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Abstract

Ozet

A 32-year-old woman who had infertility for 9 years and poly-
cystic ovary syndrome (PCOS) associated with endometrial complex
hyperplasia without atypia is presented. After progestin treatment for 3
months, histologic examination of the endometrium showed regression
of the lesion. For the reducing the clinical manifestations of androgen
excess and restoring regular menstrual bleeding, treatment continued
with oral contraceptive (cyproterone) and consisted of weight loss by
restricted calories diet. Ovulation induction with clomiphene citrate
was resulted in a successful pregnancy at the end 12 months after the
initial diagnosis of endometrial hyperplasia was made. Conservative
treatment with progestin and ovulation induction of patients with
PCOS and endometrial complex hyperplasia should be considered in
properly selected cases.
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Endometrial atipisiz kompleks hiperplazi saptanan 32 yasinda ve
9 yillik infertilitesi olan polikistik over sendromlu (PCOS) bir olgu
sunulmaktadir. Progestinle 3 aylik siklik tedavi sonrasinda endometri-
yumun histopatolojik incelemesinde hiperplazinin geriledigi saptandi.
Androjen fazlaliginin klinik belirtilerini azaltmak ve adetleri diizenle-
mek amaciyla zayiflamast Onerildi ve siproteron asetat iceren oral
kontraseptif ile tedaviye devam edildi. Hastanin endometrial hiperplazi
tanist almasindan 12 ay sonra, klomifen sitrat ile ovulasyon indiiksi-
yonu sonucunda basarili bir gebelik elde edildi. Sonu¢ olarak
endometrial kompleks hiperplazi saptanan PCOS’lu se¢ilmis hastalar-
da, progestin ile konservativ tedavinin ve ovulasyon indiiksiyonun
uygun olabilecegini diisiinmekteyiz.

Anahtar Kelimeler: Polikistik over sendromu,
endometrial hiperplazi, konservativ tedavi

Polycystic ovary syndrome (PCOS) is
characterized by menstrual dysfunction (oligo or
amenorrhea), infertility, hirsutismus and obesity.
PCOS was first described in 1935 by Stein and
Leventhal and was known for decades as Stein-
Leventhal syndrome. Recently accepted definition
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of PCOS, the diagnostic criteria included
hyperandrogenism and chronic anovulation and
excluded seconder causes such as neoplasm,
hyperprolactinemia, and adult-onset congenital
adrenal hyperplasia.'

Unopposed persistently elevated estrogen lev-
els in chronic anovulatory patients with PCOS
increase the risk of endometrial hyperplasia and
carcinoma. The risk of untreated endometrial hy-
perplasia progressing to carcinoma is ranging from
1% to 29%." Therfore, the selected treatment of it
for older women may be hysterectomy. For young
women who wishing to preserve fertility, medical
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treatment is desirable. Many reports support that
progestin therapy is very effective in reversing
endometrial hyperplasia. Moreover, a limited body
of evidence suggests that well-differentiated en-
dometrial adenocarcinoma may also be treated
effectively by progestin.*”’

Case Report

A 32-year-old woman, 9 years infertile, was
admitted to our clinic with vaginal bleeding con-
tinuing for one month. She had menstrual irregu-
larity (oligomenorrhea) and hirsutismus, no diabe-
tes mellitus or hypertension. Her body mass index
(BMI) was 35 kg/m?. The serum testesterone level
(3,9 ng/dl) was upper than normal range, and LH
(17 mIU/ml): FSH (7 mIU/ml) ratio was also in-
creased. DHEAS (254 pg/ml) and prolactin (24.7
ng/dl) levels were not increased. Vaginal ultra-
sonography was revealed bilaterally enlarged ovar-
ian volume within increased number of microcysts
and endometrial thickness was 11mm. These find-
ings pointed to the necessity of identifying an in-
creased risk of endometrial hyperplasia in patient
with PCOS and endometrial curettage was per-
formed. Histopathological evaluation of the endo-
metrium was revealed complex hyperplasia with-
out atypia (Figure 1). The patient was informed her
illness and management of conservative treatment
for preserving her fertility. Progestin therapy (me-
droxyprogesterone acetate 10 mg/day for 20 days
per month) was initially began and restricted calo-
ries diet was recommended to reduce weight. After
3 months of treatment, endometrial curettage re-
peated and histological examination showed re-
gression of her lesion to proliferative endometrium
(Figure 2). The combination of cyproterone acetate
with ethinyl estradiol in oral contraceptive was
maintained to reduce plasma testesterone level and
restoring regular menstrual pattern. Ovulation in-
duction with clomiphene citrate (CC) was intro-
duced for immediate treatment of the patient’s
infertility in order to avoid the risk of recurrent
hyperplasia of the endometrium. Her BMI was
reduced to 28 kg/m? (20 kg weight loss). A single
pregnancy was achieved at fourth month of ovula-
tion induction with CC and 12 months after the
initial diagnosis was made. Pregnancy was compli-
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Figure 1. Showes microscopic appearance of endometrial complex
hyperplasia (x 40 HE).

Figure 2. Showes microscopic appearance of proliferative endo-
metrium (x 40 HE).

cated with preeclampsia and glucose intolarance.
In 38th weeks of gestation, fetal growth was re-
tarded for 4 weeks and there were loss of variabil-
ity together with recurrent deceleration spon-
tanously in the evaluation of nonstress test. For this
reason, cesarean section was performed and 2100 g
female fetus was born. At follow-up of 3 years
postpartum, the patient was healthy with regular
menstrual pattern; moreover, she aborted sponta-
neously second pregnacy, needed no medication.

Discussion

In chronic anovulatory patients with PCOS,
persistently elevated estrogen levels with unin-
terupted by progesterone increase risk of endo-
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metrial adenocarcinoma. Some authors indicated
that women with PCOS have a high incidence of
the endometrial cancer of approximately 25%, but
actually it is less.” Farhi et al found that 7 of their
10 cases who were below 25 years of age had
PCOS.* In this reason, the presence of obesity,
infertility and irregular menstrual periods or an
abcence of menses in women with PCOS should
encourage the physician to search the possibility of
underlying endometrial pathology by curettage or
biopsy. For predicting endometrial hyperplasia,
endometrial thickness on vaginal ultrasound as-
sessment is also useful.’

Endometrial hyperplasias are important be-
cause they may be precede or simultaneously with
endometrial cancer. As known for decades, com-
plex hyperplasia is an endometrial cancer precursor
lesion. Complex hyperplasia without atypia is
characterized by the precence of hyperproliferative
endometrial glands with irregular shapes and mito-
sis, an increased glandular-to-stromal ratio with
glandular crowding and diminishing stroma that
may be confused well differentiated adenocarci-
noma.'® This risk of progressing to endometrial
carcinoma was found 26.7% in study of Wentz,’
16% in study of Campell, 22% in study of
Sherman, and 6% in study of Hall.> Older women
with complex hyperplasia have choiced surgical
treatment, hysterectomy, because of high risk en-
dometrial cancer. Organ preserving method in the
management of endometrial hyperplasia is consid-
ered in young women who desire to preserve their
fertility. Conservative treatment of endometrial
hyperplasia with progestins is very effective in
resolving lesion and a safe alternative to hysterec-
tomy in women under age 40."”7 For women with
endometrial hyperplasia without atypia; ovulation
induction, cyclical progestin therapy (e.g., me-
droxyprogesterone acetate 10-20 mg/day for 14
days per month), or continuous progestin threrapy
(e.g.,megesterol acetate 20-40 mg/day) all seem to
be effective therapies. Continuous progestin ther-
apy is probably the most reiable treatment for re-
versing complex or atypical hyperplasia."*** Ko-
biashvili et al. reported that conservative treatment
proved to be effective in 96.4% of total 96 cases
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with atypical endometrial hyperplasia.'' Kurabaya-
shi at al. analyzed retrospectively pregnancy rate in
infertile women diagnosed with endometrial hy-
perplasia or carcinoma by endometrial biopsy. Of
infertile women, 0.93% have endometrial abnor-
malities, and those with PCOS have a high risk of
endometrial carcinoma. Assisted reproductive tec-
nology combined with high-dose medroxypro-
gesterone acetate.'”

Goker et al reported a woman with complex
hyperplasia with atypia. The patient was treated
with several cycles of different gestagens and after
repeated endometrial curettage, in vitro fertiliza-
tion and embrio transfer was achieved a single
pregnancy.” Muechler et al also achieved success-
ful pregnancy in an infertile woman with PCOS
associated with endometrial hyperplasia and well-
differentiated adenocarcinoma. They introduced
CC for conservative treatment with ovulation in-
duction, but pregnancy didn’t occured. Then,
treatment with menotropins resulted in a twin
pregnancy that aborted spontaneously and a single-
ton term pregnancy.13

PCOS, especially in obese woman, is also as-
sociated with insulin resistance and hyperinsu-
linemia. Improvement of hyperinsulinemia by
weight loss or by treatment with the insulin-
sensitizing agent (metformin) decreases serum
androgen levels and improves menstrual pattern
and ovulatory function. 10-kg weight loss results in
a 40% decrease in insulin levels and a 35% de-
crease in testesterone levels.'

Our case was an obese woman with PCOS, 9-
year infertile, and found endometrial complex hy-
perplasia without atypia by endometrial curettage.
In light of above knowledges, firstly, the patient
was effectively treated with progestin during a
three months period. For correction of BMI,
weight loss by caloric restriction was recommeded
and her weight loss was 20-kg. After completion
hormon therapy, successful pregnancy was
achieved by ovulation induction with CC at the end
12 months of initial diagnosis. This interval was 3
Y years for Muechler’s case"” and 32-79 months in
Randall’s studies.” In our case, weight loss had
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improved response to ovulation induction with
clomiphene citrate. In some studies, pregnancy was
achieved by ovulation induction with menotropins,
more expensive treatment, or by assisted reproduc-
tive technology.”'"'?

In conclusion, conservative treatment with
progestin and ovulation induction of patients with
polycystic ovaries and endometrial complex hy-
perplasia should be considered in carefully prop-
erly selected cases.
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