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Abstract

Heterotopic pregnancy is the coexistence of an intrauterine pregnancy and an
extrauterine pregnancy, regardless of its location. It is an extremely rare con-
dition, with an estimated prevalence of between 1 in 10,000 and 1 in 30,000
worldwide. Literature data show an increasing frequency of heterotopic preg-
nancies, becoming more common with the rise in medically assisted repro-
duction. According to U.S. data from ART (Assisted Reproduction Techniques),
there were 485 heterotopic pregnancies out of 553,000 pregnancies conceived
between 2001 and 2011, with the risk estimated at 1 in 1100 pregnancies, com-
pared to 1 in 30,000 pregnancies for a spontaneous pregnancy. Its incidence is
significant at an advanced age due to the higher likelihood of past gynecolog-
ical infections and the rise in assisted reproductive technology (ART). The di-
agnosis remains difficult due to its confusing symptomatology. Diagnosis is
often made with pelvic ultrasound, usually in the first trimester of pregnancy.
Laparoscopy not only confirms the diagnosis but also allows for appropriate
management today. The management of heterotopic pregnancies aims to re-
move the extrauterine pregnancy while preserving the intrauterine pregnancy
as much as possible and limiting the risk of recurrence. Heterotopic pregnancy
has implications for the maternal and fetal prognosis.
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1. Introduction

Heterotopic pregnancy, also known as combined pregnancy, is the coexistence of
a twin pregnancy: one intrauterine (IUP) and one extrauterine (EUP), regardless
of its location. It is an extremely rare type of pregnancy, but its frequency is in-
creasing with advances in reproductive medicine and assisted reproductive tech-
nology, as well as a rise in factors favoring EUP. Its occurrence on a pathophysio-
logical level often results from simultaneous fertilization (different rates of migra-
tion of two fertilized eggs) or delayed fertilization (fertilization of two eggs pro-
duced within a short interval during the same cycle by two sperm cells from two
successive coitus) [1]-[3]. The circumstances of discovering a heterotopic preg-
nancy vary. The diagnosis is straightforward when the signs of EUP are promi-
nent, with the clinical symptoms mainly dominated by the classical triad of EUP:
amenorrhea, metrorrhagia in 50% of cases, and pelvic pain in 82.7% to 90% of
cases [4] [5]. These symptoms are often related to a threatened or ongoing mis-
carriage. Collapse can also be seen in 13% to 45% of patients. The presence of this
triad along with an increase in uterine volume strongly suggests a heterotopic
pregnancy. The diagnosis becomes more challenging if the clinical presentation
makes the heterotopic pregnancy evident only upon the appearance of signs of
hemoperitoneum secondary to a ruptured EUP [3]-[6], with or without associated
maternal shock, which is often fatal [6]-[10]. Lastly, a heterotopic pregnancy can
be completely asymptomatic and discovered incidentally during an ultrasound
examination [7].

Pelvic ultrasound is the primary para-clinical examination that allows the diag-
nosis of a heterotopic pregnancy, determining the age of the pregnancy, the loca-
tion of the EUP, the viability of the IUP, and checking for possible complications
[7] [8]. Exploratory laparoscopy confirms the diagnosis. The management princi-
ple of heterotopic pregnancy involves treating the EUP while trying to preserve
the IUP. Exploratory laparoscopy is preferred initially in cases of diagnostic un-
certainty to confirm the diagnosis and to preserve the prognosis of the IUP as
much as possible [8] [9] [11] [12]. Treatment should be conservative wherever
possible. In cases of intra-abdominal hemorrhage or shock, a laparotomy is pref-
erable [6] [13] [14].

Ectopic pregnancy not only presents a diagnostic challenge but also threatens
the maternal-fetal prognosis.

The article presents a case study of a spontaneous triple heterotopic pregnancy
in a 38-year-old woman. The pregnancy involved two intrauterine fetuses and one
ectopic pregnancy. The ectopic pregnancy was managed via laparotomy and sal-
pingectomy. One of the intrauterine twins was miscarried, while the other pro-
gressed to term and was delivered via cesarean section at 38 weeks and 5 days due
to reduced fetal movements and polyhydramnios. The newborn experienced res-
piratory distress and neonatal infection but ultimately recovered after a long stay
in neonatology. This emphasizes the rarity of spontaneous heterotopic pregnancy

and the challenges in its diagnosis and management: ultrasound data, and thera-
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peutic management. There was no treatment for stimulation (no assisted repro-
ductive technology involved), and no history of genital infections or contracep-
tion. The main reason for consultation was metrorrhagia. The ectopic pregnancy

was managed via laparotomy.

2. Observation

This is a 38-year-old woman, gravida 3 para 2 abortus 1, with a family history of
twins on her mother’s side, father’s side, and husband’s side. She is in a polyga-
mous marriage, and her husband has eight children. She delivered vaginally 16
years ago before her marriage and has had two pregnancies with her current part-
ner (aged 57), the first of which resulted in a spontaneous miscarriage at eight
weeks of amenorrhea, managed medically. There is no history of ovarian stimula-
tion, genital infections, or contraception. She consulted a local center, which is
usual for her, due to metrorrhagia with a history of two months of amenorrhea.

Last Menstrual Period (LMP): 16/06/2023

Ultrasound performed during her visit reveals:

A progressive left adnexal ectopic pregnancy of 7 weeks + 2 days with moderate
hemoperitoneum, two gestational sacs each containing an embryo with present
cardiac activity, the trophoblast with a 15 x 4 mm detachment, consistent with a
heterotopic pregnancy with a progressive and ruptured extrauterine component,
and a 7 weeks + 2 days intrauterine bi-chorionic bi-amniotic twin pregnancy with
a 15 x 4 mm decidual hematoma, (Figure 1) An evolving left adnexal ectopic
pregnancy at 7 weeks and 2 days (Figure 2) with moderate hemoperitoneum,
(Figure 3) and two gestational sacs each containing an embryo with cardiac ac-
tivity present, with a trophoblast detachment measuring 15 x 4. It was concluded
to be a heterotopic pregnancy with an evolving and ruptured extrauterine com-
ponent and a bichorionic biamniotic intrauterine twin pregnancy at 7 weeks and
2 days with a decidual hematoma of 15 x 4 mm.

Management included a left salpingectomy via laparotomy, alongside medical
management with progesterone and Proluton Depot until 28 weeks of gestation.

The postoperative ultrasound check-up, performed 7 days later, concluded that
there was a twin pregnancy with one embryo evolving at 8 weeks and 1 day and
the other stopped at 7weeks and 6 days, alongside a large decidual hematoma.

Two weeks later, a follow-up ultrasound showed the presence of two gestational
sacs, one measuring 64 and the other 45. The first contained an embryo with car-
diac activity, while the second contained no embryo and had a decidual hema-
toma—resulting in a monoembryonic evolving pregnancy at 11 weeks and 1 day,
with a miscarriage of the second twin.

The patient continued monthly prenatal consultations until 18 weeks.

With some doubts in mind, the couple decided to continue their follow-ups at
the University Clinics of Kinshasa, where an ultrasound at the imaging service
concluded an intrauterine singleton pregnancy at 31 weeks and 4 days without

any particular issues, in cephalic presentation, estimated fetal weight (EFW) of
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1605 + 248 g, normal morphology, and female gender. They were then directed to
the obstetrics and gynecology service at the University Clinics of Kinshasa where
the monthly prenatal visits continued without incident.

The progression was marked by the appearance of edema in the lower limbs, a
fetus in breech presentation, and the presence of 1 + protein on the urine dipstick.
Blood pressure values were within normal ranges, with the remainder of the eval-
uation concluding a urinary tract infection at 36 weeks and 6 days. Prenatal con-
sultations were correctly followed, and all prenatal assessments were completed,
indicating a good progression. At 38 weeks, the pregnant woman consulted for
lower back and pelvic pain and weak uterine contractions. Monitoring showed the
presence of decelerations with no cervical changes. Ultrasound revealed reduced
fetal movements, polyhydramnios, and a fetus in breech presentation. An emer-
gency cesarean section was performed, leading to the delivery of a live female new-
born with APGAR scores of 6/8/9, who was resuscitated and kept in neonatology
for respiratory distress.

The newborn weighed 2500 grams, and the placenta, which appeared macro-
scopically normal, was sent for pathological examination. In terms of evolution,
the mother had no complications, and her discharge from the maternity ward was
authorized on the fifth day post-cesarean section; the newborn stayed in neona-
tology for a month due to a condition of neonatal infection and anemia compli-
cated by respiratory distress.

Unfortunately, we did not obtain the results of the pathological examination of

the placenta.

Figure 1. 7 weeks 2 days intra-uterine pregnant bichorial biamniotic (A).
With a big decidual hematoma (B).
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Figure 3. Intraperitoneal blood effusion after ruptured large ectopic pregnancy.

3. Discussion

According to the literature review, the first case of heterotopic pregnancy was dis-
covered in 1708 during the autopsy of a woman in her third month of pregnancy,
and the second case was identified a century later [1] [2]. Although rare histori-
cally, its frequency is increasing with the rise of assisted reproductive technology
and the aggravation of upper genital infections and tubal surgeries. [1] [2] [15]-
[17].

The literature review covers very few cases of heterotopic pregnancy progress-
ing beyond seven weeks of gestation. In 2023, a case involving a heterotopic preg-
nancy with a three-week disparity (context of superfetation) was reported in Cler-
mont-Ferrand. The first embryo, located in the pouch of Douglas at 5 weeks and
5 days, was removed via laparoscopy, while the intrauterine pregnancy at 8 weeks
of gestation progressed to term, resulting in the birth of a healthy female newborn
(1] [2] [6].

Aguemon T et al in Benin in 2015 reported a quadruple heterotopic pregnancy,
with the first twin being a polymalformed live birth with abdominal development,
discovered during a cesarean section at 34 weeks of gestation. The three intrau-
terine twins were alive, with two passing away postpartum and one surviving [8].

At Charles-Nicolle University Hospital in Tunisia in 2012, seven cases of heter-
otopic pregnancies were managed, with a history of appendicular peritonitis re-
ported in two cases. One pregnancy was achieved through IVF-ICSI, and four

through ovulation induction with clomiphene citrate. The diagnosis was sus-
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pected via ultrasound in four cases. Treatment included a salpingectomy by lapa-
roscopy in three cases and by laparotomy in one case. Conservative treatment was
performed in two cases, once by laparoscopy and once by laparotomy. One patient
received a potassium chloride injection during the ectopic pregnancy under ultra-
sound guidance [9] [10].

In 2021, Yassine S. et al. in Morocco reported the case of a 35-year-old woman
with no history of medically assisted reproduction, admitted for isolated pelvic
pain. The diagnosis of heterotopic pregnancy was confirmed by early ultrasound.
A diagnostic laparoscopy was performed, and a cesarean section at 37 weeks and
a healthy baby was delivered [11]-[13].

Ahmes G et al. in 201 at CHU Hassan II in Fez reported a case of a 21-year-old
woman, with a history of treated and declared cured pulmonary tuberculosis. She
consulted for acute pelvic pain associated with metrorrhagia and two months of
amenorrhea. Pelvic ultrasound showed an ampullary ectopic pregnancy, which
was treated with salpingotomy via laparoscopy. The pregnancy progressed nor-
mally, and at 36 weeks, labor was induced due to oligohydramnios, resulting in a
vaginal delivery without complications [14] [18].

Management via laparoscopy allows for the removal of the ectopic pregnancy
while allowing the intrauterine pregnancy to proceed [3]-[6]. However, the occur-
rence of a spontaneous heterotopic pregnancy remains rare, with the risk factors
for spontaneous heterotopic pregnancy being the same as those for ectopic preg-
nancy (EUP).

In our clinical case, the heterotopic pregnancy was spontaneous, and aside from
age, we did not have other risk factors. The diagnosis of heterotopic pregnancy
was discovered via ultrasound, with the loss of the second twin occurring post-
laparotomy for the left ectopic pregnancy. It is important not to overlook the ex-
isting detachment before the surgical intervention, which makes it difficult for us
to determine if the first twin’s miscarriage was due to the surgical technique or the
trophoblastic detachment. The remaining twin’s progress and follow-up were
good; the patient was delivered by cesarean section at 38 weeks of gestation, and

the newborn stayed in neonatology, leaving in good condition after one month.

4. Conclusion

Heterotopic pregnancy is rare, exceptional, and remains a high-risk pregnancy.
Its diagnosis and management are challenging, and by nature, it poses a threat to
the maternal-fetal prognosis. Early emergency management by laparoscopy is some-
what reassuring for the favorable development of the intrauterine twins, highlight-
ing the necessity to improve technical capabilities in our settings. Between 30% and
75% of intrauterine pregnancies reach term following the treatment of ectopic
pregnancies (EUP) [10] [11]. Regardless of the surgical approach, it does not seem
to disturb the development of the intrauterine pregnancy, provided that uterine
manipulation is minimal and anesthesia is of short duration, as was the case in

our situation.
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