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ABSTRACT

Most widely used regimen for first trimester medical abortion is 200mg of oral mifepristone followed by 800 mcg
misoprostol intravaginally 48 hrs apart. However this interval regimen is associated with lot of apprehension in the
waiting period which adversely affects the choice regarding the method termination of pregnancy. The aim of this
study was to find out a regimen that is convenient and improves the patient compliance without compromising
efficacy. This prospective pilot study was carried out after obtaining ethical clearance. 50 eligible women with
gestational age <7 weeks who visited family planning unit for medical termination of pregnancy were included in
the study. After taking written informed consent, women received 800 mcg misoprostol intravaginally within 15
minutes of oral administration of 200mg mifepristone. Women were then asked to come for follow up visits on 2™
day, 7" day and 14" day of drug administration. Primary outcome measure was the rate of complete abortion at 2
weeks without the need for suction evacuation. The complete abortion rate with simultaneous regimen was 92% at 2
weeks. The mean induction to abortion interval was 6.8 hours. Mean duration of bleeding was 7.5 days. The overall
acceptability rate was 90%.Our study concludes that simultaneous administration is a promising regimen with
equal efficacy and higher acceptability as compared to the standard interval regimen for early first trimester
medical abortion.
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INTRODUCTION

Hemorrhage, sepsis and unsafe abortions are tda¢paauses of maternal mortality; the latter beiegponsible
for 13% of maternal deaths [1, 2]. To overcomedbmplications associated with surgical abortion ARB 2000

approved mifepristone and misoprostol for medichbréon in first trimester abortion. India approvedis

combination for clinical usage in 2001 [3]. For riead abortion up to 63 days gestation, there ar®ua regimens
available as per WHO guidelines. They include 20@ingral mifepristone followed by either 800 mcgswprostol
vaginally 1-3 days later or 800 mcg misoprostollisgally 2 days later or 400 mcg misoprostol gralt vaginally
2 days later up to 49 days gestation.

These regimens are though highly effective, the ainwback being the interval between two drugstif@uthis
interval the patient can have bleeding, pain ameroside effects associated with misoprostol aleitg increased
apprehension in the waiting period. Also the pdtiess to visit the hospital again for misoprostdinénistration.
This interval has eventually adversely affected gheference of patients regarding choice for metbdbortion.
Surgical abortion that completes in one day stk lan edge over the medical abortion. This study seaducted

1121



Ritu Sharma et al J. Chem. Pharm. Res,, 2015, 7(5):1121-1124

with the aim to find out whether simultaneous adstiation of two drugs can prove to be an effecalternative
that improves patient’s acceptability and qualitgare without compromising the efficacy.

EXPERIMENTAL SECTION

This prospective pilot study was conducted at tatgr hospital in India. Ethical clearance was takem ethical
committee of the hospital (approval number-HRH/1598efore starting the study. Women eligible fordiel
termination as per MTP act India with gestatiorgg &7 weeks, , who were intelligent enough to vstded the
instructions and the need for follow up visitsydaeasy access to health care facility and who weaey to
undergo surgical abortion if needed were includedhe study. Women with contraindications to mifsiome
(chronic steroid administration, known adrenal d&® and misoprostol (glaucoma, sickle cell anemmiral
stenosis, poorly controlled seizure disordersygyléo prostaglandins), liver, kidney , lung or hedisease, smoker,
hemoglobin less than 8gm%, ectopic pregnancy, gndised adnexal mass, breast feeding , active @srJack of
access to emergency services and who want comturseerilization were excluded. 50 women attegdine
family planning unit who fulfill the above criterivere enrolled in the study after detailed histahgrough
examination and pre abortive counseling. Writtelorimed consent was taken from them. Each patiedémwent
minimum investigations like hemoglobin, blood grong urine examination and ultrasonography. Patieateived
200 mg mifepristone orally followed by 800mcg misugiol vaginally within 15 minutes. Women were méaoldie
down for half an hour and were allowed to go horfterdour hours of observation with the advice tome for
follow up visits. Anti D was administered to Rhgative patients. Patients were advised to takegasals and
antiemetics when needed.

First follow up visit was made at 24hours of drudgrénistration. History was taken regarding the tiofestart of
bleeding, amount of bleeding, expulsion of products conception and any side effects. Transvaginal
ultrasonography was done to find out whether theehss been expelled or not. All patients were thadvised to
come for second follow up visit at one week of dadgministration. Detailed history was taken andgraginal
ultrasonography was done to confirm complete atwortihose with incomplete abortion were asked tmedor
third follow-up visit at two weeks of drug adminigtion: Women who have not aborted completelynisiv will be
considered to have treatment failure. Women wekedat rate individual adverse effects as noralgpresent but
not worse, worse but not troublesome, worse angdtesome but without the need for additional treatinworse
and severe enough requiring additional treatmené¢yTwere also asked to use Likert scale (strongige agree,
neither agree nor disagree, disagree, stronglygried to rate the acceptability of medical abortiegarding time
taken for abortion, vaginal bleeding, abdominahpaidverse effects, overall acceptability and waethey would
recommend this regimen to a friend or choose simdgimen again if required . Selection of anyld first three
options on Likert scale by the patient was congiders an acceptable response.

Statistical analysis

Statistical analysis was performed with SPSS 1@rOnindows. Data was presented as mean + SD. Tdimee
was considered successful if there was completetiaban < 2weeks without the need for suction evacuation.
Primary outcome measure was the rate of completetiab at 2 weeks without the need for suction eedion
whereas secondary outcome measures included indutdi abortion interval, incidence of adverse dffec
acceptability and need for emergency surgical eatiauol.

RESULTS

The mean age of patients in this study was 28.5sye®% patients being < 30 years of age. 16% wowene
nulliparous, 50% were primiparous and 34% were ipaibus. There was previous history of abortiorB2%o
women. 44% belonged to the lower socioeconomidastis0% middle socioeconomic strata and 6% belonged
upper socioeconomic strata. Gestational age asrcwd by ultrasound was < 5weeks in 22% patierfisyeeks to
6 weeks in 58% and >6 weeks to 7 weeks in 20%pati®&2% and 48% patients had hemoglobin > 10 grds an
between 8-10 gms respectively. Mean time of on$dileeding after misoprostol administration was Bdurs.
Mean duration of bleeding was 7.5 days. Blood Mas comparable to normal menses in 76% patientorgym
24% patients with more than normal flow, one pdtigot admitted and underwent surgical evacuatioeaiv
induction to abortion interval was 6.8 hours. Ghilhausea, vomiting and diarrhea were present in24%, 12%
and 4% patients respectively. 80% patients had afiidominal pain while 20% experienced moderate. (&
patients had to take analgesics for pain. Rateoofptete abortion was 68% at 24 hours and 84% atweek.

1122



Ritu Sharma et al J. Chem. Pharm. Res,, 2015, 7(5):1121-1124

Complete abortion rate at two weeks was 92%. Amithreg patients with regimen failure 4% had incomplete
abortion, 2% had missed abortion and emergencyosuetacuation was needed in another 2% of patiebtserall
acceptability of the regimen was 90%. Time takentfeatment was acceptable to 92% patients, pattevaginal
bleeding was acceptable to 84% patients, and agedcabdominal cramps were acceptable to 90% psitig0%
patients accepted that they would like to recomnteigiregimen to others or would like to use itiagarequired

in future.

DISCUSSION

This study shows that simultaneous administratibmifepristone and misoprostol for first trimessdsortion has
results comparable to standard interval regimenisall regimen for medical abortion was recommendely upto 7

weeks gestation and included 600 mg of mifepristoradly followed by 400 mcg of oral misoprostol A& later.

After that the research work was conducted focusingthe dose of mifepristone, route of administratof

misoprostol and gestational age upto when medhait@n can be conducted safely. The differentmeggis which
we use presently are the result of hard and simesarch work. Since the standard interval regimmessociated
with decreased acceptability and increased dropias, now the focus of research has shifted tevdedreasing
the time interval between the two drugs.

The rationale for using two drugs simultaneouslipased on scientific evidence. Mifepristone blopksgesterone
receptors causing trophoblast separation, cervipahing, increases release of prostaglandins aockases the
sensitivity of myometrium to prostaglandins- allese actions requiring at least 18 hrs [4]. Misomlos
prostaglandin E1 analogue causes myometrial cdidrascand cervical ripening [SPharmacokinetics studies have
shown that peak levels in serum are reached inhits of oral mifepristone intake which is then abetized
slowly by liver and is excreted in bile with elinasition half life of 20 hrs [4]. After vaginal adnistration of
misoprostol the peak levels are reached in seru®#80 min and significant serum levels are pregde@thours
later leading to abdominal pain in 2 hours anddilegin about 3 hours; hence supporting the simelbas usage of
two drugs([5, 6, 7, 8]. Efficacy of mifepristone alone for dieal abortion is 3-4% and that of single dose of
misoprostol is 70-75%. Combination of two drugs dieneously has improved the results. This agaiphesizes
the need for further research focusing on pharmaetks of two drugs.

Standard interval regimens using mifepristone atigbpmostol have efficacy varying between 95-100%teRof
complete abortion in our study is comparable teop#iudies in the literature that varied from 8®%0[6, 7, 8, 9],
the efficacy being comparable to interval regim&wmne studies have however shown less encouragnisevith
simultaneous regimen [10].

As far as the incidence of side effects is conadthere are varied results in the literature. Setndies have shown
less incidence of nausea, vomiting and bleedintepagabnormalities with simultaneous regimens aspared to

interval regimen [6, 9Wwhile others have shown similar incidence in twougs [11].Incidence of chills and
diarrhea was found to be more in simultaneous usatyeo drugs according to some studies [9, 10].

Almost all the studies in the literature have shdugher acceptability with simultaneous regimenyirag from 86-
97%](10, 11, 12].

The meta analysis of pooled data of 5 RCT’s (199082 regarding use of two types of interval regimér first
trimester medical abortion, shows no statisticalgnificant difference in efficacy between shorterd longer
dosing intervals. However gestational age, paptgvious abortions, state of cervix and route o$aprostol
administration are some of the factors upon whiehsuccess rate of a regimen depends [13].

CONCLUSION
Simultaneous regimen being equally efficacioushasstandard interval regimen with the additionalaadage of
reduced apprehension, decreased cost burden, $edreampliance and higher acceptability is a slg@talbernative

to the interval regimen for first trimester mediaortion upto 7weeks; however flexible approachusth be
applied taking into consideration gestational ggeity and other factors.
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