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ABSTRACT

Introduction- Induction of labour in previous
caesarean section (CS) poses a significant
challenge for obstetricians. Whenever there is a
need of termination of pregnancy for obstetric
indication, trend is shifting towards elective
repeat caesarean section and the rates of 10L in
women with previous CS are decreasing
globally. Vaginal birth is associated with less
complications as compared to repeat CS. Thus,
there is a need for an agent with better outcomes
in terms of vaginal birth.

Methods- This was a prospective randomized
case-control study carried out at a tertiary care
centre in North India on fifty-two term pregnant
females with previous one caesarean section
admitted for IOL for various indications. They
were divided into two study groups of twenty-
six each. Group A females received tablet
Mifepristone and group B females received
placebo. The study was aimed to evaluate the
efficacy of Mifepristone for cervical ripening
and induction of labour.

Results- There was statistically significant
difference in induction to onset of labour with
Mifepristone as compared to control group.
Time interval between induction to onset of
labour was 24 hrs 7 min and 37 hrs 3 min in
mifepristone group and control  group
respectively. Mean induction delivery interval
was 33 hrs 1 min and 46 hrs 9 min in cases and
control group. Twenty-one patients (80.7%)
delivered vaginally in the mifepristone group as
compared to 15(57.6%) in the control group.
Conclusions: Mifepristone is simple and
effective method for induction of labour in term
women with previous LSCS with a favourable
outcome.
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INTRODUCTION

Induction of labour is an
intervention which is designed to initiate the
uterine contractions artificially leading to
progressive dilation and effacement of
cervix and birth of the baby. Induction of
labour is indicated only when mother or
foetus seems to get benefit from higher
probability of a healthy outcome than if
birth is delayed. ™ Induction of labour in
previous caesarean section (CS) poses a
significant challenge for the obstetrician due
to paucity of available options as well as
limited evidence in favour of any methods.
Globally rates of induction of labour in
women with previous CS are decreasing.
Whenever there is a need of termination of
pregnancy for obstetric indication trend is
shifting towards elective repeat caesarean
section. Vaginal birth is associated with less
complications as compared to repeat CS
more so in population like ours where
multiparity is more common.

The status of cervix is a major
contributor for successful labour which can
be assessed by Bishop pelvic scoring
system. Bishop score of less than 6 usually
requires cervical ripening agent. ¥ Common
approaches for induction of labour range
from frequent walking, vaginal intercourse,
heavy exercise, consumption of laxatives,
spicy foods, nipple stimulation and
administration of enema B! to physical
stimulation mainly achieved by dilators,
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Trans cervical Foley’s catheter, extra
amniotic  saline infusion, ™ cervical
stretching and amniotomy. Pharmacological
methods include oxytocin, prostaglandins
and antiprogestins like mifepristone. !
Mifepristone is a 19 nor-steroid derivative
and it antagonizes progesterone hence
increases sensitivity of the uterus to
prostaglandins and initiates the labour. © It
is not a very old drug for research on
cervical ripening and labour induction in
viable pregnancies. It has not been studied
so widely as oxytocin and PGs in induction
of labour in previous lower segment
caesarean section (LSCS)cases. Also, in
previous CS, there are limited cervical
ripening agents which can be used. Women
with previous caesarean birth have an
increased risk of uterine scar rupture after
induction of labour. ) But the incidence is
quite low in well monitored labour. Some
serious complications which are seen with
oxytocin and prostaglandins, lead to adverse
outcomes for mother and child, such as
hysterectomy, genitourinary tract injury, and
postpartum  blood transfusions  and
neurological impairment or even death for
the child. ® Thus, an agent which is not
only a good uterotonic but also a good
cervical ripening agent is desirable. Hence,
this study was planned with the aim to know
the efficacy of Mifepristone as cervical
ripening and induction agent in term
pregnancy with previous caesarean section.

METHODS

This was a prospective case control
study done at a tertiary care centre of North
India. Total of fifty-two cases of singleton,
term pregnancy with previous one LSCS
planned for induction for various indications
with Bishop’s score of less than 6 were

randomly. Indication of induction of labour
was also noted. Before the medication was
given, Bishop’s score was assigned.
Number of women who successfully went
into spontaneous labour within 48 hours of
administration of the drug was documented
and results were assessed. If the labour did
not start within 48 hours, vaginal
examination was repeated and Bishop’s
score was re-calculated. If Bishop’s score
still remained unfavorable (< 6) women
were then induced with Foley’s catheter.
Subjects were assessed 12 hours later and if
the bishop score still remained unfavorable,
caesarean section was performed for failed
induction. If at any stage Bishop’s score was
6 or more amniotomy was done and
oxytocin infusion was started. Time interval
between induction to onset of labour and
induction to delivery was noted. Active
stage of labour was monitored with
partogram. Mode of delivery and Apgar
score was recorded. Efficacy of the drug
was assessed by the number of women who
went into spontaneous labour within 48
hours of Mifepristone administration or by
Bishop’s score of 6 or more at 48 hours. The
statistical difference between two groups
was evaluated by using student t test and
Chi square test. The p value of < 0.05 was
considered as statistically significant. The
study complied with the guiding principles
for human research per the declaration of
Helsinki and was approved by the
institutional ethics committee.  Written
informed consent was obtained from all
patients.

RESULTS

Women in group A and group B were
compared for age, period of gestation and
Bishop score as shown in Table 1.

included for the study. In all women
demographlc detal IS, detailed history, Table 1. Characteristics of the subjects
2 . . . . Characteristic Mifepristone group | Control group
exam!nat!on |_nclud|_ng - per vaginal Age (mean in years) 25 25
examination and investigations were noted. ’F\’AOS_ e §9gveek56days 349 weeks 5 days
H - edian biIshop sScore .
~ Twenty-six women were given tablet i qcation of induction

Mifepristone 400mg orally (Group A- Post term 21 19
Cases) and twenty-six received placebo in 2SR 2 .
form of vitamin C (Group B, Control group)
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Age, period of gestation and median
bishop score before induction was
comparable in both groups and it was not
statistically  significant. Indications of
induction in both groups were post term
pregnancy, IUGR and PIH. Time interval
between induction to onset of labour and
induction delivery interval was less in
Mifepristone group as compared to control
group as shown in Table 2.

In group A, after the initial dose of
400mg of mifepristone (two tablets of
200mg mifepristone orally), 21 (80.7%)
women out of 26 went into labour within 48
hrs. and had Bishop score of>8. In these
women, amniotomy was performed and

augmentation with oxytocin infusion was
given as per study protocol if needed. Five
females who did not had onset of labour
within 48 hours, were again induced with
Foley’s catheter and reassessed after 12
hours. Out of these five, two delivered
vaginally and three underwent LSCS.

In group B, out of 26 women
15(57.6%) had spontaneous onset of labour
within 48 hours. Foleys was put in 11 cases.
Eight patients underwent LSCS for various
indications three delivered vaginally.
Indications are mentioned in Table 2.
Neonatal weight, Apgar score and neonatal
complications were comparable in both
groups.

Table 2. Labour characteristics and delivery data of patients with previous LSCS

Characteristic Mifepristone group | Control group P value
Time interval between induction to onset of labour | 24 hrs 7min 37hrs 3 min 0.025"
Induction delivery interval 33 hrs 1 min 46 hrs 9 min 0.067
LSCS 3 8

Fetal distress 1 2

Failed Induction 2 4

Non progress of labour 2

VBAC 23 17

Instrumental delivery 1(Fetal distress)
Adverse effects of the drug

Nausea/vomiting 2 1

Headache 1

Labour complications

Hypertonus 1

Tachysystole 3 1

MSL 2

PPH

Neonatal Weight(kg)

<2.5 3 4

2.5-3 20 20

>3 3 2

Neonatal outcome

Apgar score <7 at 5 min 10 10

Neonatal hyperbilirubinemia 1

*statistically significant

DISCUSSION

It has been seen globally that rates of
induction of labour in women with previous
CS are decreasing. Whenever there is a need
of termination of pregnancy for obstetric
indication trend is shifting towards elective
repeat caesarean section. Around 20-30%
women require induction of labour SIOL)
for some maternal or fetal indication. [/ 10L
in patients with previous LSCS has
decreased successful outcome as compared
to spontaneous onset of labour and also
associated with scar dehiscence, rupture of
uterus and increased rate of fetal and

maternal mortality and morbidity. [
According to Cochrane database review,
there is no ideal method of IOL with
previous CS. ' Studies on various
pharmacological and non-pharmacological
methods of induction of labour are
encouraging. !

Mifepristone which IS an
antiprogesterone agent has been used orally
for 10L. The advantage of Mifepristone is
that it is not an oxytocic so it is not
associated with hyper stimulation of uterus,
hence decreasing the incidence of rupture
uterus. ® Mifepristone causes cervical
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ripening by stimulating the release of nitric
oxide [ and  promotes uterine
contractions by increasing myometrial cell
excitability, establishing gap junctions
between cells and influx of calcium "2 and
increases the release of prostaglandins by
decidual cells **** without acting as a direct
uterotonic. Because of these benefits, it may
be a safer agent for IOL in females at term
with previous caesarean section.

In our study, we observed that
mifepristone was associated with favourable
outcome after IOL in most of the women
with previous CS. There was also very less
need of oxytocin requirement for
augmentation of labour which is a risk
factor for scar dehiscence and rupture
uterus. A prospective double-blind placebo-
controlled trial by Le Laider et al also had
similar results with mifepristone as
induction agent in previous LSCS cases. [**!

In our study, we observed that
twenty-one (80.76%) women had labour
onset and cervical ripening within 48 hours
of administration of mifepristone. The
observations of various studies in existing
literature show a success rate of labour
onset of 66-93%. *'9 Gija-calone et al
have shown a success rate after IOL of
(68.3%) % Stenlund et al. (79%) and
Frydmann et al. (54.5%) *Y respectively
while using mifepristone as compared to
placebo in women without previous CS. The
associated risk of serious complications like
scar rupture and others in various studies
was reported to be0.4-0.7%. [222324
However, most of these studies were in
patients without caesarean section. In our
study we did not observe significant fetal or
maternal side effects of Mifepristone.
According to a hypothesis by Cochrane
systematic review using mifepristone for
IOL in previous CS is a safe option as
mifepristone is not a uterotonic, chances of
scar dehiscence or rupture uterus might not
be increased in these women. ! The
incidence and caesarean section for
intrapartum  fetal  distress was not
statistically significant in both groups. In
Cochrane meta-analysis, it has been stated

that abnormal fetal heart rate patterns are
common with mifepristone. However, there
are no statistically significant differences in
Apgar score <7 at 5 minutes of birth or an
increased rate of caesarean section for fetal
distress. 1°

One of the major limitations of our
study is that the number of patients is less.
Further evaluation regarding the optimum
dose of mifepristone for cervical ripening,
antenatal and perinatal complications and
the safety of drug in relation to other
procedures is also needed.

CONCLUSION

The present study shows that
treatment with mifepristone is a simple and
effective method of inducing labour in
women with term pregnancy and unripe
cervix. Mifepristone stimulates labour as
naturally as possible and thus is a safer
option. The use of mifepristone provides an
interesting new alternative to classic
uterotonic agents as induction agent. From
this study it is evident that mifepristone is a
good alternative option for IOL in women
with previous CS. However, further
research is needed with large randomised
controlled trials for evaluating the efficacy
of mifepristone alone as a safe agent for
IOL in previous caesarean section.
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