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MISOPROSTOL 200 mcg

Indicated for:

For the treatment of duodenal and gastric ulcer.

Treatment and prevention NSAID induced ulcers lesions, erosions, while NSAID therapy continues.
Use in conjunction with Mifepristone subject to the approval of a committee for the termination of
pregnancy according to the Israeli penal law 1977.

First-trimester pregnancy failure.

Use is intended for emptying the uterus in states of first trimester pregnancy failure, including:
presentation of a pregnancy sac in the uterus with no fetal echo, missed abortion (until week 11+6
and a fetus 40 mm in length) or incomplete abortion. The preparation is to be used after location of
the sac in the uterus has been proved and the diagnosis of pregnancy failure is certain. The
preparation can be used for this purpose in an ambulatory setting. The dosage and route of
administration will be similar to the use of Cytotec in pregnancy termination after using Mifegyne.
Informed consent and medical surveillance are required.

Softening and dilation of the cervix for performing intrauterine procedures, such as: curettage,
hysteroscopy, IUD insertion and others, according to clinical judgment. The preparation can be
used for this purpose in an ambulatory setting. The route of administration (vaginal, sublingual,
buccal, oral or rectal) and the dosage are according to the decision of the attending doctor.
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3. PHARMACEUTICAL FORM
White to off-white hexagonal shaped tablets for oral administration.
4.1  Therapeutic indications
e For the treatment of duodenal and gastric ulcer.

e Treatment and prevention of NSAID induced ulcers lesions, erosions, while NSAID therapy
continues.

e Use in conjunction with Mifepristone subject to the approval of a committee for the
termination of pregnancy according to the Israeli penal law 1977.

e Failure of pregnancy in the first trimester

The usage is intended for emptying the uterus in a states of first trimester pregnancy failure,
including: presentation of a pregnancy sac in the uterus with no fetal echo, missed abortion
(until week 11+6 and a fetus length of 40 mm) or incomplete abortion. The preparation is to
be used after location of the sac in the uterus has been proved and the diagnosis of
pregnancy failure is certain. The preparation can be used for this purpose in an ambulatory
setting. The dosage and route of administration will be similar to the use of Cytotec® in
pregnancy termination after using Mifegyne. Informed consent and medical surveillance are



required .

e Softening and dilation of the cervix for performing intra-uterine procedures
such as: curetage, hysteroscopy, IUD insertion and others, according to clinical judgment.
The preparation can be used for this purpose in an ambulatory setting

The route of administration (vaginal,sublingual, buccal, oral or rectal) and the dosage are
according to the decision of the attending doctor.

4.3  Contraindications
Misoprostol is contraindicated:

. In women of childbearing potential who are not using effective contraception (see sections
4.4, 4.6 and 4.8)
. In women who are pregnant, or in whom pregnancy has not been excluded, or who are

planning a pregnancy as misoprostol increases uterine tone and contractions in pregnancy which
may cause partial or complete expulsion of the products of conception (see sections 4.4, 4.6 and
4.8). Use in pregnancy has been associated with birth defects .

With the exception of cases when it is used in combined treatment with mifepristone for termination
of pregnancy - subject to approval from an abortion committee. According to Penal law 19971977.

. In patients with a known hypersensitivity to misoprostol or to any other component of the
product, or to other prostaglandins.

4.6 Fertility, pregnancy and lactation
Women of childbearing potential

Women of childbearing potential must be informed about the risk of teratogenicity prior to treatment
with Cytotec®. Treatment must not be initiated until pregnancy is excluded, and women should be fully
counselled on the importance of adequate contraception while undergoing treatment. If pregnancy is
suspected, treatment must be immediately discontinued (see sections 4.3 and 4.4).

Pregnancy
Misoprostol

Misoprostol induces uterine contractions and is associated with abortion, premature birth, foetal death
and foetal malformations.

Approximately a 3-fold increased risk of malformations was reported in pregnancies exposed to
misoprostol during the first trimester, compared to a control group incidence of 2%. In particular,
prenatal exposure to misoprostol has been associated with Moebius syndrome (congenital facial
paralysis leading to hypomimia, troubles of suckling and deglutition and eye movements, with or
without limb defects); amniotic band syndrome (limb deformities/ amputations, especially clubfoot,
acheiria, olygodactyly, cleft palate inter alia) and central nervous system anomalies (cerebral and
cranial anomalies as anencephaly, hydrocephaly, cerebellar hypoplasia, neural tube defects). Other
defects including arthrogryposis have been observed.

Consequently:

- Women should be informed of the risk of teratogenicity.

- Should the patient wish to continue with her pregnancy after exposure of misoprostol in utero, a
careful ultrasound scan monitoring of the pregnancy, with special attention to the limbs and head
must be carried out.

The risk of uterine rupture increases with advancing gestational age and with prior uterine surgery,
including Caesarean delivery. Grand multiparity also appears to be a risk factor for uterine rupture.



4.8 Undesirable effects:

The Adverse reaction terms were then categorised utilising the incidence rate as follows:

Pregnancy, puerperium, and perinatal conditions
Rare Uterine rupture**

Not Known Amniotic fluid embolism, abnormal uterine
contractions, foetal death, incomplete
abortion, premature birth, retained placenta,
uterine perforation

Congenital, Familial and Genetic Disorders

Common Foetal malformations

**Uterine rupture has been uncommonly reported after prostaglandin intake during the second or third
trimester of pregnancy. Uterine ruptures occurred particularly in multiparous women or in women with a
caesarean section scar.

5.1  Pharmacodynamic

Pharmacotherapeutic group: prostaglandins, ATC code: A02BB01.

5.2 Pharmacokinetic properties

Cytotec is rapidly absorbed following oral administration with

peak plasma levels of the active metabolite (misoprostol acid) occurring after about 30 minutes. The plasma
elimination half-life of misoprostol acid is 20-40 minutes. No accumulation of misoprostol acid in plasma
occurs after repeated dosing of 400 micrograms twice daily.

6.4  Special precautions for storage
Store below 30°C. Store in the original package.
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