Notes:

e A loading dose of misoprostol has no apparent
clinical benefit.

e Vaginal administration of misoprostol is not
recommended if there is blood or other fluids in
the vagina.

e  Starting misoprostol less than 24 hours after taking
mifepristone may result in a shorter overall time but
longer time between first dose of misoprostol and
fetal expulsion. The interval between mifepristone
and misoprostol can be selected based on the
preference and convenience of the woman, the
provider and the healthcare system. Mifepristone
can be offered for the woman to take at home, and
she can return to the facility for the misoprostol.

e Ifthe placenta has not been expelled by 30 minutes
after fetal expulsion, an additional misoprostol
dose can be offered. If placental expulsion is
not complete 3 hours after the additional dose,
standard interventions to evacuate the uterus
are appropriate. (Refer to Green 2007 for more
information on management of placenta)

e Pain medication can be started at the same time as
misoprostol. NSAIDs specifically do not counteract
misoprostol’'s mechanism of action.

e For more information on termination of
pregnancies over 12 weeks’ LMP, please refer to:
WHO/RHR. Safe abortion: technical and policy
guidance for health systems (2nd edition), 2012.
This document can be accessed at: http://www.
who.int/reproductivehealth/publications/unsafe_
abortion/9789241548434/en/
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INSTRUCTIONS

FOR USE

MIFEPRISTONE PLUS
MISOPROSTOL OR
MISOPROSTOL-ALONE FOR
ABORTION INDUCTION
IN PREGNANCIES 12 - 24
WEEKS’ LMP

BACKGROUND

Mifepristone (an antiprogestin) and misoprostol (a
prostaglandin) are often used together for pregnancy
termination. Mifepristone induces cervical softening
and facilitates uterine contractions while misoprostol
induces uterine contractions. Both are marketed under
various trade names and are available individually or
together. Misoprostol-alone is used for pregnancy
termination where mifepristone is not available.

INDICATION AND USAGE

The following information applies to the use of
mifepristone and misoprostol or misoprostol-alone
for termination of pregnancies (with a live fetus*)
estimated to be between 12 and 24 weeks since the
first day of the last menstrual period (LMP). Using these
drugs, almost all women have successful abortions.
Mifepristone with misoprostol results in a median fetal
expulsion time of under 10 hours; misoprostol-alone
regimens take longer, with a median fetal expulsion
time of around 16 hours.

CONTRAINDICATIONS

History of allergy to mifepristone or misoprostol.

* For information on demised fetuses, please refer to Instructions
for Use on Mifepristone and Misoprostol or Misoprostol-alone for
Treatment of Intrauterine Fetal Death between 12 and 24 weeks’ LMP



PRECAUTIONS

e Prior cesarean delivery and/or advanced gestational
age should not be contraindications for use. As
pregnancy advances, the uterus becomes more
sensitive to misoprostol, so for gestations beyond 24
weeks and for women with multiple uterine surgeries,
the misoprostol dose can be reduced to 200 mcg.
Uterine rupture is a rare event.

e There is no evidence that the medicines used for
medical abortion are harmful to nursing infants.
However, most medicines in a woman'’s blood do get
into breast milk in very small amounts, and some
women may choose to discard breast milk for a few
hours after taking the pills.

e When a total placenta previa is diagnosed, alternative
methods of evacuation should be considered.

EFFECTS AND SIDE EFFECTS

Most women find side effects manageable. Serious side
effects are rare.

BLEEDING

Bleeding after mifepristone administration is unusual but
is typically light if it occurs.

Bleeding may occur as early as 30 minutes after the
first dose of misoprostol or may take several hours to
start. Heavier bleeding can be expected just prior to and
immediately after passage of the fetus.

Excessive bleeding is rare, but if it occurs is most likely
between expulsion of the fetus and placenta. Although
less common than at term delivery, bleeding emergencies
should be managed similarly to excessive postpartum
bleeding.

Women should be instructed to contact their providers
if any of the following occur: (1) soaking more than two
maxi sanitary pads an hour for more than two consecutive
hours, (2) bleeding continuously for several weeks with
faintness or light-headedness. Bleeding typically lasts 7
to 14 days after the procedure with spotting up to the next
menstrual period. Menses usually occurs 4 to 6 weeks
after misoprostol administration and may be preceded by
fertile ovulation.

PAIN

Uterine pain and cramping are typical features of medical
abortion. Pain may occur as early as 30 minutes after
the first dose of misoprostol or may take several hours
to develop. Pain can be moderate to severe depending

on the duration of the process and the intensity of
the contractions. The duration of the process tends
to be longer later in pregnancy. Pain relief should be
offered to all women and can include nonsteroidal anti-
inflammatory drugs (NSAIDs), narcotics and/or regional
anesthesia. These medications can be started at the
time of misoprostol administration. A combination of
approaches may be appropriate to ensure the woman’s
comfort. Pain will resolve after completion of the abortion.

CHILLS AND/OR FEVER

Chills are common but transient side effects of
misoprostol. Fever is less common, also usually
transient, and does not necessarily indicate infection.
Fever or chills persisting beyond 24 hours after the
last dose of misoprostol may indicate infection and the
woman should seek medical attention. Routine use of
antibiotic prophylaxis is not necessary.

NAUSEA AND VOMITING

Nausea and vomiting may occur and will resolve 2 to
6 hours after taking the last dose of misoprostol. An
antiemetic can be used if needed.

DIARRHEA

Diarrhea may also occur following administration of
misoprostol but should disappear within a few hours.

BREAST ENGORGEMENT

Breast engorgement may occur after abortion in this
gestational age range and may last a few days to a
week. Analgesics, ice packs and breast compression
with a tight bra, binding, or other garment may be helpful.

DOSAGE AND ADMINISTRATION

The recommended regimen is mifepristone
followed in 12 to 48 hours by misoprostol every 3
hours until expulsion. (If mifepristone is not available,
misoprostol can be administered every 3 hours until
expulsion)

MIFEPRISTONE DOSE: 200 mg oral
MISOPROSTOL DOSE: 400 mcg (two 200 mcg
tablets) buccal (in the cheek), sublingual (under the
tongue) or vaginal

For sublingual and buccal routes, hold pills in position
for approximately 30 minutes, then swallow remaining
fragments.



REFERENCE LIST FOR
“INSTRUCTIONS FOR USE:
MIFEPRISTONE PLUS
MISOPROSTOL OR
MISOPROSTOL-ALONE FOR
ABORTION INDUCTION
IN PREGNANCIES 12 - 24
WEEKS’ LMP”

American College of Obstetricians and Gynecologsists
(ACOG). Clinical management guidelines for

obstetrician-gynecologists:second-trimester
abortion. Obstet Gynecol 2013 (Practice Bulletin; no.
135);121(6):1394-406.

Brouns JFGM., van Wely M. Burger MPM. van
Wijngaarden WJ. Comparison of two dose regimens
of misoprostol for second-trimester pregnancy
termination. Contraception 2010;82:266-75.

Cabrera Y. Fernandez-Guisasola J. Lobo P. Gamir
S, Alvarez J. Comparison of sublingual versus
vaginal misoprostol for second-trimester pregnancy
termination: a meta-analysis. Aust N Z J Obstet
Gynaecol 2011;51:158-165.

Chaudhuri S, Banerjee PK, Mundle M. Mitra SN.
A comparison of two regimens of misoprostol for
second trimester medical termination of pregnancy: a
randomized trial. Trop Doct 2010;40:144-8.

Ellis SC, Kapp N, Vragpvoc O, Borgata L. Randomized
trial of buccal versus vaginal misoprostol for

induction of second trimester abortion. Contraception
2010;81:441-5.

Goh SE, Thong KJ. Induction of second trimester
abortion (12-20 weeks) with mifepristone and
misoprostol: a review of 386 consecutive cases.
Contraception 2006;73(5):516-9.

Green J, Borgatta L. Sia M, Kapp N, Saia K. Carr-Ellis S,
et al. Intervention rates for placental removal following

induction abortion with misoprostol. Contraception
2007;76(4):310-3.

Grimes DA. Smith MS, Witham AD. Mifepristone
and misoprostol versus dilation and evacuation for
midtrimester abortion: a pilot randomised controlled
trial. Br J Obstet Gynaecol 2004;111:148-53.

Ho PC, Blumenthal PD. Gemzell-Danielsson K, Gomez
Ponce de Leon R, Mittal S, Tang OS. Misoprostol for
the termination of pregnancy with a live fetus at 13 to
26 weeks. Int J Gynecol Obstet 2007;99:178-81.

Hou S, Chen Q. Zhang L, FangA, ChengL. Mifepristone

combined with misoprostol versus intra-amniotic
injection of ethacridine lactate for the termination of
second trimester pregnancy: a prospective, open-
label, randomized clinical trial. Eur J Obstet Gynecol
Reprod Biol 2010;151:149-53.

Kapp N, Borgatta L, Stubblefield P, Vragovic O, Moreno
N. Mifepristone in second trimester medical abortion.

Obstet Gynecol 2007;110(6):1304-10.

Lalitkumar S, Bygdeman M, Gemzell-Danielsson KG.
Mid-trimester induced abortion: a review. Hum Reprod

Update 2007;13(1):37-52.

Mentula M, Suhonen S, Heikinheimo O. One- and
two-day dosing intervals between mifepristone and
misoprostol in second trimester medical termination
of pregnancy—a randomized trial. Hum Reprod
2011;0(0):1-8.

Ngoc NTN. Shochet T. Raghavan S. Blum J. Nga
NTB. Minh NTH. et al. Mifepristone and misoprostol
compared with misoprostol alone for second-trimester
abortion: a randomized controlled trial. Obstet Gynecol
2011;118(3):601-8.

Pongsatha S. Tongsong T. Randomized controlled
trial comparing efficacy between a vaginal misoprostol
loading and non-loading dose regimen for second-
trimester pregnancy termination. J Obstet Gynaecol
Res 2013:1-6.

Shaw KA, Topp NJ., Shaw JG, Blumenthal PD.
Mifepristone-misprostol dosing interval and effect on
induction abortion times: a systematic review. Obstet
Gynecol 2013;121(6):1335-47.

Society of Family Planning. Clinical guidelines:
Labor induction abortion in the second trimester.
Contraception 2011;84:4-18.

Tanha FD. Golgachi T. Niroomand N. Sublingual
versus vaginal misoprostol for second trimester
termination: a randomized clinical trial. Arch Gynecol
Obstet 2013;287:65-9.

Tripti N, Namrata S. Misoprostol vs. mifepristone
and misoprostol in second trimester termination of
pregnancy. J Obstet Gynecol India 2011;61(6):659-62.

von Hertzen H, Piaggio G. Wojdyla D, Huong NTM,
Marions L, Okoev G, et al. Comparison of vaginal and
sublingual misoprostol for second trimester abortion: a
randomized controlled equivalence trial. Hum Reprod
2008:1-7.

© 2014 Gynuity Health Projects.

H PROJECTS

February 2014





