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ABSTRACT

Introduction: Both, surgical and medicinal techniques can
be used vaginally to treat incomplete abortions. Although,
Manual Vacuum Aspiration (MVA) is a safe and efficient surgical
treatment for the management of incomplete abortion, it is not
frequently offered and is not very cost effective in rural areas,
especially in low resource settings. Misoprostol is an alternative
to MVA for the treatment of incomplete abortion.

Aim: To assess the effectiveness and acceptability of using
vaginal misoprostol for the management of first trimester
spontaneous incomplete abortion as an alternative to MVA.

Materials and Methods: A randomised clinical trial was
conducted between February 2020 to July 2021 in the
Department of Obstetrics and Gynaecology, at RG Kar Medical
College and Hospital, Kolkata, West Bengal, India. A total of
144 participants were randomised into two groups with 72
women in each group, to treatment with either MVA or 400
mcg vaginal at 3 hour intervals. The main outcome measures
assessed at 24 hour follow-up were complete uterine evacuation
confirmed by transvaginal sonography, and client acceptability
and satisfaction were assessed from entry in data form by
participants. Chi-square (y?) tests were used for categorical

data, and the Student’s paired t-test was used for continuous
data. Statistical significance in all calculations was defined as
p<0.05 and the study would follow the Intention To Treat (ITT)
analysis while computing the results.

Results: The mean ages were 27.44 years (6.8) and 28.47 years
(6.6) for the misoprostol and MVA groups respectively. For the
gestational age, the mean gestational ages were 8.88 (2.01)
and 8.90 (2.17) weeks for the misoprostol and MVA groups,
respectively. A higher failure rate in terms of incomplete
abortion was encountered in the misoprostol arm compared
to the MVA arm. Although this difference in complete uterine
evacuation rate did not reach statistical significance (RR=4,
95% Confidence Interval (Cl) 0.879-18.192, p=0.0728). Pyrexia
appeared to be a significant complication in the misoprostol
group compared to MVA group (p=0.038). There was no
significant difference in satisfaction in both groups (p=0.659)
and no significant difference in acceptability.

Conclusion: As an alternative to surgical intervention, three
400 mcg misoprostol pills could be administered vaginally over
the course of three hours to treat spontaneous first trimester
uncomplicated incomplete abortion.
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INTRODUCTION

Accordingto estimates, up to 10% of clinically confirmed pregnancies
and up to 26% of all pregnancies result in miscarriage [1]. Early
pregnancy failure is a major public health problem throughout the
world. Although, approximately 15% of all pregnancies end in
spontaneous miscarriage [2]. Despite the fact that, abortion is legal
in India, women still have to overcome significant obstacles that
limit their access to safe abortion procedures and put their health at
risk. Lack of trained abortion providers, limitations on the availability
of services, and excessive costs, all offer challenges that women
find unable to overcome quickly. One study estimated that, 15.6
million abortions took place in India in 2015. Of these, 3.4 million
(22%) occurred in healthcare Institutions, 11.5 million (73%) were
carried out using medical techniques outside of facilities, and 5%
are anticipated to have been carried out using other techniques.
The study also discovered that there are 47 abortions per 1000
women between the ages of 15 and 49. The report emphasises the
necessity of improving the public health system in order to provide
facilities for abortion services [3].

Although, surgical procedures like Dilation and Curettage (D&C),
Electric Vacuum Aspiration (EVA), and MVA have a high rate of
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success (91.5-100%), there is a small chance that, they could result
in serious complications like infection, cervical laceration, uterine
perforation, and frequently anaesthetic risks. Most importantly, due
to a lack of skilled staff, restricted access to operating rooms or
simply a lack of electricity, surgical management may not be possible
in many contexts [4]. Misoprostol provides an effective, safe, and
acceptable treatment option for women who do not have access
to surgical treatment or who wish to avoid invasive procedures.
Because sterile equipment, operating rooms, and professional
personnel are not immediately necessary, misoprostol lowers the
cost of Post-abortion Care (PAC) services [5]. It is inexpensive,
does not require refrigeration, and may be administered by several
different routes [6]. Many studies have been done in developed
countries and in some African countries like Burkina Faso, Tanzania,
South Africa and Uganda documenting the role of misoprostol as
a solo agent in the management of early pregnancy failure. But,
from author’s search of literature, [7-10] very few studies have been
done on its role in rapid management (within 24 hours) of early
pregnancy failure with vaginal route, especially comparing it to the
standard treatment by MVA [11-13]. To assess the full abortion rate
within 12 hours, 48 hours, or seven days, inadequate data were
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available [14]. The present study was designed to fill a gap in the
literature by testing the vaginal administration of misoprostol in first
trimester spontaneous incomplete miscarriage, in a hospital setting
in a low income country and might find alternative access where
those cases can be dealt with medical methods and consequently,
could avoid the potential risks of surgical complications, anaesthetic
hazards and at the same time, this form of management will lessen
the burden over the already overloaded operation theatre.

MATERIALS AND METHODS

A randomised clinical study conducted between February 2020
to July 2021 in the Department of Obstetrics and Gynaecology, at
RG Kar Medical College and Hospital, Kolkata, West Bengal, India.
Institutional Ethical Committee approval was obtained (RKC/79).

Inclusion criteria: WWomen who were diagnosed with an incomplete
abortion in the first trimester made up the study’s subjects. Bimanual
examination findings of uterine size 13 weeks gestation, clinical
stability, absence of signs of pelvic infection (such as foul-smelling
discharge or fever), severe anaemia (admission Haemoglobin (Hb) 7
gm/dL), history of asthma, and consent to hospital admission and
study participation were required for inclusion.

Exclusion criteria: Exclusion criteria were uterine size >13 weeks
gestation, haemodynamically unstable, cervical injury, product
hanging from external os and subsequently removed digitally,
history of previous Caesarean section, history of asthma, cardiac,
renal, and liver disease and history of allergy to misoprostol.

In the present study, an incomplete abortion was defined as having
a history of amenrrhoea and vaginal bleeding, an open cervical os
confirmed by digital and/or speculum examination, and ultrasound
evidence of a retained foetus [15]. The efficacy of MVA in managing
a case of incomplete abortion is as good as 98% (97-99%) [16-21].

Sample size calculation: The present study would require 72
participants in each arm, with an alpha error of 0.05 and an 80%
power of study with a 1:1 treatment ratio (a total of 144). Sample size
was calculated by using the following formula:

n=(Z,,+Z)*p,(1-p,)+p,(1-p, ) (P,-p,f

where, Z ,, is the critical value of the normal distribution at o/2 (e.g.,
for a confidence level of 95%, a is 0.05 and the critical value is
1.96), ZB is the critical value of the normal distribution at B (e.g., for
a power of 80%, B is 0.2 and the critical value is 0.84) and p, and p,
are the expected sample proportions of the two groups.

Study Procedure

After applying the exclusion criteria, eligible women were enrolled
in the study [Table/Fig-1]. The procedure and complications were
explained to the women. Written informed consent was obtained
from each of them. The women were randomly selected as group A,
women were laid in lithotomy position and under all aseptic condition,
internal and external os was assessed and received misoprostol
tablet (400 mcg) vaginally every three hour for a maximum of three
doses regardless of the expulsion of Product Of Conception (POC).
While group B, women were laid in lithotomy position and under
all aseptic conditions and after assessing internal and external os
underwent surgical evacuation by MVA under anaesthesia according
to hospital protocol.

Random code produced by a computer was used for randomisation.
An employee who was not a member of the research team utilised
the code to seal cards, that said either misoprostol or MVA in
sequentially numbered opaque envelopes. The next envelope in the
numbered sequence was opened and the woman was given the
treatment prescribed when a new participant was enrolled in the
trial after meeting the criteria. As a result, neither the researcher nor
the data analyst nor the participants was blinded to the allocation.
The sonographer conducting the follow-up scan was not aware of
the nature of the earlier procedures, though. Detailed history taking
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Screened
(n=169)
Excluded/did not meet the

criteria (n=17)

Declined (n=8)

Randomisation
(n=144)

Allocated to MVA

Allocated to Misoprostol
arm (n=72)

arm (n=72)

Allocation

Follow-up |  Lostto follow-up (n=0) Lost to follow-up (n=0)

Discontinued treatment (n=0) Discontinued treatment (n=0)

Analysed (n=72)
Analysed (n=72)
8 incomplete evacuation
patients from misoprostol
group managed by MVA due
10 ITT protocol

Analysis Excluded from analysis (n=0)

Excluded from analysis (n=0)

[Table/Fig-1]: The Consolidated Standards Of Reporting Trials (CONSORT) flowchart
of the clients throughout the study.

was done after counselling and informed permission. If not already
done, a clinical examination and a pregnancy urine test were
conducted. All patients had basic autoanalyser Hb level testing
using the cyanmethemoglobin technique, blood grouping, and
Human Immunodeficiency Virus (HIV) screening. After 24 hours of
treatment allocation, Hb testing was done to determine how much
blood was lost. When the Hb level was below 7 gm%, blood was
transfused.

Following 24 hours from the last dose of misoprostol or surgical
evacuation, follow-up Ultrasonography (USG) was done in every
case to determine whether the surgery was successful. The primary
outcome of the procedure, which was a success, was therefore, either
no foetus in a follow-up ultrasound or no need for curettage or repeat
curettage. Failure was defined as the presence of heterogeneous and
irregular tissue along with a disturbed endometrial echo measuring
more than 15 mm in the anteroposterior plane [22,23]. When POC
was retained or there was severe vaginal bleeding after misoprostol
therapy, surgical evacuation was required. The quantity of procedure
related blood loss, any adverse effects, and patient satisfaction were
considered secondary outcomes. The change in Hb percentage and
the number of pads changed within the first 24 hours of treatment
allocation were used to calculate the quantity of blood loss. Only
when the pads’ exterior surface became soiled did women receive
instructions to change them [Table/Fig-2]. Procedure related
complications included both subjective and objectively measurable
ones, such as fever (100.4°F body temperature) {severe pain judged
by a Visual Analogue Scale (VAS) over 7}. From the data form that
participants filled out before being discharged, the perceived pain in
each group was evaluated and compared.
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[Table/Fig-2]: Quantitative visual estimation of bleeding.
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The VAS defines 0 as no pain, 1-3 as mild pain, 4-6 as moderate
pain, and 7-10 as severe pain [Table/Fig-3] [24]. Anti-D globulin
50 mcg were administered in Rh-negative women. The following
day, subjects who had no issues were released. The outcomes
were recorded in the format of a predefined proforma. Thus, the
effectiveness or completeness of the procedure, safety and side-
effects, satisfaction and acceptance were all compared between
the two groups. Each participant was questioned whether, she was
content or dissatisfied with the therapy, as well as, whether she
would choose it again or recommend it to a friend (a retrospective
method was employed with verbal probe). The answers provided
by the participants to these questions were categorised and
quantitatively analysed.

Figures: Tools Commonly Used to Rate Pain

Visual Scale
Choose a Number from 0 to 10 That Best Describes Your Pain
No Distressing Unbearable
Pain Pain Pain
I t t t t t t + t t 1
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[Table/Fig-3]: Visual Analogue Scale (VAS) for pain.

STATISTICAL ANALYSIS

Information was entered into Statistical Package for Social Sciences
(SPSS) version 26.0 (SPSS Inc., Chicago, IL, USA). Analysis was
done with the treatment goal in mind. Student’s paired t-tests were
used for continuous data, and Chi-square (x?) tests (with the use of
the 2-tailed Fisher’'s-exact test, when appropriate) were employed
for categorical data. The p-value <0.05 was used to determine
statistical significance in all analyses, and the study used the ITT
approach to compute the results. As a result, it would not take into
account noncompliance, protocol violations, withdrawal, or anything
that occurs after randomisation. It would only include every subject
who was randomised in accordance with the randomised treatment
assignment.

RESULTS

Atotal of 144 women with incomplete abortions were recruited for the
study with 72 participants randomly assigned to either misoprostol
or MVA treatment. Eight patients with incomplete abortion from
misoprostol group were managed by MVA due to ITT protocol. No
patient was excluded from the analysis. Participants’ ages ranged
from 15-45 years. The mean ages were 27.44 years (6.8) and 28.47
years (6.6) for the misoprostol and MVA groups respectively. For the
gestational age, the mean gestational ages were 8.88 (2.01) and
8.90 (2.17) weeks for the misoprostol and MVA groups, respectively
[Table/Fig-4].

In the misoprostol group, eight women, and in the MVA group,
two women had incomplete evacuation they required an additional
evacuation by MVA after initial treatment. There was no statistically
significant difference in the rates of full evacuation of foetal products
between the two therapy groups {RR=4, 95% CI 0.879-18.192,
p-value=0.0728} [Table/Fig-5]. The mean induction-abortion interval
shown in misoprostol group was about nine hours (8.53+4.43)
shown in [Table/Fig-6]. Women with parity 3 or more had significantly
shorter induction-abortion intervals compared to primigravida
(~5 hours vs ~10 hours) and the more the parity less the tablets
requirement were there. The mean requirement of misoprostol in the
whole misoprostol group which was 994.45+276.75 mcg. More the
parity lesser the requirement of misoprostol tablets i.e., primigravida
patients required more tablets compared to multigravida [Table/
Fig-7]. There was no significant difference in terms of satisfaction
in both groups (p-value=0.659). All the women who had complete
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Misoprostol MVA
Characteristics n=72 (%) n=72 (%) p-value
Age group (years)
<17 5(6.9) 2(2.8)
18-24 18 (25) 17 (23.6)
25-31 31 (43.1) 30 (41.7)
32-38 14 (19.4) 18 (25)
39-45 4(5.6) 5(6.9)
Mean+SD 27.44+6.8 28.47+6.6 0.358*
Marital status
Single 6 (8.9) 4 (5.6) 0.743#
Married 66 (91.7) 68 (94.4)
Education level
ho lorma 21(29.2) 13 (18.1)
Primary 13 (18.1) 15(20.8)
Secondary 28 (38.9) 39 (54.2) 0.566#
Postsecondary 79.7) 3(4.1)
Postgraduation 3(4.1) 2(2.8)
Occupation
Student 3(4.2) 2(2.8)
House wife 33 (45.8) 36 (50) 0.831#
Employed 79.7) 9 (12.5)
Unemployed 29 (40.9) 25 (34.7)
Parity
0 24 (33.3) 21(29.2)
1 27 (37.5) 32 (44.4)
2-4 13(18.1) 12 (16.7)
>5 8(11.1) 79.7)
Mean+SD 1.54+1.81 1.48+1.72 0.838*
Gestational age (weeks)
5-7 16 (22.2) 18 (25)
8-10 39 (54.2) 35 (48.6)
11-13 17 (23.6) 19 (26.4)
Mean+SD 8.88+2.01 8.90+2.17 0.954*

[Table/Fig-4]: Sociodemographic and other characteristics.

*Student’s t-test was used for comparison; SD=standard deviation; # p-value calculated using
Chi-square test

Misoprostol MVA p-
Outcome n=72 (%) n=72 (%) RR (95% CI) value
Complete 64(88.9) | 70(97.2) | 4.00(0.879-18.192) | 0.0728
evacuation
Moderate to severe | 4q 65 7) | 67(93.1) | 0.716(0.60-0.85) | 0.0002
abdominal pain
Moderate vaginal 14 (19.4) 8(11.1) | 2.088(0.43-4.65) | 0.0713
bleeding
Mean pretreatment "
Ho (SD) /L 0.15(1.45) | 9.57 (1.69) - 0.110
Mean post treatment "
Ho (00 g/l 8.87 (1.17) | 9.30 (1.59) - 0.060

[Table/Fig-5]: Clinical outcome comparison between both the groups.

*Student t-test was used for comparison; SD=standard deviation; Cl: Confidence interval

evacuation with misoprostol would choose the method again,
similarly, the majority of women in MVA group would choose the
method again. Reasons for choosing misoprostol again as it is
an effective method and to avoid instrumentation (x?=39.114,
p=<0.001) whereas, the effective and quick (3?>=30.340, p=<0.001)
method are the reasons for choosing MVA again [Table/Fig-8].

The present study encountered vomiting (5/72 in misoprostol vs 2/72
in MVA group) and diarrhoea (2/72 in miso vs 0/72 in MVA group) as Gl
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Distribution of
patients (n=72)

Time interval

Parity (hours) Mean+SD

1-4h
5-9h
10-14h
15-19h
20-24 h

b

9.86+4.19

— N © 0N

1-4h
5-9h
10-14h
16-19h
20-24 h

-

24 9.83+4.12

— N = 00N

1-4h
5-9h
10-14 h
15-19h
20-24 h

5.27+3.62

2-4

1-4h
5-9h
10-14h
15-19h
20-24 h

7 4.79+3.27

>6

N N N N N N N N N N NN
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Successful abortion by

24 hours 64 8.53+4.43

Failure 8 -

[Table/Fig-6]: Induction-abortion interval.

Parity (No. of Distribution of

patients) Dose (mcg) patients Mean+=SD
400 2

P, (24) 800 5 1050+258.76
1200 17
400 2

P, (27) 800 7 1037.03+254.42
1200 18
400 2

P,,(13) 800 6 892.30+290.01
1200 5
400 2

P, 800 3 850+333.81
1200 3

Whole group 72 994.45+276.75

Misoprostol MVA

Questionnaire n=72 (%) n=72 (%) x*2 p-value’

Satisfied with method

o 58 (80.6) 61 (84.7)

. Lis 14(19.4) | 11(15.3) 01941 069

Would choose same method again

o 61 (84.7) 64 (88.9)

e Lis 11 (15.9) 8(11.1) 024z | 062

Reason for choosing method again

« Effactive method 59 (81.9) 67 (93.1) 3.111 0.078

¢ Quick and easy treatment 29 (4.1) 61 (84.7) | 30.340 <0.001

* Avoid instrumentation 61(84.7) | 23(31.9) | 39.114 | <0.001

Would recommend chosen method to friend

B 58 (80.6) 64 (88.9)

° Lis 14(19.4) 8(11.1) 18410247

[Table/Fig-8]: Client acceptability and satisfaction.

*Chi-square statistic (x?) p-value calculated with Yates correction

side-effects but, they were not statistically significant (p-value=0.264
and p-value=0.296, respectively). The present study revealed that,
40.3% (29/72) of women in misoprostol arm experienced a fever of or
more than 100.0°F in comparison to no women (0/72) in the surgical
arm. This appeared statistically significant (p-value=0.0038).
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DISCUSSION

This trial demonstrated that, for the treatment of uncomplicated
spontaneous onset incomplete abortion in the first trimester, three
doses of 400 mcg misoprostol, given vaginally at 3 hour intervals,
were nearly as successful as MVA. In this trial, MVA was more
efficacious than misoprostol for treating incomplete miscarriage
at 97.2% versus 88.9%. The high success rate observed in the
misoprostol group is similar to that reported by Fawole A et al., in
Ibadan, Ibiyemi KF et al., in llorin, Dim C in Enugu, and Chigbu B
et al., in Abia [Table/Fig-9] [7,8,25,26]. Similarly, the result of the
present study is consistent with studies done in Tanzania, Egypt
and Burkina Faso, and also with a recent cochrane review, which
indicates that, surgical management is a lot seemingly to induce
complete evacuation of the uterus than medical management,
though, it failed to reach statistically significant difference in these
studies [9,10,27,28]. Weeks A et al., study in Uganda showed results
that are the opposite of the ones shown here, with the misoprostol
cluster having a little greater success rate than the MVA cluster,
albeit the difference was not statistically significant (96.3% versus
91.5%; p=0.43) [29]. The results of the current study demonstrated
that MVA is superior to misoprostol in treating incomplete abortion in
women between the ages of 8 and 10 weeks’ gestation. However,
the effectiveness of misoprostol and MVA treatments depends on
the doctors’ expertise and the misoprostol’s quality. Results were
clearly different between studies when taking into account a variety
of variables, including the dosage of misoprostol administered, the
route of administration, the gestational age considered, the centre-
specific ultrasonographic definition of a complete abortion, and the
permissible time frame before considering the procedure a “failure”.

Place of the
study and Success
Authors year N Treatment rate
Fawole A Ibadan, 2012 | Miso g0 | 400 Meg sublingual |y g5 5o
etal., [7] misoprostol
Ibiyemi KF llorin. 2019 Miso 100 | 600 mcg oral Miso-83%
etal, [8] ’ MVA 100 | misoprostol and MVA | MVA-99%

. Miso 102 | 400 mcg sublingual Mis0-86.3%
DimC[28] | Enugu, 2015 | \/a 101 | misoprostol and MVA | MVA-100%
Chigbu B Abia, 2012 Miso 160 | 600 mcg oral Miso-98.8%
et al., [26] ’ MVA 160 | misoprostol and MVA | MVA-100%
Shwekerela B | Tanzania, h 600 mcg oral 000
etal., [10] 2007 Miso 150 misoprostol Miso-99%

400 mcg pervaginal

Miso-72 | misoprostol Miso-88.9%

Present Study | Kolkata, 2021 | \n/a 70 | 3 interval maximum | MVA-97.2%
1200 mcg and MVA

[Table/Fig-9]: Data from various studies show the comparison of misoprostol vs
MVA and their success rate in the management of 15t trimester incomplete abortion

[7,8,10,25,26].
Miso: Misoprostol

Similar studies were done in the past that often fell into two categories
and banked on two different ways to administer misoprostol for
treatingincomplete miscarriage. In the first category, the effectiveness
of treating incomplete abortion with a single dose of 600 mcg of oral
misoprostol versus MVA was evaluated [10,27,29,30]. In the other
kind of research, the vaginal route of misoprostol in doses between
600 and 1,200 mcg was employed [25,31-33]. In a study of 148
women, Wong KS et al., showed that, the regimen of vaginal 400
mcg every three hours was more effective than 400 mcg every six
hour [34]. The group receiving 400 mcg every three hour had a
greater success rate and mean induction-abortion interval within 48
hour. According to Wong KS et al., women who are nulliparous can
achieve greater results with 6-hour regimes, whereas, those who
have had previous pregnancies benefit more from a 3-hour regimen
[34]. Present study also showed similar findings.

The primary follow-up was scheduled 1 to 2 weeks after the
administration of misoprostol to assess completion, keeping the
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subject in the process of expulsion for the same period, according
to the point made in these investigations. However, due to the
ambiguity surrounding the completeness, amount of bleeding, and
infection, leaving the woman unattended after the administration of
misoprostol and fixing the follow-up 7 to 14 days later to ensure
completion was unacceptable in present situations. With the
background of an economical high turnover management strategy,
authors had a tendency to therefore, fastened the study protocol
for a small period otherwise. Within 24 hours of the end of therapy,
authors wanted to assess the procedure’s effectiveness, whatever
that might be, and then urgently manage the dubious “failures” with
surgical intervention. Misoprostol dosages needed to be repeated
frequently in the hopes of a quick clearance of POC. The previous
researchers chose schedules of either oral 600 mcg single or
vaginal 600-1, 200 mcg single to split dosing for carrying out their
experiments [10,27,29-33]. Once more, a different study shown
that misoprostol vaginally administered for treating incomplete
abortions has comparable effectiveness but fewer side-effects than
oral treatment [35]. Somewhat lower dose schedule was chosen
of 400 mcg misoprostol given vaginally, but to repeat it at short
intervals of three hours in order to speed up the process and take
into account the low body weight of Indian women (1,200 mcg
total). A substantially smaller misoprostol dose also guaranteed that
patients would comply with a lower chance of adverse medication
effects.

Clinical evaluation of the subjects’ follow-up was an option.
Completeness is frequently determined by the cessation of
bleeding or pain, shrinkage, and firm consistency of the uterus. In
fact, the majority of research recommends this clinical follow-up
[9,10,29,30]. However, the project strategy for the present study
was created with the idea of an early follow-up schedule after
the administration of the misoprostol dosage described above.
Investigators felt responsible for the early treatment of these so-
called “failures” and remained concerned about the possibility
of an increase in their frequency. Anywhere that misoprostol was
used to treat incomplete abortions, vaginal bleeding looked to be
a frequent consequence. The majority of research showed that,
misoprostol treatment resulted in more days of vaginal bleeding
than surgery [9,29,30,36]. In the present study, the matter with
utmost importance was reviewed as most of the women of
rural India are already anaemic. The present study showed that,
19.4% (14/72) women in misoprostol and 11.1% (8/72) women
in surgical arm experienced mild to moderate bleeding episodes.
This difference, though, didn’t seem to matter statistically. The
difference in pre and post-treatment Hb percentages and the
quantity of blood-soaked pads thrown away within the first 24
hours can both be used to measure blood loss indirectly. The
current investigation found no statistically significant difference
between the two groups in regards to the aforementioned criteria.
The authors presume that, because the study was limited to
hospitalised patients and finished quickly, there was very little
chance of missed blood loss or a lack of appropriate care, when
it was actually needed.

Misoprostol’s side-effects can include pyrexia, vomiting, diarrhoea,
and shivering. When bigger doses are given orally or sublingually,
the incidence increases. However, all other comparable studies
showed no statistically significant increase in gastrointestinal side-
effects when compared to surgical methods, where misoprostol
was applied vaginally, with the exception of the study by Zhang
J et al.,, who observed a higher incidence of gastrointestinal side-
effects in their cohort using a higher single vaginal dose of 800
mcg [31-33,37]. The present study encountered vomiting (5/72 in
miso vs 2/72 in MVA group) and diarrhoea (2/72 in miso vs 0/72
in MVA group) as Gastrointestinal (Gl) side-effects but they were
not statistically significant (p-value=0.264 and p-value=0.296,
respectively). As a parameter of comparison, fever, another

Journal of Clinical and Diagnostic Research. 2023 Jun, Vol-17(6): QC01-QC06

Tuhin Subhra Roy et al., Efficacy of Vaginal Misoprostol Compared to MVA

typical side-effect brought on by the drug’s action (prostaglandin
E1 analogue) on the central thermoregulatory centre, could be
quantitatively quantified. The current subjects reported excellent
satisfaction with both misoprostol and MVA, as in prior trials [9,29].
In research by Shwekerela B et al., the misoprostol group had a
considerably higher percentage of participant satisfaction than the
MVA group (75% versus 55%; p=0.001) [10]. This conclusion was
in contrast to other studies’ findings. In line with the findings of Dao
B et al., a sizably high proportion of participants in both groups in
the present study showed a wish to recommend their treatment
method to a friend and would use the same approach again [9]. The
difficulty and anxiety associated with MVA in the MVA group, as well
as, the simplicity of merely inserting three misoprostol tablets may
have contributed to lower customer acceptance and satisfaction
among women who underwent MVA.

Limitation(s)

[t was not possible to apply blinding of any form in the study because
of the study design. Because, it was a single centre study, the
findings could be generalised to the entire study area. The external
validity is thus, constrained. As this was a hospital-based study,
the authors captured only women seeking specialist medical care.
Within 24 hours of the end of therapy, the authors wanted to assess
the procedure’s effectiveness, whatever that might be, and then
quickly manage the ostensible “failures” with surgical intervention. If
a second follow-up was scheduled for the so-called “failures” after
one week, rather than choosing to have the surgery immediately
cleared, the success percentage might be higher. Long-term follow-
ups to cases and subsequent pregnancy rates in both arms of the
study were not carried out.

CONCLUSION(S)

As an alternative to surgical intervention, three 400 mcg misoprostol
pills could be administered vaginally over the course of three hours
to treat spontaneous first trimester uncomplicated incomplete
abortion. This dose regimen is thought to be very efficient and
secure for completing the abortion process in under 24 hours.

Acknowledgement

There was no external funding for the present study. The authors
appreciate the resident doctors of the Department of Obstetrics and
Gynaecology, radiologists, and nurses and other healthcare workers
in the department for their assistance.

REFERENCES

[11 Wilcox AJ, Weinberg CR, O’Connor JF, Baird DD, Schlatterer JP, Canfield RE,
et al. Incidence of early loss of pregnancy. N Engl J Med. 1988;319(4):189-94.

[2] Demetroulis C, Saridogan E, Kunde D, Naftalin AA. A prospective randomised
control trial comparing medical and surgical treatment for early pregnancy failure.
Hum Reprod. 2001;16(2):365-69.

[3] Singh S, Shekhar C, Acharya R, Moore AM, Stillman M, Pradhan MR, et al. The
incidence of abortion and unintended pregnancy in India, 2015”. The Lancet
Global Health. 2018;6(1):e111-20.

[4] Tuncalp O, Gilmezoglu AM, Souza JP. Surgical procedures for
evacuating incomplete miscarriage. Cochrane Database Syst Rew.
2010;2010(9):CD001993.

[5] You JH, Chung TK. Expectant, medical or surgical treatment for spontaneous
abortion in first trimester of pregnancy: A cost analysis. Hum Reprod.
2005;20:2873-78.

[6] World Health Organisation. Safe abortion: technical and policy guidance for health
systems. Geneva: WHO; 2003.Available at: http://www.who.int/reproductive.

[7]1 Fawole A, Diop A, Adeysnju A, Aremu O, Winikoff B. Misoprostol as first-
line treatment for incomplete abortion at a secondary-level health facility
in Nigeria. International journal of gynaecology and obstetrics: the official
organ of the International Federation of Gynaecology and Obstetrics.
2012;119(2):170-73.

[8] Ibiyemi KF, Ljaiya M, Adesina K. Randomised trial of oral misoprostol versus
manual vacuum aspiration for the treatment of incomplete abortion at a Nigerian
Tertiary hospital. Sultan Qaboos University Medical Journal. 2019;19(1):38.

[9] Dao B, Blum J, Thieba B, Raghavan S, Ouederaego M, Lankoande J, et al.
Is misoprostol a safe, effective and acceptable alternative to manual vacuum
aspiration for post abortion care? Results from a randomised trial in Burkina
Faso, West Africa. BJOG. 2007;114:1368-75.



Tuhin Subhra Roy et al., Efficacy of Vaginal Misoprostol Compared to MVA

[10] Shwekerela B, Kalumuna R, Kipingili R, Mashaka N, Westheimer E, Clark W,
et al. Misoprostol for treatment of incomplete abortion at the regional hospital
level: results from Tanzania. BJOG. 2007;114:1363-67.

[11] Madoue GB, Daniel D, Tchari A, Chene M, Salah MK, Brahim Z, et al. Comparison
of manual vacuum aspiration and misoprostol in the management of incomplete
abortion. South Sudan Medical Journal. 2016;9(4):76-78.

[12] Almahabrish OM, Abdelhafez MS, Taman ME, Allakany NMS. Misoprostol versus
manual vacuum aspiration in treatment of missed miscarriage in first trimester.
The Medical Journal of Cairo University. 2021;89(June):1195-200.

[13] Khanam S, UIAIn Q, Tehreem F. Comparative study between manual vacuum
aspiration (MVA) and medical treatment in the management of first trimester
missed miscarriage. International Journal of Advanced Biotechnology and
Research. 2018;9(2):392-97.

[14] Wu HL, Marwah S, Wang P, Wang QM, Chen XW. Misoprostol for medical
treatment of missed abortion: a systematic review and network meta-analysis.
Sci Rep. 2017;7(1):1664.

[15] Medical management of abortion. World Health Organization; Geneva: 2018.

[16] Goldberg AB, Dean G, Kang MS, Youssof S, Darney PD. Manual versus
electric vacuum aspiration for early first trimester abortion: a controlled study of
complications rates. Obstet Gynecol. 2004;103:101-07.

[17] Kakinuma T, Kakinuma K, Sakamoto Y, Kawarai Y, Saito K, lhara M, et al. Safety
and efficacy of manual vacuum suction compared with conventional dilatation
and sharp curettage and electric vacuum aspiration in surgical treatment
of miscarriage: a randomised controlled trial. BMC Pregnancy Childbirth.
2020;20(1):695.

[18] Chung JPW, Chung CHS, Mak JSM, Li TC, Kong GSW. Efficacy, feasibility and
patient acceptability of ultrasound-guided manual vacuum aspiration for treating
early pregnancy loss. Aust N Z J Obstet Gynaecol. 2019;59(1):71-76.

[19] Westfall K, Sophocles A, Burggraf H, Ellias S. Manual vacuum aspiration for first
trimester abortion. Arch Fam Med. 1998;7(6):559-62.

[20] Paul ME. Early Surgical abortion: Efficacy and safety. AMJ Obstetrics and
Gynaecology. 2002;187:407-11.

[21] Hemlin J, Moller B. Manual vacuum aspiration, a safe and effective alternative in
early pregnancy termination. ACTA Obstet Gynaecol Scand. 2001;80:563-67.

[22] Nielsen S, Hahlin M. Expectant management of first-trimester spontaneous
abortion. Lancet. 1995;345(8942):84-86.

[23] Sairam S, Khare M, Michailidis G, Thilaganathan B. The role of ultrasound in
the expectant management of early pregnancy loss. Ultrasound Obstet Gynecol.
2001;17(6):506-09.

[24] Kelly A-M. The minimum clinically significant difference in visual analogue scale
pain score does not differ with severity of pain. Emerg Med J. 2001;18(3):205-07.

[25]

[26]

[27]

[28]

[29]

[30]

[31]

[32]

[33]

[34]

[35]

[36]

[37]

www.jcdr.net

Dim C. Comparison of sublingual misoprostol with manual vacuum aspiration in
the treatment of incomplete abortion in Enugu, South-east, Nigeria: A randomised
controlled study. In: Global Maternal Newborn Health Conference. October 19,
2015; Mexico City.

Chigbu B, Onwere S, Aluka C, Kamani C, Ezenobi O. Is Misoprostol a suitable
alternative to the surgical evacuation of incomplete abortion in rural South-eastern
Nigeria. East African Med J. 2012;89:172-77.

Dabash R, Ramadan MC, Darwish E, Hassanein N, Blum J, Winikoff B.
Misoprostol (400 mcg) sublingual vs. MVA for the treatment of incomplete
abortion in Egypt. Int J Gynaecol Obstet. 2010;111(2):131-35.

Kim C, Barnard S, Neilson JP, Hickey M, Vazquez JC, Dou L. Medical treatments
for incomplete miscarriage. Cochrane Database Syst Rev. 2017;1:CD007223.
Weeks A, Alia G, Blum J, Winikoff B, Ekwaru P, Durocher J, et al. A randomised
trial of oral misoprostol versus manual vacuum aspiration for the treatment
of incomplete abortion in Kampala, Uganda. Obstetrics & Gynecology.
2005;106(3):540-47.

Bique C, Usta M, Debora B, Chong E, Westheimer E, Winikoff B. Comparison
of misoprostol and manual vacuum aspiration for the treatment of incomplete
abortion. International Journal of Gynecology & Obstetrics. 2007;98(3):222-26.
Trinder J, Brocklehurst P, Porter R, Read M, Vyas S, Smith L. Management
of miscarriage: expectant, medical, or surgical? Results of a randomised
controlled trials (miscarriage treatment (MIST) trial). British Medical Journal.
2006;332:1235-40.

Moodliar S, Bagratee JS, Moodley J. Medical v. surgical evacuation of first
trimester spontaneous abortion. International Journal of Gynecology & Obstetrics.
2005;91:21-26.

Shelley JM, Healy D, Grover S. A randomised trial of surgical, medical and
expectant management of first trimester spontaneous miscarriage. Australian
and New Zealand Journal of Obstetrics & Gynaecology. 2005;45(2):122-27.
Wong KS, Ngai CSW, Yeo ELK, Tang LCH. A comparison of two regimen of
intravaginal misoprostol for termination of second trimester pregnancy: a
randomised comparative trial. Hum Reprod. 2000;15:709-12.

Pang MW, Lee TS, Chung TKH. Incomplete miscarriage: a randomised controlled
trial comparing oral with vaginal misoprostol for medical evacuation. Human
Reproduction. 2001;16(11):2283-87.

Neilson JP, Gyte GM, Hickey M, Vazquez JC, Dou L. Medical treatments for
incomplete miscarriage (less than 24 weeks). Cochrane Database Syst Rev.
2010;(1):CD007223.

Zhang J, Gilles JM, Barnhart K, Creinin MD, Westhoff C, Frederick MM. A
comparison of medical management with misoprostol and surgical management
for early pregnancy failure. N Engl J Med. 2005;353(8):761-69.

PARTICULARS OF CONTRIBUTORS:

1. Senior Resident, Department of Obstetrics and Gynaecology, RGKMCH, Kolkata, West Bengal, India.
2. Assistant Professor, Department of Obstetrics and Gynaecology, RGKMCH, Kolkata, West Bengal, India.
3. Senior Resident, Department of Obstetrics and Gynaecology, RGKMCH, Kolkata, West Bengal, India.

NAME, ADDRESS, E-MAIL ID OF THE CORRESPONDING AUTHOR:
Dr. Tuhin Subhra Roy,

Senior Resident, Department of Obstetrics and Gynaecology, RGKMCH,
1 Khudiram Bose Sarani, Kolkata-700004, West Bengal, India.

E-mail: tuhin.subhra.1995@gmail.com

AUTHOR DECLARATION:

e Financial or Other Competing Interests: None

* Was Ethics Committee Approval obtained for this study?  Yes

¢ Was informed consent obtained from the subjects involved in the study? Yes

e For any images presented appropriate consent has been obtained from the subjects.

PLAGIARISM CHECKING METHODS: 1anetal

ETYMOLOGY: Author Origin

e Plagiarism X-checker: Sep 16, 2022
e Manual Googling: Dec 16, 2022
e iThenticate Software: Jan 07, 2023 (11%)

NA

Date of Submission: Sep 08, 2022
Date of Peer Review: Oct 15, 2022
Date of Acceptance: Jan 09, 2023

Date of Publishing: Jun 01, 2023

Journal of Clinical and Diagnostic Research. 2023 Jun, Vol-17(6): QC01-QC06



