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Abstract

Heterotopic pregnancy is defined by the simultaneous presence of an ectopic and
intrauterine pregnancy. It is a relative common condition in women submitted to
assisted reproduction techniques (1:100), but rare when the conception occurs in a

spontaneous manner (1:30.000).

Its presence is connected to mechanical and/or functional factors that make the
passage of the embryo to the uterus difficult. The early diagnosis is difficult due to
the imprecise symptoms, but, when done late, may evolve with serious complications.
This report deals with the treatment of a spontaneous heterotopic pregnancy done with
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Introduction

Heterotopic pregnancy (HP) is defined as the presence of an
intrauterine pregnancy concurrently with an ectopic pregnancy (EP).!
It is arare condition that happens in about 0.6-2.5 cases in each 10,000
pregnancies.” When it happens, the most frequent site for the ectopic
implantation is the fallopian tube.? In this situation, the early diagnosis
is very difficult, happening usually after the rupture of the EP.**

The incidence of this abnormality in increasing and is related to
the popularization of the assisted reproduction techniques.? Besides,
this is also connected to mechanical and/or functional factors that
make the passage of the embryo to the uterine cavity difficult, such as
a pelvic inflammatory disease, tube adherences, and previous history
of surgeries in the fallopian tubes or EP.®

Case description

P.L.S.M., female, 34 years old, Brazilian, chronological pregnancy
4 weeks and 5 days pregnant, looked for medical assistance for dysuria,
bladder repletion, polaciuria, and pressure pain in the hypogastrium
for more than 20 days, using nitrofurantoin. Beta-hCG performed 1
day before by an external service showed 6509.4mUI/mL. She had
had a prior pregnancy with caesarian section delivery.

During the examination, the patient presented good general state,
flatabdomen, flaccid, painful to touching on the hypogastrium, without
resistance, bowel sounds present and fetal heartbeats (FHB) inaudible
at fetal heart monitoring. During the gynecological examination, a
lumpy whitish substance was found with mucosal hyperemia.

Transvaginal ultrasonography (TVUS) at admission detected
“non observation of image compatible with gestational sac inside the
uterine cavity. Image suspected of RP in the left annex measuring
about 18x18x16mm”. Renal and hepatic function without alterations.
The patient was hospitalized and received 1 dosage of methotrexate
(MTX) 50mg/m? for the treatment of the EP. Beta-hCG quantitative of
9669.23mUI/mL after medication. The hospitalization continued with
a good evolution and dismissal happened a day after the medication,
with the request for return in 4 to 7 days for the control of beta-

hCG. A vaginal topic treatment was prescribed with association of
metronidazole 750mg and miconazole 150mg for 7 days.

After 4 days, the patient returns with complaints of high intensity
shooting pain in the lower abdomen, without vaginal bleeding. Beta-
hCG showed 17,941mUI/mL. There was a suspicion of failure of the
MTX treatment.

During the examination

Regular general state, good color, hydrated, afebrile, stable vital
signs stable, flat abdomen, flaccid, painful to hypogastrium touching,
and without signs of peritoneal irritation. Gynecological examination
without alterations. Video laparoscopy to terminate the GP prescribed.

In the preoperative, a new TVUS showed “involution of image
suggesting GP in the left annex; a small cystic image inside the uterine
cavity, which could correspond to a second initial gestational sac”.
After this result associated to the ascending beta-hCG, the surgical
plan was suspended for investigation of the GP and hospital release
with outpatient follow-up.

Seven days after the suspension of the video laparoscopy, exams
showed “topical gestational sac, embryo with FHB, absence of
adnexal image” and beta-hCG >15,000mUI/mL. Fifteen days later, a
follow up TVUS, showed a “topical and single gestation, estimated in
7 weeks by the CCN measuring; embryo with FHB present”.

The topical gestation evolved with a fetus showing a restriction of
symmetric intrauterine growth since 16 weeks of gestation, normal
Doppler. It was decided to terminate the gestation at 34 weeks, due to
the absence of fetal weight gain in the last week. A caesarian section
was performed without complications of a male fetus, APGAR 9/10,
parkin 33 weeks; weight 1580grams, presenting hypospadias.

The patient authorized the publication of this case.
Discussion

GP is a rare condition, which, when spontaneous, has an incidence
estimated in 1:30.000. The utilization of assisted reproduction
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techniques increases this risk to values close to 1:100.” The most
common places of extra uterine implantation are the ampoule (70%),
followed by the isthmus (12%) and can also be corneal, cervical,
ovarian, abdominal, or in a caesarean scar.®’

The main risk factors identifiable for HP occurrence are similar to
the ones for an EP, that is, the ones that may make the passage of the
embryo to the uterine cavity difficult. They are: pelvic inflammatory
disease, advanced age, previous history of surgery in the fallopian
tubes, tube adherences, uterine malformations, and the use of assisted
reproduction techniques.>*!1°

The symptoms are varied, non-specific, and dependent on the
embryo’s stage of development. The most common are abdominal pain,
adnexal mass, and hypovolemic shock. According to Segundo Reece
et al., four symptoms are useful for the diagnosis of tubal GP: adnexal
mass, abdominal pain, enlarged uterus, and peritoneal irritation.
Because the endometrium is intact, vaginal bleeding is uncommon,
different from what is seen in EP.>!' Besides, biochemical markers,
beta-hCG and progesterone, which are useful for the EP diagnosis, do
not work for the HP diagnosis, as the intrauterine trophoblastic tissue
is producing normal quantities of those hormones.'?

TVUS is the golden standard for the diagnosis, but, when done in
precocious gestational ages, the presence of an intrauterine pregnancy
may mask and deviate the attention to the occurrence of HP."* Even so,
only 26% of those pregnancies are diagnosed by ultrasound.'

The diagnosis, in 70% of the cases, is done between the 5" and
the 8" weeks, while in the others, between the 11" and 12" weeks.'?
When the diagnosis is late, there is a risk of it becoming a serious
life threatening emergency.’ Different diagnosis include appendicitis,
rupture of luteinic cyst, ectopic pregnancy, and nephrolithiasis.'®

Becauseitisarare condition, there are no standard recommendations
for the hP treatment. The available options include laparotomy when
the patient is hemodynamically unstable, or there is a suspicion of
hemoperitonium. The use of potassium chlorate is a local therapy to
be considered. The surgical option is the most common approach.'®

The treatment of the ectopic pregnancy must be adequate to the
place of implantation, be the least invasive possible, with minimum
uterine manipulation, to preserve the concomitant topic pregnancy. In
women where there is contralateral tube integrity, the salpingectomy
by laparoscopy is described as the preferred treatment. In the presence
of hemodynamic instability, hemoperitoneum or intense pain, the
first option becomes laparotomy.”® The use of methotrexate is a topic
pregnancy is known, is contrarindicated.'”

In the reported case, the first therapeutic approach was made to
terminate the EP. The main criteria for the indication of MTX are:
adnexal mass diameter smaller or equal to 3.5cm, absence of fetal
cardiac activity, beta-hCG<5000 mUI/MI, hemodynamic stability,
absence of intense or persistent abdominal pain, normal hepatic
and renal functions, project for future pregnancy, and consent term
signed.'*!® If all these criteria are met, MTX can be administered in
a single 50 mg/m? intramuscular dosage. The follow up continues
with serial dosage of beta-hCG in the day of its administration, 4"
and 7" days after the use of the drug. When the titles remain the same
or increase, there is a diagnosis of persistence of the trophoblastic
tissue. Signs that indicate failure of the treatment or suspicion of tubal
rupture, such as hemodynamic instability, increasing of abdominal
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pain, or elevation of beta-hCG after MTX, advocate the abandonment
of the clinical treatment.'

The elevation of beta-hCG (17.941mUI/mL) in the 4™ day after
the administration of MTX together with the compatible image of an
intrauterine gestational sac and the involution of the EP in the left
annex raised the hypothesis of an HP, with a new dosage of MTX
contraindicated.

MTX is an antagonist of the folic acid, causing the decreasing of
the necessary elements for the synthesis of deoxyribonucleic acid
(DNA) and ribonucleic acid (RNA)."** Its action mechanism makes
it effective against the development of the trophoblast. In animals,
studies showed its use as an inductor of congenital defects. It should,
therefore, be avoided in human pregnancies (category X).!' The
anomalies associated to its use involve the central nervous system (spina
bifid, hydrocephaly, anencephaly, and mental retardation); skeletal
abnormalities (partial or absent ossification of bones, micrognathia,
cleft lip or palate, depression of nasal bone, hypertelorism, short
limbs, sindactilia, congenital club foot), dextrocardia, and delay of
intrauterine growth.?? Cases of hypospadias, congenital diaphragmatic
hernia, or craniossinostosis were also reported.”® In the long run,
according to a study by Aviles et al. —~where children exposed to MTX
in the prenatal period, the neurological, psychological, hematological,
physical, and immunological functions were normal between 3 and
19 years of age.**

After the use of MTX for the treatment of EP, even if there is no
consensus in the literature, a new pregnancy is not recommended
during a period of three to six months, for its presence in the liver may
last up to 116 days after the exposition.?

The presence of an EP associated to an intrauterine one brings a
series of risks to the pregnant woman and the vitality of the embryo.
The delay in the diagnosis may bring serious complications due to the
bigger risk of tubal rupture with evolution to hypovolemic shock.?
The lack of knowledge of a topic pregnancy concomitant to an
ectopic one may culminate with the end of the intrauterine pregnancy
in evolution, if a curettage is performed in an inadvertent manner.
According to Dor et al., when compared to normal pregnancies, the
heterotopic one result in a reduction of 30% of the live births."

In the presence of abdominal pain in the first trimester of a
pregnancy, it is fundamental that the professional think of a heterotopic
pregnancy as a differential diagnosis. This case report contributes to
the medical practice, since it alerts the professionals to the clinical
suspicion and revises fundamental aspects for the correct treatment.
Inadequate therapies increase the risk of malformations and even the
failure of the topic pregnancy.

Conclusion

In this case report, the importance of the diagnosis of the
heterotopic pregnancy was demonstrated. Even though it is rare, such
hypothesis must be investigated, mainly in the cases of abdominal
pain during the first trimester and in cases of assisted reproduction.
This way, complications caused by the late diagnosis and instituted
treatments will be avoided.
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