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COMPARE TWO DOSING SCHEDULES OF VAGI-

NAL   MISOPROSTOL 400MICROGRAMS MULTI-

PLE DOSES VERSUS 600 MICROGRAMS SINGLE 

DOSE FOR SECOND TRIMESTER TERMINATION 

OF           PREGNANCY. 
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A. Problem state-
ment

Abortion is defined as ‘termination of pregnancy (TOP) 

by any means before the fetus is viable’. Viability is now 
considered to be reached at 23–24 weeks of gestation. 
Second trimester, or midtrimester, is a period ranging 
from 13 to 28 weeks of gestation, which again is subdi-
vided into an early period between 13 and 20 weeks and a 
late period between 20 and 28 weeks.  
Worldwide mid-trimester abortion constitutes 10–15% of 
all induced abortions but is responsible for two-thirds of 
all major complications (WHO, 1997).  
Modern medical abortion of second-trimester miscarriage 
uses one or more of the following such as mifepristone, 
misoprostol, osmotic cervical dilators, Foley catheter in-
sertion and oxytocin as inducing agents. Mifepristone fol-
lowed by misoprostol in 24-48 hours later is an effective 
regimen for second-trimester abortion with 91% efficacy 
within 24 hours of initiation of misoprostol with the lesser 
side effects of misoprostol alone.1 Surgical abortion by 
cervical softening and dilatation with osmotic dilators or 
misoprostol followed by dilatation and evacuation of the 
fetus is another method of termination of second-trimester 
pregnancy. Intact Dilatation and Evacuation is required, 
where the fetal anatomy is desired. Abdominal procedures 
such as hysterotomy or hysterectomy may require for 
some cases where the medical and surgical abortion 
fails.1 The methods such as intra or extra amniotic instil-
lation of ethacridine lactate is outdated by WHO, which 
was previously used for termination of late second-
trimester abortions, as it had adverse effects of long dura-
tion of labor, hospitalization for many days and may need 
curettage.



B. Rationale Misoprostol, a prostaglandin E1 analog, is an ef-
fective method because it has several advantages 
over other prostaglandins, including low cost, easy 
storage at room temperature, and a favourable side 
effect profile. Different doses, routes and regimens 
for medical termination of pregnancy during sec-
ond trimester have been studied. Previous studies 
have demonstrated greater efficacy with vaginal 
misoprostol versus oral misoprostol. Various dose 
schedules of vaginal misoprostol have been stud-
ied for second trimester termination of pregnancy. 
However, the optimum dose for effective termina-
tion is yet to be decided. 

C. Novelty Various dose schedules of vaginal misoprostol 
have been studied for second trimester termination 
of pregnancy. However, the optimum dose for ef-
fective termination is yet to be decided. 

D. Expected out-
come and        
application

Single dose misoprostol 600 microgram might 
have better result than multiple doses of misopros-
tol 400microgram for second trimester abortions. 

Application- to optimise the dosage of misoprostol 
per vaginally that has better outcomes for second 
trimester abortions in the institute, avoid repeated 
per vaginal examinations.

3 Research 
question(s)

Is a single dose of tab misoprostol 600microgram 
kept per vaginally better for 2nd trimester termina-
tion of pregnancy than multiple doses of tab miso-
prostol 400microgram?

4 Research hypothe-
sis (es), if any

In women who come for 2nd trimester termination 
of pregnancy, tab misoprostol 600microgram sin-
gle dose is better than multiple doses of tab miso-
prostol 400microgram kept per vaginally



5 Objectives of the 
Study:

A. Primary      
objective(s)

B. Secondary  
objective(s)

A- To compare two dosing schedules of tab miso-
prostol (single dose 600microgram versus multiple 
doses 400microgram) kept per vaginally for 2nd 
trimester termination of pregnancy 

B- To analyse induction to abortion time, side      
effects, failure to achieve termination of pregnan-
cy.



6 1. Review of literature 1. J.Chai et al studied two intervals of administration of miso-
prostol after pretreatment with mifepristone for second 
trimester medical abortion in their randomised trial comparing 
two dosing intervals of misoprostol following mifepristone 
administration for second trimester medical abortion. The me-
dian induction-to abortion interval was significantly shorter in 
the 36–38 h regimen (4.9 h) compared with the immediate reg-
imen (10 h). Side effects in terms of febrile episodes and 
chills/rigors were significantly higher in the immediate admin-
istration group and concluded that simultaneous use of 
mifepristone and misoprostol for second trimester medical 
abortion is not as effective as the regimen using a 36–38 h dos-
ing interval. 

2. Jan.E.Dickinson et al studied the clinical efficacy and side ef-
fects of 3 doses of intravaginal misoprostol for second-
trimester pregnancy termination. The study concluded that in-
travaginal misoprostol 400 µg at 6-hour intervals appears to be 
the preferred regimen for second-trimester pregnancy termina-
tion, with a shorter commencement to delivery interval than 
the 200 µg regimen and fewer maternal side-effects than the 
600 µg loading dose regimen. 

3. A prospective randomised trial conducted by by Subir Kumar 
Bhattacharya et al compared the efficacy and adverse events of 
2 dose regimens of vaginal misoprostol for second trimester 
termination.  The study concluded that use of vaginal miso-
prostol for second trimester abortion had comparable efficacy 
with less drug requirement for the 600 microgram loading dose 
followed by 200 microgram 3-hourly regime compared to the 
400 microgram 3-hourly regime. 

4. P.W Ashok,A. Templetona, P.T. Wagaarachchia, G.M.M. Flett 
in their review of 1002 consecutive cases for midtrimester 
medical termination of pregnancy assessed the effectiveness, 
safety and factors that affected the outcome of mid-trimester 
medical termination of pregnancy at 13–21 weeks of gestation. 
The study summarised that mid-trimester medical termination 
of pregnancy is safe and effective and can be offered to all 
women. Additionally, using a low dose of mifepristone in 
combination with misoprostol is considerably less expensive 
and at least as effective as regimens using mifepristone and 
gemeprost. Success was related to age and previous live birth 
with younger women and those with a previous live birth more 
likely to have a successful abortion. 

5. Geetha Lakshmi R, Bommireddy Pranavi2, Neethu George3, 
K. Saraswathi in their observational study of second trimester 
abortions studied dosages were varied based on the gestational 
age of pregnancy. As the gestational age progresses, the 
amount of misoprostol required for the induction of second 
trimester abortion decreases and the difference is statistically 
significant. There was no reported case of rupture uterus, but 
varied complications such as post-abortal hemorrhage, retained 
placenta, need for blood transfusion, uterine perforation and 
one maternal death were reported during the study period.

7 2. Methodology



A. Study design Randomised trial

B. Study participants 
(human, animals or 
both)

Humans

i. Inclusion criteria
ii. Exclusion criteria
iii.Withdrawal crite-

ria, if any (trial-
related therapy, 
follow-up and 
documentation 
are terminated 
prematurely as it 
is indicated to 
ensure safety of 
the participants)  

iv. Rescue criteria, if 
applicable (start-
ing symptomatic 
therapy either to 
control symptoms 
of disease or to 
overcome lack of 
adequate efficacy 
of the study drug 
or placebo)                                                                   

v. Number of groups 
to be studied, 
identify groups 
with definition

i) Inclusion criteria- 
Women getting admitted to SDM hospital for termina-
tion of pregnancy between 13 to 20 weeks gestational 
age with uterine height between 12-24 weeks, regardless 
of parity. 

ii)Exclusion criteria- 
Women with scarred uterus 

    Women with incomplete miscarriage 

    Hypersensitivity to Misoprostol 

iv) Failure criteria : If expulsion has not occurred even after 
24 hours of 600microgram Misoprostol or 5 doses of 400 
microgram Misoprostol. 

v) Two groups :  

Group 1 : Receiving 600 microgram Misoprostol 

Group 2 : Receiving multiple doses of 400 microgram 
Misoprostol.



C. Sampling 
a. Sampling 

population
b. Sample size 

calculation
c. Sampling 

technique

80 

Previous year records were analysed for number of 
second  trimesters abortions, women with prior     
caesarean scar where excluded.  

Simple random sampling

D. Randomization 
details (for inter-
ventional studies)- 
Intervention de-
tails with stan-
dardization tech-
niques (drugs / 
devices / invasive 
procedures / non-
invasive proce-
dures / others)

A random number will be chosen (N). Every Nth 
person will receive 400 microgram of Misoprostol 
4th hourly for a maximum upto 5 doses and the 
other group will receive 600 microgram Misopros-
tol

E. Ethical Clearance 
from the Institu-
tion’s Ethics Com-
mittee Obtained? 
(Copy to be At-
tached)

yes



F. Study procedure Informed written consent will be taken. Study par-
ticipants will be divided into two groups, 50% of 
the participants will be given 600microgram miso-
prostol and another 50% will be given 400micro-
gram misoprostol in multiple doses (maximum 
upto   5doses   ) and outcome will be recorded. The 
primary outcomes like induction to abortion inter-
val, need for blood and blood products, hysteroto-
my, retained products of conception will be stud-
ied.

G. Data collection 
methods including 
settings and period-
icity

1year. 

H. List of statistical 
tests to be used for 
data analysis

SPSS version 2.0

I. If it’s a Clinical Tri-
al: Clinical Trials 
Registry of India or 
equivalent registra-
tion number to be 
mentioned

8 3. List risks and bene-
fits of the study

Benefits : Optimum dosing schedule of Misoprostol can be 
identified, repeated per vaginal examination can be avoided. 
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The optimum dosage of Misoprostol that needs to be used in 
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12. CONSENT 
SDM COLLEGE OF MEDICAL SCIENCES & HOSPITAL 

SATTUR, DHARWAD 580009 

INFORMED CONSENT FORM 

I _____________________________________________ declare that I have been informed 
in detail about the thesis-  

‘’A PROSPECTIVE RANDOMISED TRIAL TO COMPARE TWO DOSING  SCHEDULES OF 
VAGINAL MISOPROSTOL 400MICROGRAMS MULTIPLE DOSES VERSUS 600 MICRO-
GRAMS SINGLE DOSE FOR SECOND TRIMESTER TERMINATION OF PREGNANCY. ” 

I have read and understood this consent form and the information provided to me. 

I have been explained the consent document and nature of study. 

My rights and responsibilities have been explained to me by the investigator. 

I have been advised about the risks associated with my participation in the study. 

I have informed the investigator of all treatments I am taking or have taken in the past. 

I am aware of the fact that I can opt out of the study at any time without having to give any  
reason and this will not affect my future treatment in the hospital. 

I am also aware that the investigators may terminate my participation in the study at any 
time,                                                            
for any   reason, without my consent. 

I hereby give permission to the investigators to release the information obtained from me as 
result of participation in this study to the sponsors, regulatory authorities, Government 
agencies and the ethics committee. I understand that they may inspect my original records. 

My identity will be kept confidential if my data are publicly presented. 

I have been informed to my satisfaction by the attending doctor about the need for routine 
investigations and the cost of the same. 



I have been explained about it in my own vernacular language about the study in detail. I 
have been told about the procedure, study, methodology, need for it and risks associated 
with it. 

 I have had the opportunity to ask questions about it and all my questions have been an-
swered to my satisfaction 

 I understand that my participation in this study is voluntary and that I have the right to 
withdraw from  the study at any time without giving any reason 

I hereby agree, in accordance with the above information, that a doctor or member of the 
study personnel may contact me in person or by post or telephone(tick one which is appro-
priate) me to ask questions regarding my state of health and these data may then be anony-
mously evaluated. 

I hereby give consent to participate in this study 

Signature of the doctor (investigator) Signature of the patient / relative 

                                                                           Name: 

                                                                           Relationship: 

Name of the doctor (investigator)        
Address: 



 11.     PROFORMA 

PATIENT DETAILS 

Name  

Age 

Occupation: 
Residence 

Education: 

Husband’s education/occupation: 

SES 

MENSTRUAL HISTORY: 

LMP: 

EDD: 

GESTATIONAL AGE: 

PREVIOUS CYCLES: 

OBSTETRIC HISTORY: 

Married life: 

Consanguinity: 

Obstetric score: 



GPE: 

PER ABDOMEN:    

PV:  



Date: 

Place: 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