRevised manuscript accepted for publication April 11, 2013
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norethisterone acetate (10 mg/die from the 14th to the 24th day of

the menstrual cycle) for six months was carried out. Two vaginal ul-

trasounds, three and six months after the beginning of the therapy,

were performed revealing a thin endometrium and she observed

menstrual blood loss dramatically decreased. Moreover, at the sixth

month, at the end of the therapy, an endometrial cytology was con-

ducted showing numerous samples of proliferative endometrium

with no signs of atypia. Then the patient stopped the hormonal ther-

apy for the following six months, but as she stopped the treatment

she experienced episodes of irregular uterine bleeding. One year

later from the diagnosis and six months after the end of the therapy

(2010), during the follow-up, a transvaginal ultrasound performed

at the 14th day of the menstrual cycle showed an endometrial lining

of six mm with non-homogeneous pattern. Then a second diagnos-

tic hysteroscopy and an endometrial biopsy were performed, with

the result of a proliferative endometrium according to the phase of

the cycle and tiny fragments of a hyperplastic polyp. Thus, the au-

thors decided to perform a new cycle of progestin treatment for six

months. After this second cycle of therapy, she stopped the prog-

estins again and six months since the end of the therapy, and two

years since the diagnosis (2011), the thickness of the endometrial

lining, detected with a vaginal ultrasound, was 6.3 mm with a ho-

mogeneous pattern, but she complained heavy menstrual period and

the authors decided to administer norethisterone acetate for other six

months. In 2012, she underwent a third hysteroscopy with an en-

dometrial biopsy, which showed a uterine cavity with hypertrophic

and richly vascularized endometrium with a polypoid aspect. The

histological examination of the specimen detected a fragment of

endometrial polyp characterized by the presence of pseudodecidu-

alized stroma and glands with proliferative aspects. The successive

follow-up controls and transvaginal ultrasounds conducted every

six months during the first year after the end of the hormonal ther-

apy were negative, she had not complained of menometrorrhagic

periods in the following months and she had not undergo any other

hormone therapy.

Discussion

Young women with CAH are frequently nulligravid with

a history of infertility and a strong desire to preserve their

fertility potential. Hysterectomy with bilateral salpingo-

oophorectomy is not acceptable in these young patients and

should be performed in women after completion of child-

bearing, in patients with co-morbidities precluding surgery or

in those without an appropriate response to the hormonal

therapy. Hence, in young women with CAH or grade 1 EC

who wish to preserve fertility, non-surgical management is

preferable [7, 8, 11, 12]. Several studies indicate that 60%-

80% of premenopausal women with CAH and grade 1 EC

respond to progestin treatment [3, 10, 16]. In a study con-

ducted in 2012, 15 fertile women with a diagnosis of early-

stage EC or CAH were treated with megestrol acetate

(80-160 mg/daily) or medroxyprogesterone acetate (500-

1000 mg/daily) for at least 12 weeks. Among them, 11

women had a complete pathological remission of the disease

and 4 pregnancies were attained in 4 women. Three of them

showed progression and underwent definitive surgery within

18 months, one underwent hysterecromy after 24 months and

showed no response after three cycles of progestins [7]. A

systematic review and metaanalysis recently conducted by

Gallos I.D. et al., considering the regression, relapse, and

live birth rates of early-stage EC and CAH with fertility-spar-

ing treatment, noticed that the conservative approach was a

safe and valid option [12]. Several studies evaluated women

with CAH, comparing those with prescribed progestin to

those with-not prescribed progestin, showing that the re-

gression of the disease was greater in the first case than in the

second one [2, 13]. However, uterine-sparing treatment with

progestins bears the risk of progression and relapse [2, 3, 5,

12, 17, 18] and some cases of conservatively treated CAH of

the endometrium have progressed to high stage EC [5, 17,

18]. Fertility-preserving therapy followed by ART can be a

good option in selected patients with fertility desires [14].

ART gives the chance of a pregnancy and minimize the time

before a hysterectomy, which could prevent them from re-

lapse [7, 12]. Pregnancy itself is a highly effective treatment,

with the endocrine placenta as a natural continuous progestin

source [7, 12]. The management of these patients is a

dilemma for clinicians: there is uncertainty about the treat-

ment regimen (progestational agent, dose, schedule, and clin-

ical outcomes) [2, 11, 12, 18], the follow-up [11, 12] and

there are no good pathologic indicators that are predictive of

response [2, 18]. In general, progestin treatment should be

continued for no less than six months [3]. In the authors’ ex-

perience, they performed an interrupted therapy (every six

months) and in literature there is some evidence that inter-

rupted, rather than continuous, progestin therapy may added

benefit by inducing the highest apoptotic death rates [19]. It

should be noted that the development of EH in the presented

29-year-old patient was supposedly related to the excessive

estrogen of PCOS and to the shortness of her luteal phase

with a scarce exposure of the endometrium to the progestin

action. Indeed, PCOS may be associated with chronic anovu-

lation and EH and there is an increased risk of EC through

chronic unopposed estrogen production [8]. In patients with

PCOS and CAH, it has been demonstrated that progestin

therapy is particularly feasible and effective not only for re-

ducing the menstrual blood loss, but also for improving the

pathological findings [8], thus having positive effects, both

on EH and PCOS. In summary, this case report shows that

premenopausal women with CAH who are strongly moti-

vated to preserve their childbearing potential may be treated

successfully with progestins alone as primary therapy.

Conclusion

Although there are no guidelines regarding the use of

progestins and most of the studies do not report a long fol-

low-up after the hormonal therapy, the authors believe that

the most reasonable option for young nulliparous women

affected by CAH should be the progestin treatment, which

can be also useful to treat patients with an associated PCOS,

producing positive effects on both diseases. Moreover, con-

servative therapy followed by ART can be a good option in

selected patients with fertility desires, while hysterectomy
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with bilateral salpingo-oophorectomy is recommended in

women who have completed their childbearing or if fertil-

ity-sparing treatment has failed. Type and duration of the

progestin treatment should be decided depending on the

characteristics of the patients. Although the risk of progres-

sion to carcinoma during the therapy is low, before starting

the treatment, it is crucial to exclude extrauterine disease.

Women should be informed about the risks, such as the pro-

gression of the disease during hormonal therapy and a close

follow-up, including clinical examination, endometrial biop-

sies, transvaginal ultrasound and/or magnetic resonance im-

aging is mandatory to monitor any failure and to change into

alternative, usually surgical, therapies. 
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