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ABSTRACT

Background: Medical abortion is a means of medical termination of pregnancy by drugs alone. This can be done
upto 63 days using mifepristone and misoprostol tablets. For the conventional method, patient has to come to the
hospital 3 times. In our study we reduced the interval between the drugs there by reducing the number of hospital
visits. The objectives were to study the reduction of induction abortion interval following administration of evidence
based regimen and to compare the proportion of patients developing complications in both the groups.

Methods: It was a comparative study conducted at Department of Obstetrics and Gynecology, Govermnent Medical
College Kottayam, Kerala, India from May 2015 to November 2015.

Results: The mean induction abortion interval in experimental group was 14.3 hours and in control group, it was 60.4
hours which was found to be statistically significant. Only 3 patients (7%) of experimental group had side effects
whereas 12 patients. (17.4%) had side effects in the control group. Major side effects encountered were severe
abdominal pain and severe bleeding per vaginum. Evidence based regimen consist of administration of mifepristone
200mg and vaginal misoprostol 600ug 6 hours later for termination of pregnancy up to 63 days could reduce the
induction abortion interval by 46 hours and had less side effects.

Conclusions: As it reduces the induction abortion Interval and complications we feel that the evidence based regimen
for Medical Termination of Pregnancy is superior to the FDA approved regimen.
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INTRODUCTION

Medical termination of pregnancy is defined as the wilful
termination of unwanted pregnancy before viability i.e.
before 20 weeks of pregnancy.! In India more than six
million abortions occur every year. Of these 4 million
cases are induced abortion but very few of these are
reported and the remaining are done illegally.? This is
associated with increased morbidity and mortality from
severe anaemia and sepsis.

With the availability of prostaglandins in the early 1970s
followed by the development of antiprogesterone in
1980s, Medical abortion became an alternative method of

MTP. Medical method of MTP is preferred to surgical
method because complications like uterine perforation,
uterine adhesions, fainting/syncope associated with
forceful cervical dilatation are less with medical methods.

Termination of pregnancy with mifepristone and
misoprostol has been established as a safe method for
terminating early pregnancy up to 9 weeks (63 days)
from the first day of last menstrual period.

Conventional medical methods

Mifepristone 200 mg is given followed by 400ug
misoprostol orally/ vaginally after 48 hours.
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1%t visit (Day 1)

Mifepristone 200 mg orally. Anti D 50ug to be given if
the women in Rh -ve. Patient is asked to come on the 3
day.

2" visit (Day 3)

Oral/vaginal misoprostol 400ug is given. Patient is
counselled for follow up after 14 days and earlier if there
is prolonged bleeding, fever of foul smelling discharge
PV.

3 Visit (Day 15)

A detailed history is taken regarding fever, severe
abdominal pain or foul smelling discharge PV. General
examination is done to see whether there is fever or
aneamia. Pelvic examination is done to ensure complete
abortion and to rule out complications like incomplete
expulsion or sepsis. Ultra sound scan is performed to
ensure complete expulsion of products of conception.

All together the patient has to come for 3 times for the
termination of pregnancy.

Evidence based regimen

200 mg of oral mifepristone is given. This is followed by
600g of misoprostol vaginally after 6 hrs.

Based on efficacy and adverse effects evidence based
protocols for medical abortion are superior to the FDA
approved regimen. Regimens that wuse vaginal
misoprostol can be given simultaneous with mifepristone
to terminate gestations up to 63 days.* A 6-8 hours
interval between mifepristone administration and vaginal
misoprostol is as effective as a 48 hours interval and
result in fewer side effects.

In our institution, most of the patients for MTP are
coming from distant places, more than 100 km from our
area. When we use the conventional method, it is
common that patient does not come for follow up and
later attend the casualty with complications such as
severe anaemia, sepsis. If we can reduce the Induction
Abortion Interval, we can reduce the number of hospital
visits and thereby reduce the complication rate and the
economic burden of the patient and their relatives.

Aims and objectives

e To study the reduction in Induction Abortion Interval
following the administration of evidence based
regimen.

e To compare the proportion of patients developing
complications in both case and control groups.
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METHODS

Study design

It is a comparative study.

Study setting

Family planning unit, Department of obstetrics and

Gynecology, Government Medical College, Kottayam,

Kerala, India.

Period of study

May 2015 to November 2015

Inclusion criteria

Uncomplicated patients coming for MTP up to 63days,

under MTP act. Those willing for surgical intervention in

case of incomplete expulsion.

Exclusion criteria

e Those more than 63 days of gestation

e Twins and Previous Caesarean Section cases

e Complications like anemia, fever, liver or kidney
diseases, angina, Coagulopathy, valvular heart
diseases

e  Patients with purulent vaginal discharge/ candidiasis

Sample size

Calculated by using statistical software, n Master with
inputs from review of literature.

Sample size

n= 2 Sp?(Zi-a/2+Z;-B)>
pd?

Sp?= 512 + $22
2

From literature

S1= 3.1 (Standard deviation of time of onset of bleeding
in the study group)

Sp= 2.5 (Standard deviation of time of onset of bleeding
in the control group)

ud? = 1.7 (Mean difference in time of onset of bleeding
in two groups.)

n = 2x2.8%(7.849)
1.72

= 43 per group
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Ethical committee certificate

Government Medical College

Kottayam, Kerala 686008, India

Institutional Review Board

Communication of Decision of the Institutional Review
Board (IRB)

IRB No: 42/2015

Procedure

Women were diagnosed as pregnant with urine
pregnancy test. Intra uterine pregnancy was confirmed by
the ultra sound scanning and gestational age was
confirmed up to 63 days. Detailed history and complete
clinical examination were done to exclude any
complications. After the women were found suitable for
medical method of pregnancy termination, they were
counseled on the relevant aspects related to the procedure
and after getting the written consent, the clinical protocol
given below was followed.

The patients were numbered. The odd numbers were
considered as cases and even numbers as controls.
Findings were confirmed by P/S (per speculum) and P/V
(per vaginal) examination.

For all Cases, 200 mg Mifepristone was administrated
orally and after 6 hours, 600ug of Misoprostol was
administrated  vaginally. They were kept under
observation for 6 hours.

For the controls, 200 mg mifepristone was administered
orally and they were advised to come on the third day for
vaginal administration of 400 pg misoprostol. The
controls too were then kept under observation for 6 hours.
If Rh -ve women were present among the patients, Anti-
D was administered to them. Both cases and control
groups were then asked to record the following for the
next 14 days.

The onset of bleeding

Timing of passage of product of conception
Duration of bleeding and

Any possible side effects

They were then instructed to report to hospital on the
15th, or on any other day in between, in case of heavy
bleeding (soaking of >2 pads/hour for more than 2 hours)

On the 15" day, USS and clinical examination was
performed to determine the result. Failure of medical
abortion was defined when a surgical curettage was
performed for any reason. If cardiac activity was present,
it was considered as a true failure of the drug.

Tools

e A structured proforma was used to record
information
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USS scan reports

UPT

Blood investigation reports
Statistical methods

To compare the homogeneity of the group chi square test
was used when the level of measurement is nominal. To
compare interval/ratio level measurements t test was
used. Measures of central tendency and dispersion were
used whenever necessary. Significance level was fixed at
5% (0.05).

All the analysis was done using SPSS version 20.
RESULTS
86 patients were included in the study. 43 in the case

group using evidence based regimens and 43 in the
control group using conventional method of MTP.

Table 1: Age.
Mean 31.47 30.86
Standard deviation 5.2 5.7
Minimum 21 18
Maximum 40 41

Mean age in case group was 31.47 years and control
group was 30.86. The minimum age in case group was 21
years and control group was 18. Maximum age is case
group was 40 and that of control group was 41.

Table 2: Parity.

Experimental Control
No. % No. % No. %

1 1 2.3 4 93 5 5.8
2 15 34.9 16 372 31 36
3 19 44.2 18 419 37 43
4 4 9.3 4 93 8 9.3
5 4 9.3 1 23 5 5.8

Total 43 100 43 100 86 100

High proportion of both groups belonged to gravida 2 and
3 which constituted 79.1% in case as well as control
group.

The mean gestational age in case group was 51.95 days
and in control group was 51.98 days. In case group
minimum gestational age was 35 and in control group 31
days. Maximum gestational age in case and control group
was 63 days.

In the case group mean time of onset of bleeding was 9.1
hours and in control group it was 53.2 hrs. Minimum time
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of onset of bleeding in Case group was 7 hours and in
control group it was 49 hours.

Table 3: Gestational age.

Mean 51.95 51.98
Standard deviation 9.131 7.466
Minimum 35 37
Maximum 63 63

Table 4: Comparison of time of onset of bleeding.

Experimental 9.1 0.9 142.3
Control 53.2 2 <0.001

Table 5: Comparison of induction abortion interval.

Experimental 14.3 2.8 72.1
Control 60.4 3.1 <0.001
The mean induction abortion interval in case group was
14.3 hours compared to 60.4 hours in control group,
which was statistically significant (P<0.001). Minimum
induction abortion interval in Case group was 2 hours and
maximum was 20 hours. For the control group, minimum
was 20 hours and maximum was 64.5 hours.

Table 6: Side effects.

Experimental Control

No. % No. % No. %
Absent 40 93 31 72.1 71 82.6
Present 3 7 12 27.9 15 17.4

Total 43 100.0 43 100.0 86 100

x2=6.5, p=0.011. Side effects were significantly lower in the
experimental group.

DISCUSSION

Medical abortion has been a revolution in obstetric
practice. The procedure is well known for its safety and
easiness to perform. Over the past 5 years multiple
studies have focused on the time interval between the two
medications.>® Decreasing the time interval allows most
women to complete the process in lesser time and with
lesser adverse effects. Various studies have shown that
peak serum concentration of mifepristone is more or less
equal for a dose that ranges between 100mg and
800mg."® On the basis of this fact 200 mg single dose of
mifepristone was used in the study. Various studies
reported 95% success rate with vaginal misoprostol
compared to the 87% success rate of oral misoprostol at
48 hour interval®® This was because systemic
bioavailability of misoprostol was 4 times higher through
vaginal route when compared with oral route and peak
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level was attained more slowly but was sustained for
longer periods.!!

The success rate of taking a 48 hour interval between the
medications ranges from 92-97%.212 Crenin et al reported
success rate of 24 hour regimen to be 98.1% and 96.9%
in their studies carried out in 2004 and 2007. *°

In present study the success rate is100%. So also in our
study, the occurrence of side effects was found to be less,
compared to the control group. In the present study
satisfaction rate was not analysed but generally most of
the women were satisfied with the therapy they received.

The FDA approved regimen can be initiated up to 49
days and consists of mifepristone 600 mg orally on day 1,
Misoprostol 400ug orally on day 3 and follow up on days
12-20. This protocol is 92% effective in inducing a
complete abortion.!*15 It has been shown by the WHO
and others that a lower dose of mifepristone is just as
effective as the 600mg dose.'®'” This is especially
important for reducing the cost of medical abortion. A
total of 95% of women who inserted 800pug misoprostol
vaginally after taking 600 mg mifepristone up to 63 days
of post LMP had complete abortion as compared with
87% of women who took the lower oral dose of
misoprostol.®® This study and others confirmed that
vaginal administration of misoprostol is superior to oral
administration and that for women initiating medical
termination of pregnancy between 49 and 63 days, only
vaginal misoprostol application is recommended. The
incidence of gastrointestinal side effects from misoprostol
seems to be lower with vaginal administration.

Over the past 5 years multiple studies have focused on
the time interval between the two medications.!%?°
Decreasing the time interval allows most women to
complete the process in lesser time. The success rate of
48 hour interval ranges from 92-97%.2'2 Crenin et al
reported success rate of 24 hour regimens to be 98.1%
and 96.9% Coege et al showed a higher percentage of
women in 48 hr. interval group reported side effects such
as nausea and vomiting after mifepristone and
administration than women in 24 hr. group.??*

All these studies show that vaginal administration of
misoprostol after priming with 200mg of mifepristone
will induce abortion with less gastrointestinal side effects.
By reducing the time of administration of misoprostol we
can reduce the time of onset of bleeding.

Medical abortion approved by FDA is 200mg
mifepristone + 600pg misoprostol after 48 hours. As per
this regime the patient has to come for three days to the
hospital for completion of the process. The present study
shows the efficacy of mifepristone 200mg and
misoprostol 600ug vaginally after 6 hours. Thus we can
reduce the induction abortion interval time and thereby
the number of hospital visits. The present study was
planned to find a safe, simple and optimally effective
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regimen of mifepristone and misoprostol for abortion of
preghancy within 63 days.

Srivasthava in 2006 performed a similar research in nepal
medical college and assessed the safety and efficacy. In
her prospective study misoprostol was used vaginally and
the success rate was 92.6%.!' Kathleen et al in 2011
performed a similar research with Misoprostol
administered vaginally and the success rate was 80%.%

Evidence based regimen

Evidence based regimens have been developed to
improve medical abortion in terms of expense, safety,
speed and adverse effect. The regimen that use low doses
of mifepristone (200mg) have similar efficiency and
lower cost compared with those that use mifepristone
600 mg. Based on efficiency and adverse effects profile,
evidence based protocol for medical abortion are superior
to FDA approved regimens. By changing route of
misoprostol  administration, the timing between
mifepristone and misoprostol dosing can be varied. There
are regimens that use vaginal misoprostol simultaneously
with mifepristone to terminate gestations up to 63 days.*
A 6-8 hours interval between mifepristone administration
and vaginal misoprostol is as effective as a 48 hour
interval and result in fewer side effects.’

CONCLUSION

From the present study it was concluded as it reduces the
induction abortion Interval and complications we feel that
the evidence based regimen for Medical Termination of
Pregnancy is superior to the FDA approved regimen.
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