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ABSTRACT

Patients with multiple pregnancies are at greater risk of preterm labor and
delivery which is associated with increased risk of perinatal morbidity and
mortality. We report a case of delayed-interval delivery of a twin pregnancy
with the survival of the second fetus. The patient was hospitalized at 24 weeks
and 3 days gestational age (GA) due to premature rupture of the membrane
of the first amniotic sac. At 26 weeks of GA, the first fetus was born vaginally
and died due to prematurity. To keep the second fetus in utero and minimize
the complications, emergency McDonald cerclage was performed, and
tocolysis, magnesium sulfate, betamethasone, and antibiotics were
administrated. Despite our treatment at 28 weeks and 2 days gestational age,
the second fetus was born via cesarean section due to breech presentation.
At 10 months of corrected age, she exhibited normal development. She is now
6 years old and does not have sequel.
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OZET

Cogul gebeligi olan hastalar preterm dogum agisindan artmis risk altindadir ve
bu da artmis perinatal morbidite ve mortalite riskini beraberinde getirir. Bu
vakada ikiz gebelikte birinci bebegin erken dogumu sonrasinda kaybedilmesi
ve ikinci bebegin gecikmis aralikla dogumui ile ilgili bir olgu sunulmustur. Hasta
birinci fetlisin amniotik kese membraninin erken riiptiri nedeniyle 24 hafta
3 glinliik gebe iken hastaneye yatiriimistir. Gebeligin 26. haftasinda, ilk fetus
vajinal yolla makat dogmus ve prematirite komplikasyonlari nedeniyle
kaybedilmistir. ikinci fetlistin intrauterin tutulmasi ve komplikasyonlarinin en
aza indirilmesi icin acil McDonald serklaj yapiimis ve tokoliz, magnezyum
silfat, betametazon ve antibiyotikler uygulanmistir. Hasta 28 hafta 2 ginlik
gebe iken tedaviye ragmen suyu gelmesi lizerine makat gelis nedeniyle
sezaryen ile dogurtulmustur. Diizeltilmis yastan sonraki 10. ayda normal
gelisim gosteren bebek su anda 6 yasinda olup sagliklidir.
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INTRODUCTION

Delayed interval delivery (DID) is first described by Carson in 1880, which is
an option to improve the remaining fetus(es) prognosis when the delivery of
the first fetus is inevitable in a multiple pregnancy. (1). Cervical cerclage,
tocolysis, bed rest, antibiotic therapy, are the options to delay the birth of the
remaining fetuses after the first fetus delivered (1). However, the optimal
management is controversial. Herein, we report a case of a dichorionic
diamniotic twin pregnancy that was successfully managed with DID.

CASE REPORT

In 2012, a 30-year-old primigravid woman at 24 weeks 3 days gestational
age (GA) presented with vaginal gush of fluid to The Emergency Department,
Gazi University Hospital. She had a dichorionic diamniotic twin pregnancy
conceived with in vitro fertilization treatment. Her past medical history was
unremarkable. Sterile speculum examination confirmed amniotic membrane
rupture. Uterine contraction was not detected on cardiotocography.
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Transabdominal ultrasound examination showed that the first fetus, 736-
gram estimated fetal weight consistent with the GA, was in transverse position
with severe oligohydramnios. The second fetus, 734-gram estimated fetal
weight consistent with the GA, was in vertex position, with a normal amount
of amniotic fluid. Both fetal heart rates (FHR) were reassuring. She was
hospitalized with the diagnosis of preterm premature rupture of membranes
(PPROM).

In order to accelerate fetal lung maturation, betamethasone (2 doses of 12
mg every 12 hours intramuscularly) was given. Intraamniotic infection was
ruled out at admission with the absence of maternal fever, leukocytosis, and
uterine tenderness, and normal serum C reactive protein (CRP) level.
Ampicillin-sulbactam (1 g every 6 hours intravenously) was started and
continued for seven days. Nifedipine (20 mg every 6 hours orally) was given
until the delivery of the second fetus. Due to the high possibility of labor,
magnesium sulfate was given intravenously with a loading dose of 4 g/h and
continued at the maintenance dose of 1 g/h for two days for fetal
neuroprotection. The patient was followed by a daily assessment of vitals,
uterine tenderness, foul-smelling discharge, CRP, d-dimer, erythrocyte
sedimentation rate, and white blood cell count which were remained within
normal range. FHRs were monitored every 6 hours.

On the 10th day of hospitalization, the vaginal examination after she
complained about a pressure revealed full cervical dilatation. Uterine
contraction was not detected on cardiotocography which supported cervical
insufficiency. The first fetus’ station was >+1 with frank breech position;
hence, she was delivered vaginally and weighed 800 grams. One-minute and
five-minute APGAR scores were 0 and 1, respectively. The cord was highly
ligated, and the placenta was left in utero. Since the contractions were ceased
with intact amniotic membrane, a normal amount of amniotic fluid, reassuring
FHR, a McDonald cerclage procedure with polyester fiber suture was placed
under general anesthesia. Two more doses of weekly 6 mg betamethasone
injections were administered until the delivery of the second fetus.
Hydroxyprogesterone (a single dose 250 mg intramuscularly) was
administered. Indomethacin (100 mg rectally) was given as tocolytics.
Magnesium sulfate infusion was restarted at the same dosage as above and
continued for 24 hours for fetal neuroprotection. Antibiotic prophylaxis with
ceftriaxone (1g every 12 hours intravenously), and clindamycin (900 mg every
8 hours intravenously) were initiated, and on the fifth day, they were changed
to oral amoxicillin-clavulanate (1 g every 12 hours) and ornidazole (500 mg
every 12 hours).

Maternal monitoring was continued as defined above without infection
sign. FHR remained reassuring. Fifteen days after the delivery of the first fetus,
regular uterine contractions started and followed by spontaneous membrane
rupture. Magnesium sulfate infusion was repeated with the same loading and
maintenance doses. The fetus would need the neonatal intensive care unit
(NICU) due to GA. Hence, the patient had to be transferred to another hospital
prior to the delivery due to lack of space at our NICU. The second fetus was
delivered with cesarean section (CS) due to breech presentation at 28 weeks
2 days GA and weighed 1010 grams. One-minute and five-minute APGAR
scores were 8 and 9, respectively. The newborn was discharged in good
condition on the postnatal 40th day. At 15 days of corrected age, her
neurologic examination was unremarkable, and echocardiography revealed a
secundum type atrial septal defect. At ten months of corrected age,
neurologic examination and BAYLEY Ill scores were normal apart from mildly
increased tonus in all extremities and brisk deep tendon reflexes. The child’s
cognitive outcomes through 6 years of age is normal, and she does not have
any sequel. There were no abnormalities requiring intervention during the
mother’s follow-up.

DISCUSSION

We present a DID case which the first baby born in 26 weeks via vaginal birth
and the second baby was delayed until 28 weeks 2 days. DID can be considered
as an option when the delivery of one fetus of a MP is inevitable; however,
the optimal management for DID is not well established due to lack of
randomized control trials and report of unsuccessful cases. In our case after
the first fetus delivered, we performed a cervical cerclage followed by
tocolysis, antibiotic prophylaxis, and magnesium sulfate administration. We
administered multiple times of betamethasone to induce fetal lung
maturation. According to a randomized controlled study of repeated doses
compared with single dose betamethasone including 502 pregnant women,
rates of composite morbidity did not differ between the groups (2). However,
based on the recent ACOG Committee Opinion single dose of betamethasone
is recommended (3). We administered magnesium sulfate more than once
because of the high possibility of preterm labor due to PPROM. The University
of Adeline guideline had published before our case which suggested
magnesium sulfate administration to prevent cerebral palsy (4).

Neurologic and psychomotor examinations of the baby were normal with only
minimal increase in muscle tone. The latest ACOG Committee Opinion
recommends magnesium sulfate administration for short period (<48 hours)
before the labor (5). Hence, it is wise to consider giving magnesium sulfate to
protect the vulnerable brain in cases considering applying delayed delivery
interval; however, it is still controversial. Magnesium sulfate administration
should be performed in optimum conditions, and both patient and fetus
should be closely monitored for the possible side effects. In our case the first
baby was delivered via vaginal birth. In a Cochrane review it was concluded
that limited evidence was available to choose CS over vaginal delivery for
preterm births (6). However, If CS had been performed for our patient the
second fetus would not be able to reach 28 weeks GA.

A systematic review including 128 cases aimed to assess the benefit of DID
procedure for the remained fetus after the first fetus delivered (7). They
reported significantly lower mortality risk for the second fetus (relative risk =
0.44, 95% confidence interval = 0.34 - 0.57) (7). Also, mortality risk of second
fetus was significantly lower if the first fetus was delivered at > 24 weeks GA
(relative risk=0.37, 95% confidence interval= 0.17 — 0.82) (7). A recent study
has reported a good outcome with delayed interval delivery including nine
twin and five triplet pregnancies (8). Mean GA at delivery was 21+6 for the
first fetus and 26+0 for the second fetus (8). The mean interval of the delay
was 29.3 days (2-82 days) and mortality rate was 53.3 % for the first fetuses
and 17.6% for the second fetus(es) (8).

DID can be an option for selected patients with multiple pregnancies
complicated with presenting of first fetus due to preterm labor, cervical
insufficiency or premature rupture of membranes. However, there is no
consensus regarding the optimum approach of multiple pregnancies that
might be the candidates for DID. Besides, this procedure can lead to some
maternal complications including postpartum infection, hysterectomy,
hemorrhage requiring transfusion, sepsis, and Clostridium difficile colitis with
overall rate of 31.6% (9). The patients who underwent this procedure must be
monitored closely. The risks and benefits should be discussed with the patient
with an informed consent for the procedure in detail.

CONCLUSION

Delaying the birth of the remaining fetus(es) after the birth of the first one
has a significant impact on their survival (10). However, this cannot be applied
if the clinical findings of infection exist. Antibiotic therapy together with
tocolysis should be administered immediately due to PPROM. Although
cervical cerclage is still controversial, it can be performed in the patients who
do not have uterine contractions, bleeding, or rupture of the membrane of
the second fetus like in our case.
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