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ABSTRACT

Introductions: The termination of second trimester pregnancy is challenging
due unfavorable cervix. This study evaluate the efficacy and maternal side
effects of intravaginal misoprostol for termination of second trimester
pregnancy.

Methods: During one year period from 15%" June 2011 to 14% June 2012,
Department of Obstetrics and Gynaecology of Patan Hospital, women admitted
for second trimester termination of pregnancy for fetal congenital anomalies
and intrauterine fetal demise were studied using the International Federation
of Gynaecology and Obstetrics recommended doses of vaginal misoprostol.
For congenital anomalies, 400 mcg 3 hourly to a maximum of 5 doses were
used. For fetal demise, gestational age of 13-17 weeks received 200 mcg every
6 hourly to a maximum of 4 doses, and 18-26 weeks dose was adjusted to
100 mcg. Main outcome measures included success rate of abortion within 48
hours, induction to delivery interval and maternal side effects.

Results: There were 40 patients during study period. Success rate for termination
of 2" trimester pregnancy within 48 hours was 88.8% for congenital anomalies.
For fetal demise, success of termination was 90.9% at 13-17 weeks and 100%
at 18-26 weeks. Median time from induction to delivery was 26.8 hours for
congenital anomalies. For fetal demise, it was 18 hours for 13-17 weeks was
and 24 hours at 18 to 26 weeks respectively. Abdominal pain was seen in all
doses of misoprostol.

Conclusions: Vaginal misoprostol is an effective method for termination of
second trimester pregnancy.
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Plain Language Summary

The study was conducted to see the effectiveness of vaginal misoprostol for
termination of second trimester pregnancy. The success rate of termination for
congenital abnormality and fetal demise was high. Vaginal misoprostol was an
effective method for termination of second trimester pregnancy.
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INTRODUCTIONS

The termination of second trimester pregnancy is risky
because of its complications and psychological trauma to
patients. It constitutes 10-15% of all induced abortions
usually done for intrauterine fetal demise (IUFD), fetal
congenital anomalies and medical disorders associated
with pregnancy.! Early detection of lethal structural and
chromosomal abnormalities, and IUFD has increased
the demand of rapid second trimester termination.? The
termination of second trimester pregnancy is a significant
problem in the presence of unfavorable cervix and is
often prolonged and tedious.?

Among various methods of second trimester termination,
evacuation and curettage induces risk of bleeding,
infection, uterine perforation and cervical trauma.* The
introduction of misoprostol, a synthetic prostaglandin
E, analog (PGE,) has become an important for cervical
ripening and uterotonic action.® It is economic, stable
at room temperature and is associated with few side
effects such as fever, vomiting and diarrhea.®!? There
is still debate about doses, routes and regimes of PGE,
for termination of pregnancy during second.” Studies
have demonstrated greater efficacy with vaginal
misoprostol than oral misoprostol.>° The Federation of
International of Gynecologists and Obstetricians (FIGO)
recommendation for second trimester termination with
vaginal misoprostol states “400 mcg at 3 hours interval
to a maximum of 5 doses for induction of congenital
anomalies and for IUFD, the doses are adjusted to
gestational age: 13-17 weeks 200 mcg every 6 hours to
a maximum of 4 doses, and for 18-26 weeks 100 mcg
every 6 hours to a maximum of 4 doses”.!! The aim of this
study was to assess the efficacy and maternal side effects
of misoprostol as per FIGO guidelines for termination of
second trimester pregnancy.

METHODS

This was a cross sectional study of one year period from
15% June, 2011 to 14™ June 2012 in the Department
of Obstetrics and Gynecology, Patan Hospital. Forty
pregnant women with fetal congenital anomalies and
intrauterine fetal demise (IUFD) admitted for second
trimester (13-26 weeks) termination were included.
Counseling was done regarding the procedure,
advantages and disadvantages and possible side effects.
Informed consent were obtained. The gestational age
was determined by menstrual history, pelvic examination
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and confirmed by ultrasound when last menstrual period
(LMP) was not confirmed. Routine investigations were
done including blood grouping, hematocrit, platelets
and random blood sugar. Exclusion criteria were known
hypersensitivity to prostaglandins, previous caesarean
section or any surgical intervention in uterus, gravidity
more than five, intrauterine contraceptive device in situ,
low lying placenta, hydatidiform mole, ectopic pregnancy,
adnexal mass, cardiac disease and coagulopathy.

We followed vaginal misoprostol as per FIGO protocol.!!
The misoprostol tablets were placed in the posterior
vaginal fornix. Cervical status was assessed by vaginal
examination before insertion of next dose or at the
onset of uterine contraction. Pethidine hydrochloride
50 mg intramuscularly was given for abdominal pain.
acetaminophen 500mg oral for fever (temperature 2
100.4° F), and metoclopramide (10 mg) intravenous for
vomiting.

Treatment success was defined as expulsion of the
fetus within 48 hours after the insertion of initial dose
of misoprostol. Induction to delivery interval was
defined as the time from the initial dose of misoprostol
to the expulsion of fetus. Maternal side effects such as
abdominal pain, fever (temperature > 100.4°F), nausea,
vomiting, diarrhea and excessive bleeding requiring blood
transfusion based on clinical examination and hematocrit
less than 23% were recorded. Completion of termination
was assessed by visual examination of abortus, bleeding,
pain, and vaginal examination to see the status of cervical
os. Uterine curettage was performed if retained product
of conception was detected on vaginal examination after
expulsion of fetus and placenta. All women who did not
abort within 48 hours of misoprostolinduction, depending
on their cervical status and amniotic membrane integrity
received a transcervical Foley catheter 18 Fr, balloon
inflated with 50 ml of distilled water and kept in situ for
24 hours or intravenous oxytocin infusion.

Statistical Package for Social Sciences (SPSS) version 13
was used for descriptive analysis.

The study was approved by the institutional review
committee of PAHS.
RESULTS

There were forty women, 31 with IUFD and nine
congenital anomalies for termination of pregnancy
during the second trimester of 13-26 weeks.
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Table 1. Characteristics of patient undergoing second trimester
abortion (n=40)

Characteristics

Mean Age + SD (years) 26.30 £5.04
Mean GA = SD (weeks) 20.32 +4.05
Mean Gravidity + SD 1.88 +1.04

Primigravida 19 (47.50%)
Multigravida 21 (52.50%)
Congenital Anomalies 9 (22.50%)

IUFD 31(77.50%)

Note: n = Total number of patients, SD = Standard Deviation, GA = Gestational Age,
IUFD= intrauterine fetal demise

Of 31 fetal IUFD, 11 (35.49%) were of gestational age 13-
17 weeks and 20 (64.51%) of 18-26 weeks.

At 48 hours, the successful termination in 31 IUFD was
90.9% (10 of 11) at 13 to 17 weeks and 100% (20 Of 20)
at 18-26 weeks. The success rate was 88.8% (8 of 9) for
congenital anomalies. Median induction to delivery time
was 26.8 hours with 400 mcg Misoprostol for congenital
anomalies. For IUFD, it was 18 hours with 200 mcg at 13
to 17 weeks and 24 hours with 100 mcg at 18 to 26 weeks

Table 2. Vaginal Misoprostol induction to delivery time in patient
undergoing second trimester abortion (n=40)

Total Number of

Vaginal Mean doses i j Induction
9 Number . . |.)at|ent.s with to delivery

dose of of gestational | required induction to time (hrs)

misoprostol patients age +SD (numI?er delivery time Median

(mcg) (weeks) of patient; (q1%,03%)
%) <48hrs| >48hrs | 9" 9
5(8;889) 7 1

400 9 20.36 +3.44 5266841 5
4(1;11.1) 1 0 T
2(3;273) 3 0 18

200 n 15.90 +1.81
4(8;727) 7 1 2
1(2;10) 2 0
2(3;15) 3 0 n

100 20 22.73+3.09 (14,26)
3(1;5) 1 0 !
4(14,70) 14 0

Q= quartile

For women who did not abort within 48 hours of
misoprostol induction, 11.2% (1 of 9) for congenital
anomalies received trans-cervical Foley catheter whereas
9.1% (1 of 11) for IUFD at 13 to 17 weeks received
intravenous oxytocin infusion. All of them expelled the
fetus successfully.

Abdomen pain was seen at all doses and nausea vomiting
at high dose of misoprostol

Table 3. Maternal complications of vaginal Misoprostol induction in
patient undergoing second trimester abortion (n=40)

400 mcg (N=9)

200mcg (N=11) | 100 mcg (N =20)

Side Effects

Abdominal pain 4 444 6 5454 5 25
Pyrexia (>100.4°F) 1 1.1 0 0 0 0
Nausea vomiting 2 222 0 0 0 0

None of our patient required transfusion for excessive
bleeding. There was no mortality in this series.

DISCUSSIONS

In this study the success rate within 48 hours of
misoprostol induction was 88.8% (8 of 9) for congenital
anomalies which is comparable to 90.5%. For IUFD, the
success rate was 90.9% (10 of 11 cases of 13 to 17 weeks)
and 100% (20 Of 20 cases of 18-26 weeks), higher than
87.2% reported by Jain et al.®

The required amount of misoprostol not only decreases
with increasing gestational age, but has also been found
to be lower in women with a dead fetus. This may be due
to intrinsic changes in the uterus and cervix that make
the myometrial cells sensitive to stimulant and cervical
tissues favorable to ripening agent after fetal death.?
The cervix of pregnant women with dead fetus tends to
efface more readily and dilate when compared with that
of the live fetus.? J. Srisomboon and S. Pongpisuttinun
have also concluded that intrauterine fetal death had
higher success rate and aborted earlier than those with a
live fetus by comparing the efficacy and safety of 200 mcg
of intravaginal misoprostol administered every 12 hours
between live and dead fetuses in second trimester.'’

In this study, the median induction to delivery interval
was 26.8 hours (Q1, Q3: 20, 41.5 hours) in 400 mcg for
congenital anomalies whereas 18 hours (Q1, Q3: 12, 26
hours) in 200 mcg for IUFD at 13 to 17 weeks and 24
hours (Q1, Q3: 14, 26 hours) in 100 mcg for IUFD at 18 to
26 weeks respectively.

Several studies have evaluated the use of misoprostol for
induction of labour in the second trimester.!®* There are
different regimes for the use of misoprostol in termination
of second trimester pregnancy.®® In this study, we used
the protocol recommended by the FIGO for second
trimester termination with vaginal misoprostol: 400 mcg
at every 3 hours interval to a maximum of 5 doses for
induction of congenital anomalies. For IUFD, doses were
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adjusted to gestational age: between 13-17 weeks 200
mcg every 6 hours interval to a maximum of 4 doses, and
between 18-26 weeks 100 mcg every 6 hours interval to
a maximum of 4 doses.!

The most common maternal side effects observed in this
study were abdominal pain followed by nausea, vomiting
and pyrexia. Symptomatic management was successful.
Other authors have observed fever as the most frequent
side effects. "

CONCLUSIONS

Vaginal misoprostol was effective with minimal side
effects for termination of second trimester pregnancy for
fetal congenital anomalies and intrauterine fetal demise.

REFERENCES

1. Ramin KD, Ogburn PL, Danilenko DR, Ramsey PS. High
dose oral misoprostol for midtrimester pregnancy
interruption. Gynecol Obster Invest. 2002;54(3):176-9.

2. Haleemi M. Therapeutic termination of second trimester
pregnancy: a comparison of extra amniotic foley’s
Catheter balloon and extra amniotic instillation of F2
alpha. J Postgrad Med Inst. 2004;18:408-18.

3. Pongsatha S, Tongsong T. Therapeutic termination of
second trimester pregnancies with intrauterine death
with 400 microgram of oral misoprostol. J Obstet
Gynaecol Res. 2004 Jun;30:217-20.

4. Liagat NF, Javed |, Shuja S, Shoaib T, Bano K, Waheed
S, et al. Therapeutic termination of second trimester
pregnancies with low dose misoprostol. J Coll Physicians
Surg Pak. 2006 Jul;16(7):464-7.

5. Natthinee P, Kusol R, Dittakarn B. Success Rate of Second-
Trimester Termination of Pregnancy Using Misoprostol. J
Med Assoc Thai. 2006;89(8):1115-9.

6. Nagaria T, Sirmor N. Intravaginal misoprostol for
termination of second trimester pregnancy. J Obstet
Gynecol India. 2007;57(5):435-8.

I Journal of Patan Academy of Health Sciences. 2014 Jun;1(1):16-19

10.

11.

12.

13.

14.

15.

16.

17.

Eslamian L, Gosili R, Jamal A, Alyassin A. A prospective
randomized controlled trial of two regimens of vaginal
misoprostol in second trimester termination of pregnancy.
Acta Medica Iranica. 2007;45(6):497-500.

Akoury HA, Hannah ME, Chitayat D, Thomas M, Winsor E,
Ferris LE, et al. Randomized controlled trial of misoprostol
for second-trimester termination associated with fetal
malformation. Am J Obstet Gynecol. 2004 Mar;190:755-
62.

Dickinson JE, Evans SF. A comparison of oral misoprostol
with vaginal misoprostol administration in second
trimester pregnancy termination for fetal abnormality.
Obstet Gynecol. 2003 Jun;101:1294-9.

Guix C, Palacio M, Figueras F, Bennasar M, Zamora L, Coll
O, et al. Efficacy of two regimens of misoprostol for early
second-trimester pregnancy termination. Fetal Diagn
Ther. 2005 Nov-Dec;20:544-8.

Weeks A, Faundes A. Misoprostol in obstetrics and
gynecology. Int J Gynaecol Obstet 2007;99 Suppl 2:5156-
9.

Elati A, Weeks AD. The use of misoprostol in obstetrics and
gynaecology. BJOG. 2009 Oct;116:61-9.

Wong KS, Ngai CS, Yeo EL, Tang LC, Ho PC. A comparison
of two regimens of intravaginal misoprostol for
termination of second rimester pregnancy: a randomized
comparative trial. Hum Reprod. 2000 Mar;15(3):709-12.
Dickinson JE, Evans SF. The optimisation of intravaginal
misoprostol dosing schedules in second-trimester
pregnancy termination. Am J Obstetrics Gynecol.
2002;186:470-4.

Tang OS, Lau WN, Chan CC, Ho PC. A prospective
randomised comparison of sublingual and vaginal
misoprostol in second trimester termination of pregnancy.
BJOG. 2004 Sep;111(9):1001-5.

Jain JK, Kou J, Mishell DR Jr. A comparison of two

dosing regimens of intravaginal misoprostol for second-
trimester pregnancy termination. Obstet Gynecol. 1999
Apr;93(4):571-5.

Srisomboon J, Pongpisuttinun S. Efficacy of
Intracevicovaginal Misoprostol in Second-Trimester
Pregnancy Termination: A Comparison between Live and
Dead Fetuses. J Obstet Gynaecol Res. 1998;24(1):1-5.



