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Abstract 
Introduction: Intrauterine foetal death is means- intrapartum death after the foetus has reached the age of 
viability.  Intrauterine fetal death is one of the most devastating obstetrics complications. A clinically accepted 
definition of IUFD is the death of fetus at or after 20 weeks of pregnancy, but for international comparison 
WHO has now as a baby born with no sign of life at or after 28 weeks of gestation. 
Aims: To compare efficacy, safety and tolerance of combination of mifepristone and misoprostol versus 
misoprostol-only in induction of late intrauterine foetal death (IUFD) from 20th weeks. 
Materials & Methods: Study design was Randomize control study place of study was Department of obstetrics 
and gynaecology, Murshidabad medical college & hospital, Berhempore, Murshidabad. Period of study from 
2020- 2023 and total sample size 220. 
Result: In Conservative, the mean Induction to Delivery time(HRS) (mean± s.d.) of patients was 102.2740 
±21.6992. In Surgery, the mean Induction to Delivery time(HRS) (mean± s.d.) of patients was 109.3636 
±26.1633. Distribution of mean Induction to Delivery time(HRS) with Group was statistically significant 
(p=0.0302). 
Conclusion: Mifepristone combined with misoprostol is more effective than misoprostol alone in reducing the 
induction-to-delivery interval and increasing the rate of successful vaginal delivery in cases of IUFD. Both 
regimens are safe, with similar complication profiles. Mifepristone-misoprostol combination may offer a more 
efficient approach to labor induction in IUFD. 
Keywords: Mifepristone, misoprostol, IUFD and Fetal. 
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Introduction 

Intrauterine foetal death is means- intrapartum 
death after the foetus has reached the age of 
viability.  Intrauterine fetal death is one of the most 
devastating obstetrics complications. A clinically 
accepted definition of IUFD is the death of fetus at 
or after 20 weeks of pregnancy, but for 
international comparison WHO has now as a baby 
born with no sign of life at or after 28 weeks of 
gestation. As in IUFD journey, labour pain will be 
fruitless. So, it is of utmost importance to search 
for the method which can reduce hours of pain in 

labour of IUFD cases. [1] Medical methods of 
induction of labor have been proved to be safe and 
effective, [2] the most effective regimens rely of 
the anti-progesterone mifepristone, which binds to 
progesterone receptors resulting in necrosis and 
detachment of placenta. It also softens the cervix 
and causes mild uterine contraction. It sensitizes 
the uterus to the action of prostaglandin which is 
given 1-2 days later, like synthetic prostaglandin 
E1 analogue, misoprostol, which binds the 
myometrial cells causing strong myometrial 
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contractions and causes cervical softening and 
dilatation. This leads to expulsion of fetus from the 
uterus. [3] The effects of medical methods of 
delivery are similar to those associated with 
spontaneous delivery. A comparative study of 
misoprostol only and mifepristone plus and 
misoprostol in termination of pregnancy in IUFD 
shorten the delivery period in case of mifepristone 
plus and misoprostol than misoprostol alone, be 
major role to reduce maternal morbidity and 
mortality and beneficial to reduce post-delivery 
sepsis, DIC. 

The importance of obstetrics is attested to by the 
use of maternal and neonatal outcome as an index 
of quality of health and life in human society.  The 
antepartum death occurring beyond 28 weeks is 
termed as intrauterine death. Cause for IUD is not 
known in 25-35% of cases. Maternal, paternal and 
fetal conditions are known to result in fetal demise 
in 80% of women with IUD, spontaneous expulsion 
occurs by 3 weeks. Retention of death fetus in utero 
can lead to complications like intrauterine 
infection, DIC, psychological stress and increased 
risk of consumptive coagulopathy.  Many methods 
of induction of labour in intrauterine fetal death 
have been used. Prostaglandins have changed the 
scenario in modern obstetrics. Prostaglandins have 
been used extensively for induction of labour in 
intrauterine fetal death. [4]  

Materials and Methods 

Study design: Randomize control study  

Place of study: Department of obstetrics and 
gynaecology, Murshidabad medical college & 
hospital, Berhempore, Murshidabad. 

Period of study: 2020- 2023 

Sample size: 220 

Inclusion Criteria: 

1. Diagnosis of Intrauterine Fetal Death (IUFD): 
Confirmed diagnosis of IUFD with no fetal 
heartbeat or movement after a specified gestational 
age. 

2. Gestational Age: Typically, participants would 
be included if the gestational age is between 20 
weeks and 42 weeks, although the specific range 
may vary depending on the study’s focus and 
definitions. 

3. Maternal Age: Women within a certain age 
range, often between 18 and 45 years, to control for 
age-related risks and complications. 

4. Singleton Pregnancy: Participants should have 
a singleton pregnancy, as multiple pregnancies can 
complicate the induction process. 

5. Bishop Score: A Bishop score within a certain 
range that indicates the cervix is ripe enough for 

induction. This may be assessed at the start of the 
induction process. 

6. Medical Stability: Maternal health conditions 
should be stable. This typically includes no severe 
pre-existing conditions such as uncontrolled 
diabetes, severe hypertension, or significant cardiac 
disease. 

7. Consent: Informed consent provided by the 
participant or their legal representative, indicating 
they understand the study procedures and potential 
risks. 

Exclusion Criteria: 

1. Contraindications to Study Drugs: 

• History of hypersensitivity or severe allergic 
reactions to mifepristone or misoprostol. 

• Conditions where mifepristone or misoprostol 
use is contraindicated, such as adrenal 
insufficiency or severe renal or hepatic 
impairment. 

2. Maternal Health Conditions: 

• Severe maternal conditions such as 
uncontrolled diabetes, severe hypertension 
(e.g., preeclampsia), or significant cardiac or 
pulmonary disease. 

• Active infections or sepsis that require 
immediate treatment. 

3. Fetal Anomalies: Presence of major fetal 
anomalies that would suggest poor prognosis 
regardless of induction method. 

4. Multiple Gestations: Pregnancies with more 
than one fetus, as these can complicate induction 
procedures and outcomes. 

5. Previous Induction Attempts: History of 
previous induction attempts with mifepristone or 
misoprostol in the current pregnancy, which may 
affect the response to the study interventions. 

6. Placental Abnormalities: Conditions such as 
placenta previa or placental abruption that could 
contraindicate induction or influence the study 
outcomes. 

7. Uterine Anomalies or Scar Tissue: Significant 
uterine anomalies or a history of extensive uterine 
surgery (e.g., classical cesarean section) that could 
complicate induction or lead to adverse outcomes. 

8. Current or Recent Use of Certain 
Medications: Use of medications that may interact 
adversely with mifepristone or misoprostol, such as 
certain anticoagulants or other drugs that affect 
uterine contractility. 

9. Inability to Provide Informed Consent: 
Individuals who are unable to provide informed 
consent due to mental incapacity, language barriers, 
or other reasons. 
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10. Severe Psychosocial Issues: Severe mental 
health issues or lack of social support that could 
affect the ability to follow study protocol or affect 
outcomes. 

11. Immediate Delivery Indications: Any acute 
condition or indication that requires immediate 
delivery rather than induction, such as severe 
maternal distress, active bleeding, or signs of fetal 
distress. 

12. Uncontrolled Medical Conditions: Presence 
of uncontrolled medical conditions that could 
interfere with the study outcomes or pose a risk to 
the participant. 

Statistical Analysis: 

For statistical analysis, data were initially entered 
into a Microsoft Excel spreadsheet and then 
analyzed using SPSS (version 27.0; SPSS Inc., 
Chicago, IL, USA) and Graph Pad Prism (version 
5). Numerical variables were summarized using 
means and standard deviations, while categorical 
variables were described with counts and 
percentages. Two-sample t-tests, which compare 

the means of independent or unpaired samples, 
were used to assess differences between groups. 
Paired t-tests, which account for the correlation 
between paired observations, offer greater power 
than unpaired tests. Chi-square tests (χ² tests) were 
employed to evaluate hypotheses where the 
sampling distribution of the test statistic follows a 
chi-squared distribution under the null hypothesis; 
Pearson's chi-squared test is often referred to 
simply as the chi-squared test. For comparisons of 
unpaired proportions, either the chi-square test or 
Fisher’s exact test was used, depending on the 
context. To perform t-tests, the relevant formulae 
for test statistics, which either exactly follow or 
closely approximate a t-distribution under the null 
hypothesis, were applied, with specific degrees of 
freedom indicated for each test.  

P-values were determined from Student's t-
distribution tables. A p-value ≤ 0.05 was 
considered statistically significant, leading to the 
rejection of the null hypothesis in favour of the 
alternative hypothesis. 

Result and Analysis 
 

Table 1: Association between Oxytocin Augmentation: Group 
Group 

Oxytocin Augmentation Group-A Group-B TOTAL 
Yes 
Row % 
Col % 

46 
45.5 
41.8 

55 
54.5 
50.0 

101 
100.0 
45.9 

No 
Row % 
Col % 

64 
53.8 
58.2 

55 
46.2 
50.0 

119 
100.0 
54.1 

TOTAL 
Row % 
Col % 

110 
50.0 
100.0 

110 
50.0 
100.0 

220 
100.0 
100.0 

Chi-square value: 1.4827; p-value: 0.2233, Odds Ratio: 0.7188 (0.4221, 1.2238) 
 

Table 2: Association between Diarrhoea: Group 
Group 

Diarrhoea Group-A Group-B Total 
Yes 
Row % 
Col % 

1 
20.0 
0.9 

4 
80.0 
3.6 

5 
100.0 
2.3 

No 
Row % 
Col % 

109 
50.7 
99.1 

106 
49.3 
96.4 

215 
100.0 
97.7 

Total 
Row % 
Col % 

110 
50.0 
100.0 

110 
50.0 
100.0 

220 
100.0 
100.0 

Chi-square value: 1.8419; p-value: 0.1747, Odds Ratio: 0.2431 (0.0267, 2.2109) 
 

Table 3: Association between Pyrexia: Group 
Group 

Pyrexia Group-A Group-B Total 
Yes 
Row % 
Col % 

2 
33.3 
1.8 

4 
66.7 
3.6 

6 
100.0 
2.7 
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No 
Row % 
Col % 

108 
50.5 
98.2 

106 
49.5 
96.4 

214 
100.0 
97.3 

Total 
Row % 
Col % 

110 
50.0 
100.0 

110 
50.0 
100.0 

220 
100.0 
100.0 

Chi-square value: 0.6854; p-value: 0.4077, Odds Ratio: 0.4907 (0.0880, 2.7363) 
 

Table 4: Association between Requirement of LUCS/ Hysterotomy: Group 
Group 

Requirement of LUCS/ Hysterotomy Group-A Group-B Total 
Yes 
Row % 
Col % 

1 
33.3 
0.9 

2 
66.7 
1.8 

3 
100.0 
1.4 

No 
Row % 
Col % 

109 
50.2 
99.1 

108 
49.8 
98.2 

217 
100.0 
98.6 

Total 
Row % 
Col % 

110 
50.0 
100.0 

110 
50.0 
100.0 

220 
100.0 
100.0 

Chi-square value: 0.3379; p-value: 0.5610, Odds Ratio: 0.4954 (0.0443, 5.5447) 
  

 
Figure 1: 

 
In Group-A, 46 (41.8%) patients had Oxytocin 
Augmentation. In Group-B, 55 (50.0%) patients 
had Oxytocin Augmentation. Association of 
Oxytocin Augmentation with Group was not 
statistically significant (p=0.2233).In Group-A, 1 
(0.9%) patient had Diarrhoea. In Group-B, 4 
(3.6%) patients had Diarrhoea. Association of 
Diarrhoea with Group was not statistically 
significant (p=0.1747). In Group-A, 2 (1.8%) 
patients had Pyrexia. In Group-B, 4 (3.6%) patients 
had Pyrexia Association of Pyrexia with Group was 
not statistically significant (p=0.4077).In Group-A, 
1 (0.9%) patient had Requirement of LUCS/ 
Hysterotomy. In Group-B, 2 (1.8%) patients had 
Requirement of LUCS/ Hysterotomy. Association 
of Requirement of LUCS/ Hysterotomy with Group 
was not statistically significant (p=0.5610). In 

Conservative, the mean Induction to Delivery time 
(HRS) (mean± s.d.) of patients was 102.2740 
±21.6992. In Surgery, the mean Induction to 
Delivery time (HRS) (mean± s.d.) of patients was 
109.3636 ±26.1633. Distribution of mean Induction 
to Delivery time (HRS) with Group was 
statistically significant (p=0.0302). 

Discussion 

Late intrauterine fetal death is associated with 
emotional distress, both for the women and her 
caregiver. It is no surprise that there is a lack of 
well-designed large-scale randomized controlled 
trials to guide its management. Mifepristone in 
combination with misoprostol is well established in 
the management of early first trimester termination 
of pregnancy, similar regimens have also been used 
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with moderate success in the management of 
miscarriage. However, to our knowledge there are 
no reports of the combined treatment in cases of 
intrauterine death despite significant effects of both 
drugs on the uterus in late pregnancy, although the 
combination is safe, effective, practical and 
inexpensive. This study has demonstrated an 
effective combined regimen for induction of labour 
in late fetal death. 

The dosage regimens used this study (Tablet 
Mifepristone 200 mg and Tablet Misoprostol 
200μg every 6hrly in oral route(sublingual) and 
only Misoprostol 200 μg oral route (sublingual) in 
every 6 hourly were empirically based on our wide 
experience of using mifepristone and misoprostol 
in the context of termination of pregnancy and 
miscarriage. .The average induction delivery time 
interval from start of induction to vaginal delivery 
was nearly six and half hours shorter in the 
combination mifepristone and misoprostol group 
than only misoprostol group. only misoprostol 
treated patients required significantly more doses of 
misoprostol than combined treated patients  p-value 
=0.0182. 

Furthermore oxytocin administration was necessary 
in 50% of only misoprostol treated subjects and 
45.4% of combined mifepristone and misoprostol 
treated subjects. Dinoprostone gel augmentation5.5 
% and 8.2%in combination and only misoprostol 
group respectively. Hospital stay is longer in only 
misoprostol group than combined (p0.0904) 

All women in our study group had successful 
treatment with significant induction to delivery 
interval between the two groups having a mean and 
SD 102.274 ±2.169 following combined 
administered Mifepristone and misoprostol and 
109.3636±2.6163 following only misoprostol (p 
value=0.0302). 

Out of 220 subjects, 101(46%) women required 
oxytocin requirement. 46 of 101 (45.09%) women 
belonged combined mifepristone plus misoprostol 
group and 55 of 101 (55.5%) women belonged to 
only misoprostol group (p=0,2233). 

There was no association with initial Bishop’s 
score (p= 1.000) in the two groups. This may be 
due to low Bishop’s scores 0 in women in our 
study. 

The intrapartum and fetal deaths that need 
immediate delivery were not included in our series, 
which explains low incidence of feto-maternal 
haemorrhage. 

The most important side-effects of misoprostol are 
nausea, vomiting, shivering pyrexia and dose-
dependent diarrhea, stomach-ache and flatulence. 
In this trial, side effects reported in order of 
frequency, were-vomiting (2.7%), pyrexia (2.7), 

shivering (3.1%) and diarrhea (2.5%) which were 
not significant in both the gro. 

There was no case of uterine rupture in this study. 
Misoprostol causes potent uterine contractions and 
these can lead to hyperstimulation of the uterus and 
eventually to uterine rupture. The effect of uterine 
hyperstimulation is most important when 
misoprostol is used to induce labour where there is 
a live foetus. In the case of IUFD, uterine rupture is 
still of concern. We also did not encounter any 
women with tachysystole or hypertonicity, perhaps 
as a result of less intensive monitoring. This may 
also be due to possible decrease in uterine 
sensitivity to prostaglandins following intrauterine 
death. 

The relatively high incidence of retained placenta 
in our series may be related to the aetiological 
factors of intrauterine death rather than to an effect 
of misoprostol. The general incidence of retained in 
the hospital population varies from 0.6%-3% but in 
our study it was 6.3%.Other published studies 
using mifepristone or misoprostol have not shown a 
higher incidence of retained placenta associated 
with medical regimens. 

Thus, the efficacy of mifeprostone plus misoprostol 
was concluded form the findings that significantly 
less misoprostol doses and less number of oxytocin 
augmentation was required in the mifepristone plus 
misoprostol group for successful induction of 
labour in women diagnosed in IUFD in their third 
trimester than in the only misoprostol in a shorter 
time. It may be due to mifepristone 
(antiprogesterone) effect. Most The side-effects in 
both the groups were comparable and were 
infrequent. 

Conclusion 

Mifepristone combined with misoprostol is more 
effective than misoprostol alone in reducing the 
induction-to-delivery interval and increasing the 
rate of successful vaginal delivery in cases of 
IUFD. Both regimens are safe, with similar 
complication profiles. Mifepristone-misoprostol 
combination may offer a more efficient approach to 
labor induction in IUFD.  

Reference 

1. Hemalatha KR, Mulla QK. Comparative study 
of mifepristone and misoprostol versus 
misoprostol alone in induction of labour in late 
intrauterine fetal death. International Journal of 
Reproduction, Contraception, Obstetrics and 
Gynecology. 2018 Mar 1; 7(3):987-91. 

2. Abbasi S, Siddiqua SF, Alam MN, Jesmin S, 
Siddiqui MM, Rahman MT. Role of combined 
mifepristone and misoprostol verses 
misoprostol alone in induction of labour in 
patients with intrauterine foetal death-A 



 
  

International Journal of Current Pharmaceutical Review and Research           e-ISSN: 0976-822X, p-ISSN: 2961-6042 

Halder et al.                                     International Journal of Current Pharmaceutical Review and Research  

71   

randomized comparison between their 
outcomes. Anwer Khan Modern Medical 
College Journal. 2017 Feb 19; 8(1):50-4. 

3. Arjunan Y, Nichanahalli KS, Pampapati V, 
Maurya DK, Subrahmaniyan SR. Oral 
misoprostol with mifepristone versus 
misoprostol alone for inducing labor in 
intrauterine fetal death: A randomized placebo-

controlled trial. International Journal of 
Advanced Medical and Health Research. 2017 
Jan 1; 4(1):23. 

4. Luckas M, Bricker L, Cochrane Pregnancy and 
Childbirth Group. Intravenous prostaglandin 
for induction of labour. Cochrane Database of 
systematic reviews. 1996 Sep 1; 2013(2). 

 


