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Summary

Objective : To assess the efficacy ofvaginal misoprostol, when
rapid delivery is needed in severe preeclampsia remote

from  term.

Institution: GATA School ofMedicine, Dept. of Obstetrics and
Gynecology

Materials and methods: Randomized clinical trial. Thirty sev-
en preeclamptic cases between 20-24 weeks of gestation
were randomized to vaginal misoprostol (19 casesj and
oxytocin  infusion with cervical PGE, gel (18 cases)
groups. The outcome of labor induction with different
agents were analyzed with menn-withney U-test.

Results Interval between the beginning of induction of labor
and  delivery was significantly shorter in  misoprostol
group (593 minutes, median) in comparison with oxy-
(1277  minutes, (»<0.001).

Duration  of magnesium sulfate treatment and indwelling

tocin-PGE2  group median)

urinary catheterization was significantly shorter In miso-

prostol group (p<0.05). There was no statistically signif-

icant change in hospital stay. Endometritis and urinary
infection was seen in two cases of oxytocin-PGE? group.

Conclusion: Misoprostol application provides safe and rapid
vaginal delivery without associated time related morbid-

ity.
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The most frequently used agents for induction
oflabor are oxytocin and prostaglandins (PGs) (1).
Prostaglandins offer both cervical ripening and my-
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N Ozet

Amag:  Preterm agir preeklamptik gebelerde dogum  indiiksi-

yonu icin vaginal — misoprostoliin etkinligini  deger-
lendirmek.
Calismamin ~ Yapidigi  Yer: GATA Kadin Hastaliklart  ve Dogum

Anabilim Dal

Materyal veMetod: Randomize kontrollii ¢aliyma. 20-24 gestas-
yon  haftasindaki 37 siddetli preeklamptik vaka, servikal
PGE-1 jel ile oxytosin infiizyonu (18 vaka) ve vajinal miso-
prostol (19 vaka) uygulantmi icin randomize olarak grup-
landrildi. Farkl

sonuglart  menn-withney  U-test ile degerlendirilmistir.

ajanlar  ile yapilan  eylem  indiiksiyon

Bulgular:  Eylem  indiiksiyonunun  bagslangict  ile dogum  arasin-
daki siire misoprostol grubunda (ortalama 593 dk.) oksi-
tosin grubuna  (ortalamal277 dk.) gére anlamh  olarak
kisa  bulundu  (p<0.001).Magnesyum  siilfat  tedavisi  ve

iiriner  katater  siiresi  misoprostol  grubunda  anlaml
olarak daha kisa  bulundu  (p<0.05).

stiresi olarak

Hastanede  kalig
her iki grup arasinda istatiksel bir farklilik
bulunamadi.  Endometritis ve wuriner infeksiyon 2  oksi-

tosin-PGE2 vakasinda  goriildii.

Sonug¢:  Misoprostol kullamimi  zamanla iliskili  morbiditeden

bagimsiz  olarak izl ve giivenilir  vajinal dogum  imkani

saglamaktadir.

Anahtar Kelimeler: Misoprostol, Siddetli preeklampsi,

Dogum indiiksiyonu
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ometrial contractions while oxytocin provides only
the latter. Therefore, oxytocin is usually combined
with prostaglandin E, applied cervically (gel form)
orvaginally (suppositories).

Misoprostol is a synthetic PGE, analogue and
currently marketed for the prevention of peptic ul-
cers (7). Vaginal and oral administrations were re-
ported to induce labor with strong myometrial con-
tractions and cervical ripening simultaneously (2).
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Preeclampsia occurs 6-8% of all pregnancies
and carries clinically significant morbidity for the
mother and fetus (8).Delivery is the only definitive
treatment of preeclampsia and the treatment of
choice for the mother. In cases of severely affected
mother (3) and fetus, rapid delivery is needed and
vaginal route is preferred especially with a previ-
able fetus.

Although with a limited number of such cases,
this study was designed as a randomized clinical
trial to assess the safety and efficacy of misoprostol
to induce labor.

Materials and Methods

Thirty seven preeclamptic cases between 20-
24 weeks of gestation were included in this study.

Severity of preeclampsia was assessed by
A COG criteria; 160 mmHg systolic or 110 mrnHg
diastolic blood pressure at least, proteinuria of min-
imum 5 g/24 hours, platelet count below 100 000/
ml, elevated serum transaminases, oliguria (less
than 400 ml/24 hours), pulmonary edema, epigas-
tric pain or cerebral or visual disturbances.

Age, gravidity, parity, gestational age, weight
gain and Bishop scores before induction of'the two
groups were shown in Table 1.

We decided to deliver the patients when per-
sistent severe hypertension (>160-110 mmHg, sys-
tolic-diastolic) despite Nifedipine 90 mg/day (ex-
pectant management), persistent oliguria, persistent
severe headache or visual disturbances, and in-
trauterine growth retardation (IUGR) in ultrasound
was diagnosed (Table 2).

We haven't faced any criteria of ACOG for se-
vere preeclampsia implicating HEL L P syndrome
(platelet count<100 000/ml, elevated liver enzymes
or hemolysis signs).

The rationale for vaginal delivery was that me-
dian gestational age for misoprostol group was 22.6
weeks and 23.1 weeks for oxytocin-PGE, group,
namely the fetuses were immature or previable. 1U-
GR was diagnosed in 6 (31%) and 6 (33%) of pa-
tients in misoprostol and oxytocin-PGE, groups re-
spectively.

After ethic commitee permission ,Misoprostol
(Cytotec, 200 mg/tablet, Searle Pharmaceuticals -
Ali Raif ilag Sanayi AS. Istanbul/TURKIYE) was
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Table 1. Characteristics of patients

Misoprostol Oxytocin-PGE,

(nil 9) (n:18)
Age (year) 24.1 (16-39) 23.8 (17-35)
Gravidity 1.9(1-4) 2.1 (1-4)
Parity 1.1 (0-3) 1.3 (0-3)
Gestational age (week) 22.6 (20-24) 23.1 (20-24)
Weight gain (kg) 16.8 (8-23) 17.3 (9-21)
Bishop score before induction 3.2 (2-4) 3.4 (2-4)

Data are presented as median and range in parentheses.

Table 2. Indications for delivery

Misoprostol Oxytocin-PGE2

Indications group (%) group (%)

Severe hypertension(*) 19 (100) 18 (100)
(>160-110mmHgsys-dias)

Persistent oliguria 6(31) 4(22)
(less than 400 ml1/24 hours)

Persistent severe headache 4(22) 4(22)
or visual disturbances

IUGR in ultrasound 6(31) 6 (33)

(<fifth percentile)

TIUGR : Intrauterine growth retardation
*) : Despite Nifedipine 90 mg/day

administered 100 mg intravaginally and patients
were monitored with electronic cardiotocography.
In general satisfactory uterine activity was
achieved. Only in one case we added another 100

mg after six hours.

Prostaglandin E,-gel (Cerviprost gel, 0.5 mg:
Organon/TURKIiYE) was administered 0.5 mg to
cervix and with cardiotocographic monitorization
10 IU oxytocin (Synpitan forte S IU/ampule: Deva
Holding/TURKiYE) was infused in 500 ml of 5%
Dextrose solution with an increasing rate (2
mU/min X 30 min).

A1l patients were routinely under intravenous
magnesium sulfate prevention against convulsions
and urine flow was monitored with indwelling
Foley catheterization.

Statistical analysis were made with mann-
withney u-test and p<0.05 was judged as statistical-
ly significant. Randomization was made with
sealed envelopes using random number table, and
none of the patients were excluded from the study.
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Table 3. Main Outcome Variables

Misoprostol group

Namik Kemal DURU ve Ark.

Oxytocin-PGE, group

Labor room time (*) (min.)

593 (460-753)

1227 (827-1558)

MgS04 time from the beginning of induction (hours) 34.2 (32-35) 44.3 (38-51)
Hospital stay (days) 5.8 (5-7) 6.3 (5-7)
Bleeding >500 ml 0 0
Complications Endometritis 0 1 (5.5%)
Urinary infection 0 1 (5.5%,)
Intrapartum fetal death 0 1 (5.5%)
Admission to NICU 19 (100%) 17 (94.5%)
Neonate lived 0 0
Cesarean delivery 0 3 (16.5 %)
NICU : Neonatal intensive care unit
*) : Time interval from the beginning of induction to delivery
Results Comments

Interval from the beginning of drug adminis-
tration to delivery was found 593, and 1227 min-
utcs-median-in misoprostol and oxytocin-PGE,
groups respectively (p<0.001).

All women in misoprostol group were deliv-
ered vaginally, and 3 women in PGE,-Oxytocin
group were delivered by Cesarean section because

of convulsions.

Magnesium sulfate was administered by first
admission. Here we emphasized time interval be-
tween active labor and postpartum 24 hours for us-
age ofintravencous MgS0,. MgSO0, time for miso-
prostol group was 34.2 hours and 44.3 hours for
oxytocin-PGE, group (p<0.05).

We haven't encountered bleeding more than
500 ml intrapartum and postpartum in either
groups. Endometritis and urinary infection was di-

agnosed in 2 patients of oxytocin-PGE, group.

None of the newborns lived despite admission
to neonatal intensive care unit. There was one in-

trapartum fetal death.

Maternal hospitalization time from the begin-
ning of induction was 5.8 days -mean- for miso-
prostol group and 6.3 for oxytocin-PGE, group
(p>0.05). Wc haven't seen any side effects as nau-
sea, vomitting, fever diarrhea and rupture of uterus
in both groups. But polysystole (more than 5 con-
tractions in 1 minute) was more frequent in the
misoprostol group (19%) than in the oxytocin
group (%]11).
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Delivery is the treatment of choice for mater-
nal management of preeclampsia (4) and failed in-
duction was signiftciantly more common in the
preeclamptic group then non preeclamptic group
(8.2% vs 1.7%).

The first report of misoprostol for labor induc-
tion was in 1987, and 400 meg was used. Recently
in various studies, misoprostol is used 50-100 meg
usually (2,6). We used 100 meg as a halftablet, and
only in one case we added 100 meg. after six hours.

Margulics et al (2) evaluated misoprostol and
oxytocin to induce labor.This study was random-
ized controlled trial comparing 50 pg misoprostol
administered intravagmally and IV oxytocin in la-
bor-induction patients. Delivery occured within 24
hours in 79% of patients in the misoprostol group
and in 62% in the oxytocin group.No significant
differancies were noted in the induction to delivery
interval , made of delivery or incidence of hyper-

stimulation.

Luis Sanchez- ramos et al compare the safety
and efficacy of intravaginal misoprostol (50 pg) vs
IV oxytocin infusion for labor induction.They
found no statiscially significant differences be-
tween the groups for intrapartum complications in-
cluding hyperstimulation and way ofdclivery.But
the interval from induction to vaginal delivery was
significantly shorter in the misoprostol group (11 vs
18 hours; P=0.004)

Misoprostol can be used with oxytocin infu-
sion sequentially, but in this study wc tried to show
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whether or not misoprostol alone is efficient to in-
duce labor and keep myometrial contractions going

on.

One of the major priorities of misoprostol is
that it causes very few serious maternal side effects
(6). Nausea, vomitting, fever and diarrhea arc the
mam side effects of prostaglandins, but we haven't
seen any one of these in both groups.

Magnesium sulfate treatment is one of the ma-
jor concerns in preeclamptic patient. Duration of
MgS04 is correlated with delivery and postpartum
course of hypertension and other parameters.
MgS04 treatment has to be critically monitored for
plasma concentrations, and respiratory and neuro-
logical side effects. That is why when indicated
rapid delivery means rapid witholding of M gSo0,.

Endometritis and urinary infection seen in two
cases of oxytocin-PGE, group may be attributed to
extended duration of labor and indwelling bladder
catheter.

Our study gives special emphasis to signifi-
cantly shorter duration of labor. The main objective
to use misoprostol in severe preeclamptic cases is
to prevent time related morbidity. When vaginal de-
livery is indicated misoprostol should be the first
choice to induce labor safely in such cases that fe-
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tal well being is not of concern, but maternal well
being is.
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