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A Successful Live Twin Birth by In Vitro Fertilization after
Conservative Treatment of Recurrent Endometrial Cancer

Hsien-Ming Wu, MD; Chyong-Huey Lai, MD; Hong-Yuan Huang, MD;
Hsin-Shih Wang, MD, PhD; Yung-Kuei Soong, MD

Endometrial cancer is predominately a postmenopausal disease. Endometrial cancer in
women of childbearing age is relatively unusual. Endometrial cancer is typically treated with
hysterectomy. After the development of endometrial cancer, successful pregnancy is rare.
We present a case of recurrent stage I endometrial adenocarcinoma in a 35-year-old woman.
Magnetic resonance imaging (MRI) revealed endometrial lesions without myometrium inva-
sion and no pelvic lymph node enlargement. The patient refused surgical intervention with
abdominal hysterectomy and bilateral salpingo-oophorectomy because of her essential desire
for children. Fertility-preserving medical therapy with megestrol acetate for 1 year and sub-
sequent assisted reproductive treatment (ART) were performed. Successful pregnancy
occurred after in vitro fertilization-embryo transfer (IVF-ET). On the basis of these observa-
tions and the low malignant potential of well-differentiated endometrial carcinoma, fertility-
preserving treatment using Megace therapy was suggested. In this case, recurrence occurred
after the completion of Megace therapy and three failed attempts at artificial insemination by
the husband (AIH). Recurrent endometrial adenocarcinoma was documented using hys-
teroscopy and direct endometrial biopsy. Another course of Megace therapy was adminis-
tered due to her desire for children. A successful pregnancy occurred after long-term med-

ical treatment and IVF-ET. (Chang Gung Med J 2008,31:102-6)
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ndometrial cancer is predominately a post-

menopausal disease with the average age at diag-
nosis of 58 years. The suggested treatment of stage |
endometrial cancer consists of total abdominal hys-
terectomy and bilateral salpingo-oophorectomy.
Only 2-5% of cases are diagnosed in women
younger than 40 years of age. The clinical course of
cancers in young women is often unfavorable, but
this well known fact is not applicable to endometrial
cancer in young women. Well differentiated endome-
trial adenocarcinoma has a favorable prognosis in
women younger than 40 years, and shows a high

sensitivity to progestins. Thus, patients who are
affected during their reproductive years are deprived
of their capability of childbearing. Although the
long-term risks are not known and there is no stan-
dard regimen of medical management to allow sub-
sequent pregnancy, it may be possible to reverse the
lesions using progesterone therapy.!? Early-stage
endometrial cancer in association with risk factors
like marked obesity and diabetes mellitus have an
excessively unopposed estrogenic stimulation of the
endometrium. Theoretically, progesterone should
reverse the neoplastic process by removing or neu-
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tralizing the estrogenic effect.*¥ Following regres-
sion of the lesions, patients are allowed to conceive
and become pregnant. In young women wishing to
bear children, however, trial treatment programs with
progestins have recently been attempted, and suc-
cessful pregnancies after the conservative treatment
have been reported.®® This is the first report of a
patient with recurrent endometrial adenocarcinoma
who received fertility-preserving treatment using
megestrol acetate and had a successful pregnancy
through in vitro fertilization-embryo transfer (IVF-
ET).

CASE REPORT

The 35-year-old woman presented with a 6-year
history of primary infertility. In the course of a
workup panel concerning infertility, the patient
underwent diagnostic laparoscopy and hysteroscopy
that revealed normal pelvic organs and a 1 X1 cm
endometrial polyp. Transcervical resection of the
endometrial polyp was performed and pathologic
result revealed grade 1 endometrial adenocarcinoma.
The curettage of the remainder of the endometrium
was negative for carcinoma. Tumor markers were all
within normal ranges. Duplex vaginal sonography
showed normal adnexal and a minimal residual
endometrial lesion short of Doppler flow signal with-
out myometrial invasion. Magnetic resonance imag-
ing (MRI) revealed an endometrial lesion without
myometrium invasion and no pelvic lymph node
enlargement (Fig. 1). The patient refused surgical
intervention with abdominal hysterectomy and bilat-
eral salpingo-oophorectomy because of her essential
desire for children. Risks of recurrence even after
fertility-preserving treatment were explained to the
patient. After obtaining informed consent, medical
therapy and subsequent assisted reproductive treat-
ment (ART) were performed. The patient took 160
mg of megestrol acetate (Megace; Bristol-Myers,
Evansville, IN) daily for a total of 6 months. In the
mean time, hysteroscopy and endometrial curettage
were performed once a month, and no further evi-
dence of adenocarcinoma was detected. Thereafter,
the patient received ovulation stimulation with
human menopausal gonadotropin (hMG) and ATH
for three cycles. Unfortunately, no pregnancy was
achieved. Six months after stopping the megestrol
acetate treatment, follow-up hysteroscopy revealed
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an obvious endometrial lesion (Fig. 2) and follow-up
endometrial biopsy showed a recurrent grade 1
endometrial adenocarcinoma (Fig. 3). Due to her
desire for children, another course of medical thera-
py with 160 mg of Megace daily for 6 months was
started. During the period of medical treatment, fol-
low-up hysteroscopy and endometrial curettage were
done monthly with no further evidence of adenocar-
cinoma. Then, the patient was started on
Gonadotropin-releasing hormone (GnRH) analog for

Fig. 1 Magnetic resonance imaging reveals endometrial
lesion with intact junctional zone.

Fig. 2 Hysteroscopy demonstrates an endometrial lesion at
the anterior-fundal area of the endometrium.



trial fragments with well-differentiated adenocarcinoma (H &
E stain).

pituitary down-regulation. After pituitary desensiti-
zation had been confirmed, ovarian hyperstimulation
for IVF was performed using follicle-stimulating
hormone (FSH) and human chorionic gonadotrophin
(hCG) according to the long-protocol regimen. The
IVF cycle was completed and embryos were trans-
ferred. The luteal phase was supplemented with
hCG. Three weeks after the embryos were trans-
ferred, the B-hCG rose and ultrasound revealed a
triplet pregnancy. One fetal demise was noted on fol-
low-up sonography at 8 weeks of gestational age.
The further course of the pregnancy was uncompli-
cated until 34 weeks of gestation when preterm labor
occurred and tocolysis failed. The patient delivered
two infants by cesarean section. Eight weeks after
their delivery, follow-up endometrial curettage was
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done and revealed endometrial hyperplasia with
atypical change. In order to prevent further malig-
nant risk, abdominal hysterectomy and bilateral salp-
ingo-oophorectomy was performed. Two years after
surgery there is no evidence of recurrence.

DISCUSSION

Endometrial cancer is a disease that occurs pri-
marily in postmenopausal women and is increasingly
virulent with advancing age. Endometrial adenocar-
cinoma in young women is rare. The optimal therapy
for patients with endometrial cancer, especially stage
I, remains controversial. Historically, stage I
endometrial cancer has been treated using intracavi-
tary radiation followed by immediate hysterectomy
and bilateral salpingo-oophorectomy in the United
States. Numerous studies have documented the effi-
cacy of using progestins in treating endometrial ade-
nocarcinoma.® Successful pregnancies after hor-
mone treatment and IVF program in stage I endome-
trial cancer have been reported.®’?

Table 1 describes the results of previous reports
on successful births after endometrial cancer treated
using Progestins. Various studies have been pub-
lished. All of the studies used progestins as the initial
treatment. In our report, we describe that the first
case of recurrent endometrial adenocarcinoma
received progestins as the initial treatment and sub-
sequently had a successful pregnancy through IVF-
ET.

In general, approximately 70% of recurrences
occur within 3 years after the initial treatment. Local
recurrences (pelvic wall, vagina, parametrium) are

Table 1. Review of the Reports on the Successful Births after Endometrial Cancer Treated Using Progestins

Mean duration of

Mean follow-up of Fertility outcome

Reference No. of cases  Mean age (years) treatment (mo) responders (mo) after treatment
Kempson"” 2 27.5 2.5 Not available Two live births

Eddy™ 1 21 2 50 One live birth
Muechler® 1 28 6 54 One live birth

Lai® 1 31 6 30 One live birth

Randall® 12 30.5 9 35 Five live births and one early abortion
Vinker"” 1 33 2.5 36 No pregnancy

Kimming® 1 28 2 22 One live birth

Lowe® 1 38 9 48 Two live births

Wang!® 9 32 6 69 Two live births, two ectopic

pregnancies and two early abortions
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the most common in nonirradiated patients. In con-
trast, distant metastasis (lung, abdomen, liver, or
bone) are the most frequent in patients who received
radiation therapy with their primary therapy.”

In our case, recurrence occurred after the com-
pletion of Megace therapy and three times of failed
AIH. Local and distant recurrences were ruled out
after oncologic survey. In the study of fertility-pre-
serving treatment in young patients with endometrial
adenocarcinoma, four of eight responders later devel-
oped recurrence of the disease."¥ Recurrent endome-
trial adenocarcinoma was documented using hys-
teroscopy and direct endometrial biopsy. Therefore,
hysteroscopy is relatively essential during the initial
diagnosis and evaluation of endometrial neoplasia
and early detection of tumor recurrence. Recurrence
following conservative treatment using Megace for
stage I well-differentiated endometrial adenocarcino-
ma was uncommon, especially when combined with
ovulation induction for ART. Even though IVF
requires controlled ovarian hyperstimulation with
attendant high serum estradiol level, this exposure is
believed to be of short duration and thus the addi-
tional risk to the patient of controlled ovarian hyper-
stimulation is small.">'® Another course of fertility-
preserving Megace therapy was administered due to
her desire for children. A successful pregnancy
occurred after long-term medical treatment for recur-
rent low grade cancer and IVF-ET.

There is no convincing evidence that the so-
called standard surgical treatment must be performed
following delivery of babies in these women.
However, our patient requested maximum safety
after the completion of her reproductive ambition.
Following initial success, various degrees of hyper-
plasia or reappearance of carcinoma have been
observed during the follow-up period."”'® We are
convinced that stage I well-differentiated adenocarci-
noma of the endometrium may be treated conserva-
tively with preservation of fertility in young women,
including patients with recurrence of carcinoma
observed during the follow-up period.
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