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CASE REPORT

The Success of the Single-Dose Methotrexate Treatment in an Atypical Heterotopic
Pregnancy

Serdar Basaranoglu’, Aysegiil Deregozii®, Elif Agacayak®, Mehmet Siddik Evsen®, Talip Giil®

ABSTRACT

Heterotopic pregnancy refers to simultaneous presence of intrauterine and ectopic gestational sacs. Its incidence ex-
hibits a rising trend due to the increased use of assisted reproductive technology (ART). This paper aims to present a
rare case of tubal and cesarean scar heterotopic pregnancy that occurred following a spontaneous pregnancy. The pa-
tient presenting with delayed menstruation and abdominal-inguinal pain was evaluated. Transvaginal ultrasonography
revealed a gestational sac located in the scar of a previous cesarean section and in the left tubal region corresponding
to a gestational age of 4 weeks and 5 days. The patient was hospitalized and informed about conservative and surgi-
cal methods. Then, she was administered a single dose of methotrexate 75 mg intramuscularly. Post-operative period
included ultrasonographic and laboratory follow-up. In conclusion, it should be remembered that single-dose systemic
methotrexate therapy might constitute an alternative to surgery in unruptured hemodynamically stable cases. J Clin
Exp Invest 2016, 7 (2): 200-202
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Atipik Lokalizasyonlu Heterotopik Gebelikte Tek Doz Metotreksat Tedavisinin Bagarisi

OZET

Heterotopik gebelik intrauterin ve ektopik gebelik kesesinin ayni zamanda olusmasidir. Yardimci Greme tekniklerinin
(YUT) artmasiyla insidansi giderek artmaya baslamistir. Bu olgumuzda spontan gebelik sonrasi gelisen ve nadir gériilen
tubal ve skar heterotopik gebelik olgusunun sunumu amaglandi. Adet rotari ve karin-kasik agrisi bagvuran hasta deger-
lendirildi. Transvaginal ultrasonografide sol tubal ve eski sezaryen skar bdlgesinde ortalama 4 hafta 5 giin ile uyumlu
gestasyonel kese oldugu gozlendi. Hospitalize edilen hasta konservatif ve cerrahi yontemler hakkinda bilgilendirildi. Tek
doz 75 mg metotreksat intramuskuler olarak tek doz uygulandi. Post-operatif donemde ultrasonografik ve laboratuvar
takipleri yapildi. Sonug olarak riptiire olmamis, hemodinamik acidan stabil hastalarda tek doz sistemik metotreksat
tedavisinin cerrahiye alternatif bir tedavi secenegi olabilecegi unutulmamalidir.

Anahtar kelimeler: Heterotopik gebelik, ektopik gebelik, metotreksat, f-hCG

INTRODUCTION A previous study conducted by Devoe et al. in 1948
. . . . reported the incidence of heterotopic pregnancy to be
An ectopic pregnancy is when a gestational sac is lo- 1/30.000. This incidence that used to be referenced

cated outside the uterln(; cav1tyl.[1]. I:l 18 Onk?'dqf the very frequently in the literature was revised to 1/3.889
most common causes of mortality and morbidity in by more recent studies. Furthermore, it was reported

th,e early weeks of pregnancy. Serial hormonal evalu- that it might be as high as 1/100 due to the increased
ations and transvaginal ultrasonography (TV-USG) ¢e of assisted reproductive technology (ART) [3,4].

fﬁcﬂltatebﬂ;e diagnosis ,allld ensure admlnlstrgtlon of Making references to the literature, this paper aims to
therapy before a potential rupture. Heterotopic preg- present a rare case of tubal and cesarean scar hetero-

nancy, on the other hand, refers to simultaneous pres- topic pregnancy that occurred following a spontane-
ence of intrauterine and ectopic gestational sacs [2]. ous pregnancy
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A 20-year-old woman (gravida 2 and para 1) presented
to clinic with complaints of delayed menstruation and
abdominal-inguinal pain. Her history was taken, and it
was found that she had underwent a cesarean section
(C/S) two years ago, had been unable to breastfeed her
baby for the last 6 months and had not been using any
contraceptive methods. She did not remember the first
day of her last menstrual period. TV-USG revealed a
gestational sac located in the scar of a previous cesar-
ean section in the left tubal region corresponding to a
gestational age of 4 weeks and 5 days. Both gestational
sacs lacked a fetal pole but had a yolk sac. At presenta-
tion, her beta -insan koriyonik gonadotropin (3-hCG)
level was 3451 mIU/ml. She was hospitalized and in-
formed about conservative and surgical methods with
details of potential risks of conservative therapy. After
she had signed an informed consent form, she was ad-
ministered a single dose of methotrexate 75 mg intra-
muscularly (Methotrexate, 50 mg/5ml- Kogak Farma).
Before the medical therapy, routine liver function tests
and complete blood count had been performed and
both had given normal results. Serial (- hCG mea-
surements were made on the 1st, 4th and 7th days of
therapy. A more than 15% drop was observed in the 8-
hCG level from the 4% to 7" day of therapy (from 3451
mlU/ml to 2218 mIU/ml). TV-USG showed a dimin-
ishing gestational sac with irregular margins. Upon the
finding that the patient was hemodynamically stable
and her - HCG level exhibited a declining trend, she
was discharged from the hospital with weekly follow-
up visits scheduled. Neither a methotrexate-related ad-
verse affect nor biochemical toxicity was observed in
the patient throughout therapy. TV-USG performed in
the after treatment month 1 revealed a heterogeneous
manifestation of 11x9 mm in the left tuba with no ab-
normality in the scar region. 3- hCG level was deter-
mined to be negative at 74" day after the procedure.
Results of the patient were obtained from the archive
file. When we observed there were no ultrasound im-
aging in the file.

DISCUSSION

Heterotopic pregnancy is considered a rare occurrence
after a spontaneous pregnancy; however, its incidence
exhibits a rising trend due to the increased use of ART.
Tubal injury or surgery, pelvic adhesions, smoking
and sexually transmitted diseases can be listed among
predisposing factors [5]. Considering the mortality,

morbidity and future fertility rates associated with this
condition, early diagnosis and treatment of heterotopic
pregnancy assumes great importance [6]. Approach to
heterotopic pregnancies might vary from patient to
patient. - hCG measurements and USG play a sig-
nificant role in diagnosis and follow-up. Diagnosis
of an intrauterine pregnancy might be easy; however,
presence of a fetal heart beat or a gestational sac in
the adnexal region is rare for an ectopic pregnancy. In
addition, finding of the intrauterine pregnancy might
obscure the ectopic pregnancy. Heterotopic pregnancy
should be considered especially in the first 12 weeks
of pregnancy when a woman presents with pain after
getting pregnant through in-vitro fertilization (IVF)
or gamete intrafallopian transfer (GIFT). The rate of
diagnosis before these patients become symptomatic
is only 50% [7]. A previous study by Reece et al. re-
ported that after laparotomy performed for the extra-
uterine pregnancy in cases of heterotopic pregnancy,
9% of the cases ended in abortus or still-birth, 16%
in early delivery and 75% in term delivery [8]. It was
reported that preservation of the blood supply of the
ovary containing corpus luteum should be paid spe-
cific attention during surgery [9]. Administration of
single-dose methotrexate therapy proves successful
in well-selected patients with ectopic pregnancy. Low
B- hCG levels (mostly <4000 IU/ml) prior to therapy
as well as absence of fetal cardiac activity and a small
ectopic gestational sac were determined to be fac-
tors influencing a successful therapy in these patients
[10,11]. Methotrexate therapy might be administered
in different regimes in ectopic pregnancies. With in-
creased success rate of and experience with the medi-
cal therapy, single-dose regimens are increasingly be-
ing used with a view to decreasing length of stay and
cost, simplifying the therapy and increasing patient
compliance. Studies report successful results from
single-dose intramuscular methotrexate [12]. The suc-
cess rate of single-dose methotrexate was reported to
be 75-96% in the literature [13,14]. A meta-analysis
by Barnhart et al. reported a success rate of 92.7% for
multiple-dose regimens and 88.1% for single-dose
regimens and 89% for the overall methotrexate ther-
apy [15]. Pre-therapeutic B- hCG levels is a determi-
nant of success in systemic methotrexate therapy. Our
literature review revealed that a majority of the cases
of heterotopic pregnancy received surgical therapy,
and conservative therapy was usually administered in
the form of local injection of KCI or methotrexate into
ectopic fetus. In this respect, our case, who received
medical therapy with a single dose of methotrexate 75
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mg by intramuscular route, differs from a majority of
the reported cases.

In conclusion, adnexa should be evaluated and
heterotopic pregnancy should be considered especially
in the first 12 weeks of pregnancy in patients with sus-
pected pregnancy presenting with abdominal-inguinal
pain, even in the presence of a visible intrauterine ges-
tational sac. It should be remembered that single-dose
systemic methotrexate therapy might constitute an al-
ternative to surgery in unruptured hemodynamically
stable cases.
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