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ABSTRACT 
Background

Second-trimester abortions, constitute 10-15% of global annual abortions, leading 
to two-thirds of major abortion-related complications. Recognizing the elevated risk, 
the WHO recommends diverse methods for safe termination. Surgical and medical 
approaches, particularly using drugs like Mifepristone and Misoprostol, show 
promising success rates.

Objective

To analyze the outcomes of second-trimester termination using Mifepristone  or PG 
analogues alone or in combination.

Method 

This is a one-year retrospective study at Tribhuvan University Teaching Hospital 
analyzing second-trimester terminations, collecting data on demographics, 
medical history, period of gestation, doses of abotificient drugs, complications, and 
management.

Result

In a study of 66 second-trimester abortions, mean age was 28.8±4.96 years, 
gestational age 20.07±4.3 weeks. Mifepristone and Misoprostol combination 
succeeded in 66.7% of cases, while 42.2% required repeated Mifepristone doses. 
Misoprostol use was significantly higher in patients without medical comorbidities 
(p=0.018), but Mifepristone requirement didn’t differ significantly based on medical 
conditions. Combined Mifepristone and Misoprostol were used more for fetal 
indications. Notably, the use of Mifepristone and Misoprostol didn’t significantly 
differ for live and intrauterine fetal death cases.

Conclusion

Mifepristone and Misoprostol effectively terminate second-trimester pregnancies. 
In high-risk cases, cautious Prostaglandin use is crucial and Mifepristone alone, in 
divided doses, reduces complications with high success.
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INTRODUCTION
Second trimester (13-28 weeks) is a critical period for 
pregnancy termination due to significant changes in 
maternal and fetal physiology.1 Second-trimester abortion 
is an important component of the comprehensive women’s 
health care. About 10-15% of all induced abortions occur 
during the second trimester worldwide. Though the 
percentage of induced second-trimester abortion is low, 
its morbidity is higher than the first-trimester induced 
abortion. The abortion related mortality usually increases 
with the age of gestation. Overall, two thirds of all major 
complications of abortions are attributable to those 
performed in the second trimester.2

Besides various social, medical issues of women and fetal 
problems (deformed and not compatible to life), many 
a times various logistic and financial difficulties delays 
termination even after the decision to have it.3 In addition, 
the stigma associated with second trimester abortion 
can cause further delay. These affect uneducated and 
underprivileged women threatening women health and 
life.4 Different surgical and medical methods for abortion 
have been used since long. Introduction of prostaglandins 
and its analogues have increased the efficacy of medical 
methods of termination with lesser complications.5

Introductions of Prostaglandins and its analogues in 
medical abortion (MA) were made not so long. Further, 
Mifepristone was introduced for medical induced abortion 
since 1980s.6-10 Medical abortion during early pregnancy 
was first approved in France in 1988. It was in 1999-2000 
that both first and second trimester MA with Mifepristone 
and a Prostaglandins analogue were approved in many 
European countries.11

Mifepristone is an artificial steroid drug with anti-
progesterone and anti-glucocorticoid actions. It affects 
the cervix and uterus favorably for termination and 
increases uterine sensitivity to Prostaglandins analogue.12 
Mifepristone, induces the labour by increasing the uterine 
contractility and the sensitivity of uterus to prostaglandins.  
Misoprostol, acts by softening and dilatation of the 
cevix.13,14

In Nepal, abortion was legalized in 2002 and since 2007 
second trimester abortion services had been started 
with few specific indications. WHO and Royal Collage of 
Obstretrics and Gynaecology (RCOG) recommend pre-
induction oral Mifepristone followed by Misoprostol (PG 
E1) 24-48 hours later, proving effective in shortening the 
induction to abortion interval.15

This protocol is considered as an effective regimen for 
second-trimester abortion with 91% efficacy within 24 
hours of initiation of Misoprostol and with the lesser side 
effects than of Misoprostol alone.3 Various time interval 
between administration of Mifepristone and Misoprostol 
is debated.11 Maximal priming effects on the myometrium 

is achieved 36-48 hours after pre-treatment with 
Mifepristone.16 About 0.2-0.4% of women had aborted 
with Mifepristone only.17,18 While the dose of Mifepristone 
does not change, the dose of Misoprostol needs to be 
modified according to gestational age. Second trimester 
abortion is specially challenging in women with medical 
and surgical co-morbidities where one or the other drugs 
used for abortion should be used cautiously.

The aim of this study is to evaluate the outcome of 
second trimester terminations in women with/without 
comorbidities using regimens combining both the drugs 
that is highly effective and with the fewer side effects. In 
this study we have analyzed the demographic profile, total 
doses of drugs required, complications related to single 
agent or combination form among the subgroups based on 
parity, period of gestation, indications for abortion and co 
-morbidities.

METHODS
This was a descriptive retrospective type of study carried 
out in Department of Obstetrics and Gynecology, Tribhuvan 
University Teaching Hospital over the period of one 
year (January 2021 - January 2022). All data regarding 
terminations, with different maternal and fetal indications 
during the study period were collected from the record 
book of female surgical ward and patient file from hospital 
record section. The data were collected after the ethical 
clearance from Institute Research Committee. Women 
who had undergone pregnancy termination between 13 
to 28 weeks period of gestation after admission, were 
included in the study. Termination of pregnancy performed 
beyond this period was excluded. Second trimester 
medical terminations were performed using Mifepristone 
and Misoprostol according to WHO recommendations. 
Mifepristone 200 mg followed by Misoprostol after 24-
36 hours was given. However the women having multiple 
morbidities, medical termination was done with the use 
of Mifepristone only after the contraindications had been 
ruled out. The three repeated doses of Mifepristrone, 200 
mg each at the interval of 24 hours were used. The patients 
who fail to expel were re-started with same doses and 
interval, failure to expel were managed with other methods 
such as mechanical methods or surgical evacuations. 
The following data such as age, parity, obstetrics history, 
medical and surgical history, period of gestation, method of 
induction a)medical-total dose of abortificent drugs used b) 
surgical c) mechanical methods, indication of termination, 
post-abortal complications, management of complications 
were recorded. The data were collected and entered into 
Microsoft excel and analyzed using statistical software SPSS 
22. The descriptive statistics were mentioned using mean, 
frequencies and standard deviations. A p value < 0.05 was 
considered as statistical significance.
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RESULTS
A total of 66 women had undergone termination in second 
trimester. The mean age was 28.8±4.96 (range=18-38) 
years. Mean gestational age for termination was 20.07±4.3 
(13-28) weeks. Regarding parity, 66.6%(43) were multi-
gravida, 34.8%(23) were primi-gravida

No correlation was found with individual abortificient drug 
Mifepristone and Misoprostol in patients with previous 
cesarean section, period of gestation and presence of any 
co morbidities (p value < 0.05).

Twenty-three percentage of patients (15) had post-
abortion complications. Hysterotomy was required in 
3.03% (2) for excessive per vaginal bleed pre-expulsion. 
Post termination PPH occurred in two of these patients and 
was managed medically in one while, the other required 
balloon tamponade. Retained product of conceptus was 
seen in 16.6% (11) and was managed with manual vacuum 
aspiration.

One patient with acute kidney injury under dialysis had 
medical termination with Mifepristone alone after 72 
hours of intake. Seven percentage (4) out of total were 
admitted in Intensive Care Unit after termination due to 
their associated pre-existing morbidities.

Mifepristrol and Misoprostrol combination was successful 
in majority of patients (66.7%) for termination, while, 
42.2% required repeated dose of Mifepristone.

Misoprostol was required in significantly higher number 
patients without medical comorbidities (p =0.018) while 
Mifepristone requirement was not significantly different 
among the patients with or without medical comorbidities.

Combined Mifepristone and Misoprostol were given 
in significantly higher number of patients with fetal 
indications compared to maternal indications. However, the 
use of Mifepristone and Misoprostol was not significantly 
different for live fetuses and Intra uterine fetal death.

DISCUSSION
Choosing the appropriate method for termination of 
pregnancy which is safe as well as accessible, is considered 
essential in women’s health management.3 The medical 
termination of pregnancy using Mifepristone and 
Prostaglandins and its analogues are effective abortificient 
drugs for clinical use and are gaining popularity due to their 
easy accessibility and safety.

For medical termination of pregnancy, comparative 
studies between 200 mg and 600 mg of Mifepristone in 
combination with 400 µg Misoprostol orally have found a 
slightly higher risk of continuing pregnancies with the 200 
mg dose.19

Table 1. Indication for Termination of Pregnancy 

Indications

Fetal Maternal 

46 (69.6%) 20 (30.3%) 

Table 3. Maternal Indications for Terminations

Maternal Indications for terminations

Per Vaginal Leak 6 (9%)

Antepartum Hemorrhage 3 (4.5%) 

Connective tissue disorder 2 (3%) 

Mental Health 2 (3%) 

Malignancy 1 (1.5%) 

Hepatitis 1 (1.5%) 

Stroke 1 (1.5%)

Severe Preeclampsia with renal Impairment 1 (1.5%)

Total 20 (30.30%) 

Table 2. Types of Fetal Malformation

Types of Fetal malformation

Central Nervous System anomaly 6 (9%)

Cardiac/Lung Hypoplasia 5 (7.5%)

Renal anomaly 2 (3%)

Nasal Hypoplasia 2 (3%)

Musculoskeletal anomaly 1 (1.5%)

Fetal Hydrops 1 (1.5%)

Gastro Intestinal malformation 1 (1.5%)

Total 18 (27.2%)

Table 4. Drugs Used

Drug Used Fetal 
Indications

Maternal 
Indications

P value

Mifepristone Only 6 6

Misoprostol Only 2 6

Both 38 6 <0.05

Syntocinon High dose 0 2

Among the fetal indication, 37.8% (25) were for intra 
uterine fetal demise and 27.2% (18) had various fetal 
malformations. About 4.5% (3) had failed medical 
termination of pregnancy.

The mean dose of Mifepristone was 370.2±274 mg (200 
mg – 1400 mg), while the mean dose of Misoprostol was 
379.2±366.5 mcg (50 mcg – 1600 mcg). Medical morbidities 
were found in 48.4% (32) women and 43.9% (29) had 
surgical comorbidities.

Mifepristone 200 mg or > 200 mg was used in 53.03% (35) 
patients with previous cesarean section and 33.3% (22) 
patients without previous cesarean section. In late second 
trimester, 47.7% (38) received single or repeated dose of 
Mifepristone.
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Lievre et al. have compared 200 mg and 600 mg Mifepristone 
in combination with Prostaglandins for medical termination 
of pregnancy and concluded similar rates of complete 
abortion, however the substitution of 600 mg with 200 
mg was likely to have chance of continuing  pregnancy.20 
Contradicting to this report, in this present study we found 
no cases of pregnancy continuations despite single or 
repeated doses of Mifepristone. In addition to that, there 
were no differences in adverse events between  different 
doses of Mifepristone or Prostraglandins.20

Use of combination of Mifepristone and Misoprostol were 
successful in terminating significantly higher number 
of women with fetal indications, however there was 
no significant difference (p < 0.05) in requirements of 
abortificents between live and intra uterine fetal death 
termination (IUFD). Few descriptive studies have reported 
a shorter time until delivery and lower required doses of 
Misoprostrol to obtain successful deliveries in cases of 
IUFD compared with live fetus.21,22

Mifepristone alone had expelled IUFD in about 60% of 
women within 72 hours following the first intake without 
use of Prostraglandins.19 Cabrol et al. did a double-blind 
placebo controlled multicentric study in women with IUFD  
using Mifepristone 200 mg three times a day, to induce 
labour.23 They found that labour occurred in 63% patients 
in the Mifepristone group compared to only 17.4% in the 
placebo group (p < 0.001). This study had 8% patients 
whose labour was induced only with Mifepristone, which 
may be due to different time interval protocol followed 
between use of Mifepristone and Prostraglandins for labour 
induction. Besides priming, with of single dose Mifepristone 
200 mg, using repeated doses of Mifepristone, 600 mg in 
divided doses also can induce labour and had safe delivery 
without use of PGs where it is imprudent, such as in certain 
medical co morbidities or scarred uterus.24

Lelaidier et al. conducted a trial using Mifepristone 200 mg 
on day 1 and 2, to induce labour in women with previous 
cesarean section and found safe and efficient for induction 
in women with previous cesarean section.25 Onset of 
labour occurred in 69% of patients in Mifepristone group 
compared to only 12% in placebo group (p < 0.01). However, 
in our study, 24% women with previous one cesarean 
section were successfully induced with combinations out 
of which 18% had received repeated dose of Mifepristone 
followed by Misoprostrol.

Goh et al. in their study, reported that combination of 200 
mg Mifepristone and vaginally administered Misoprostol 
in early second trimester, with 97.9% and 99.5% aborting 
within 24 and 36 h, respectively.26

In this study, 21% of women had medical morbidities 
and Mifepristone had been used in more women for 
labour induction, though not statistically significant. 
And Misoprostrol was used in significantly higher 
number of patients without medical comorbidities (p 

=0.018). Regarding the repetition of Mifepristrone, RCOG 
recommends the repetition of Mifepristone 200 mg same 
dose if the initial Mifepristone-Misoprostrol fail to induce 
labourl.27 In present study, 42.42% delivered with repeated 
doses of Mifepristone followed by Misoprostrol.

The caesarean section rate is increasing globally. Ruptured 
uterus had been reported to occur with Misoprostol, 
with or without priming by Mifepristone.28-30 The risk of 
uterine rupture among women with a prior cesarean 
delivery undergoing second-trimester abortion using 
only Misoprostol is reported to be around 0.3%.31 The 
incidence of uterine rupture in women without previous 
scar is estimated to be 0.1-0.2% in the second trimester of 
pregnancy using Mifepristone.32,33

Dickinson et al. reported that patient with previous 
cesarean section had increased risk of uterine rupture with 
Misoprostrol use. In contrast, Arora et al. in their study 
used Mifepristone 200 mg orally, maximum six doses over a 
duration of 48 hours in women with IUFD in scarred uterus 
during second trimester. Patient were monitored and 
subsequent dose of drug was omitted if sufficient uterine 
contractions or improvement of Bishop score and further 
augmented with oxytocin wherever required. Spontaneous 
labour occurred in 74.3% women while operative 
(cesarean/ hysterotomy) delivery occurred in 17.9%. And 
the conclusion was that Mifepristone was found to be 
advantageous over prostaglandins and oxytocin, especially 
when oxytocics are contraindicated (i.e., scarred uterus). 
Thus, Mifepristone only regimen is quite safe and effective, 
inducing spontaneous labor in scarred uterus.35

However, no cases of ruptured uterus have been reported 
in the study, here as 85% cases had been induced with 
lower effective dose of Misoprostrol following Mifepristone 
and 42% had labour induction with repeated doses of 
Mifepristone. Thus, supporting the Mifepristone as effective 
in softening and dilating cervix and initiating induction of 
labour. It is noteworthy that dose of Misoprostol necessary 
to induce abortion was lower with pre-treatment and 
repeated doses of Mifepristone. However, comparison of 
our data with those published elsewhere is difficult because 
protocols varies widely with regard to administration 
mode, type and dosage.

This study’s limitation is its small sample size, potentially 
limiting the generalizability of findings.

CONCLUSION
Both Mifepristrone and Misoprostrol have shown to be 
effective for termination of pregnancy during second 
trimester. In high-risk cases with medical or surgical 
morbidities, cautious use of Prostaglandin is essential. 
Administering Mifepristone alone or in divided doses is 
found to be effective, reducing complications and achieving 
a high success rate.
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