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Abstract

Clomiphene Citrate which increases the rate of twinning could be associated
with a heterotopic pregnancy rate of 1/900. We present the case of a 25-year-
old Moroccan woman who developed a simultaneous extra- and intrauterine
pregnancy after ovulation induction with Clomiphene Citrate. An urgent mini-
laparotomy was performed confirming a preruptured ectopic pregnancy in the
right fallopian tube. Preservation of the intrauterine pregnancy was obtained
until 41 weeks with vaginal delivery of a healthy boy.
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Introduction

The concept of ultrasound confirmation of an Intrauterine
Pregnancy (IUP) to exclude the possibility of an Extrauterine
Pregnancy (EP) is well known because Heterotopic Pregnancy
(HP) is extremely rare. However, with increasing use of Assisted
Reproductive Techniques (ART) and ovulation induction, more
cases have been reported in the literature. We report a case of HP
following ovulation induction with Clomiphene Citrate, which was
successfully diagnosed and managed in our department.

Case Report

A 25-year-old Moroccan woman was a case of primary infertility
for two years and ultrasound findings of polycystic ovary syndrome.
Hysterosalpingography and her husband spermogram were normal.
She received ovulation induction with Clomiphene Citrate (100 mg/
day) starting on day 2 of the cycle and continued with recombinant
FSH on day 7. Transvaginal ultrasound on day 12 showed 2 good size
follicles in the right ovary; theleft ovary contained one good size follicle
in addition to other small follicles less than 10 mm. Endometrium
was 12 mm thick. She was given HCG on day 12 and was advised for
natural intercourse on day 13. Her next presentation was at 6 weeks
of amenorrhea with a chief symptom of lower abdominal pain. On
admission, patient was conscious, coherent with pulse 108/min, blood
pressure 110/80 mmHg; mild tenderness was found on deep palpation
of the right lower abdominal quadrant. Pelvic examination revealed
an enlarged uterus corresponding to 6 weeks of pregnancy, with no
bleeding. Transvaginal ultrasound showed an intrauterine gestational
sac with fetal pole and visible fetal heartbeat. A small amount of free
fluid was seen in the pouch of Douglas. Given her history of fertility
treatment and her physical examination findings, adnexal areas were
evaluated with particular detail. A second gestational sac with fetal
pole and cardiac activity, adjacent to the right ovary, was visualized,
suggestive of heterotopic pregnancy (Figure 1). Her haemoglobin was
10.1 g/dL with a normal white blood cell count and platelet count.
Patient was consented for an operative laparotomy few hours later.
Per operatively, a total of 80 ml of hemoperitoneum was aspirated.
The uterus was enlarged according to the gestational age; left annex

and right ovary were normal with a preruptured ectopic pregnancy
in the ampullary portion of the right fallopian tube. Enucleation of
the pregnancy was performed with right salpingectomy. Nicardipine
(Loxen®) was used for tocolysis. The material was sent for histological
examination confirming chorionic villi. The intrauterine pregnancy
was followed up till 41 weeks and she was induced (one dose of
Misoprostol) with vaginal delivery of a healthy baby boy.

Discussion

Heterotopic pregnancy is a rare form of twin pregnancy defined
as the simultaneous presence of intra- and extrauterine pregnancy.
The estimated incidence is 1 per 30000 pregnancies [1]. It mostly
happens with known risk factors notably assisted reproductive
techniques, ovulation induction, and previous history of pelvic
inflammatory diseases or ectopic pregnancy. The risk factor we have
found in our patient was ovulation induction by Clomiphene Citrate.
This drug is used to induce ovulation in selected populations with
oligo or anovulation as a strategy to increase follicles number and
development, and could be associated with HP in up to 1/900 of the
cases [2]. Maheswariand Panicker reported a case of triplet heterotopic
pregnancy after ovulation induction with Clomiphene Citrate [3].
It is interesting that in our case, as well as other cases reported in
the literature [4,5], the drug had been given from days 2 to 6 of the
cycle, a time when the resultant FSH surge is more likely to enhance
maturation of multiple follicles. In some previous reports, the drug
had been given from days 5 to 9 of the cycle, when it is more likely to
result in maturation of the dominant follicle only [6,7]. Preoperative
diagnosis of HP remains a major challenge. Around 50% of cases are
asymptomatic and diagnosed very late with significant morbidity and
sometimes mortality. When symptomatic, the clinical features are
abdominal pain, vaginal bleeding, hypovolemic shock, and adnexal
mass. High-resolution transvaginal ultrasonography is the most
important aid in the diagnosis. Simultaneous visualization of intra
and extrauterine gestational sacs confirms the diagnosis of heterotopic
pregnancy. In a review of the literature (112 cases of HP), 46 were
diagnosed by ultrasound while 66 were diagnosed during surgery [8].
According to reviews, in 77 to 85% of cases in whom diagnosis was
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Figure 1: Transvaginal ultrasound revealing simultaneous Intrauterine (IUP)
and Ectopic Pregnancy (EP).

via ultrasonography, diagnosis was made between 5 and 8 weeks of
gestation [7], as was in our patient. Plasmatic beta human chorionic
gonadotropin (beta-hCG) level is often difficult to interpret because
the TUP causes the beta-hCG level to rise appropriately. Consequently,
it was not performed in this case. The standard treatment for HP is
surgery by laparoscopy or laparotomy depending upon the condition
of the patient. Laparoscopic surgery is an option if the patient is
hemodynamically stable; moreover, emergency laparotomy is the only
choice if the hemodynamic status is compromised. In our case, lack of
laparoscopic equipment in the operating room for emergency, mini-
laparotomy was performed for rapid treatment. The main aim of the
surgery should be the preservation of the intrauterine pregnancy with
minimal manipulation of the uterus. Intrauterine fetal outcome after
surgical management of the EP depends on many factors: gestational
age of diagnosis, operative time, quality of anesthesia, and surgery
(minimal uterine manipulation). The use of prophylactic tocolysis
still debatable by several authors. In the present case, intravenous
Nicardipine (Loxen®) was prescribed during and after surgery for
prevention of uterine contractions. Medical treatment can be used
safely and effectively to manage patients who are clinically stable and
where a HP is recognized relatively early in gestation. The successful
management of six cases of HP using Potassium Chloride (KCI)
injection into the tubal EP has been reported [9]. However, since
the risks of continued growth and rupture still exist with such non-
surgical management, repeated ultrasounds examination and close
monitoring of clinical symptoms are essential. A literature review
of HP treated with KCL injection noted that 55% of cases failed
this therapy and required surgical intervention [10]. Expectant
management could be considered as a form of treatment in a
symptom-free patient where the ectopic tubal embryo has a limited
craniocaudal length with no heart activity [11].

Conclusion

This case suggests that heterotopic pregnancy must always be
considered in patients presenting with pelvic pain even in a confirmed
intrauterine pregnancy, particularly if ovulation induction or assisted
reproductive techniques have done. It also demonstrates that surgical
approach with prophylactic tocolysis should be preferred to preserve
the intrauterine ongoing pregnancy.
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