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Topiramate:
New restrictions to prevent exposure during pregnancy

Dear healthcare professional,

This letter is sent to inform you of the implementation of a pregnancy prevention programme for
topiramate-containing medicinal products.

Summary

Topiramate can cause major congenital malformations and foetal growth
restriction when used during pregnancy. Recent data also suggest a possibly
increased risk of neurodevelopmental disorders (NDD) including autism
spectrum disorders, intellectual disability and attention deficit hyperactivity
disorder (ADHD) following topiramate use during pregnancy.

New contraindications apply for the treatment of epilepsy:
- in pregnancy, unless there is no suitable alternative treatment.

- in women of childbearing potential not using highly effective contraception.
The only exception is a woman for whom there is no suitable alternative but
who plans a pregnancy and who is fully informed about the risks of taking
topiramate during pregnancy.

Topiramate for prophylaxis of migraine is already contraindicated in
pregnancy and in women of childbearing potential not using highly effective
contraception.

Treatment of female children and women of childbearing potential should be
initiated and supervised by a physician experienced in the management of
epilepsy. The need for treatment should be reassessed at least annually.

Prophylactic treatment of women of childbearing potential should be initiated
and supervised by a physician experienced in the management of migraine.
The need for prophylactic treatment should be reassessed at least annually.

Due to a potential interaction, women using systemic hormonal contraceptives
should be advised to also use a barrier method.

For women of childbearing potential currently using topiramate, the treatment
should be re-evaluated to confirm that the pregnancy prevention programme
is adhered to.



Background on the safety concern

Topiramate is indicated as:

e Monotherapy in adults, adolescents, and children over 6 years of age with partial seizures with or
without secondary generalised seizures, and primary generalised tonic-clonic seizures.

e Adjunctive therapy in children aged 2 years and above, adolescents and adults with partial onset
seizures with or without secondary generalisation or primary generalised tonic-clonic seizures
and for the treatment of seizures associated with Lennox-Gastaut syndrome.

e Prophylaxis of migraine headache {in adults/in patients 12 years of age and older} after careful
evaluation of possible alternative treatment options. Topiramate is not intended for acute
treatment.

Data from two observational population-based registry studies (1, 2) undertaken in largely the same
dataset from the Nordic countries suggest that there may be a 2- to3-fold higher prevalence of autism
spectrum disorders, intellectual disability or attention deficit hyperactivity disorder (ADHD) in almost
300 children of mothers with epilepsy exposed to topiramate in utero, compared with children of
mothers with epilepsy not exposed to an anti-epileptic drug (AED).

A third observational cohort study (3) from the U.S.A. did not suggest an increased cumulative
incidence of these outcomes by 8 years of age in approximately 1000 children of mothers with epilepsy
exposed to topiramate in utero, compared with children of mothers with epilepsy not exposed to an
AED.

It is already well known that topiramate can cause major congenital malformations and foetal growth
restriction when used during pregnancy:

¢ Infants exposed to topiramate monotherapy in utero have an approximately 3-fold increased
risk of major congenital malformations including cleft lip/palate, hypospadias and anomalies
involving various body systems compared with a reference group not exposed to antiepileptic
drugs. Absolute risks of major congenital malformations following topiramate exposure have
been reported in the range of 4.3% (1.4% in the reference group) to 9.5% (3% in the
reference group) (4).

e Data from pregnancy registries indicated a higher prevalence of low birth weight (< 2,500
grams) and of being small for gestational age (SGA; defined as birth weight below the 10t
percentile corrected for their gestational age, stratified by sex) for topiramate monotherapy. In
the North American Antiepileptic Drug Pregnancy Registry, the risk of SGA in children of
women receiving topiramate was 18%, compared with 5% in children of women without epilepsy
not receiving an AED (5).

For women of childbearing potential currently using topiramate, the treatment should be re-evaluated
to confirm that the pregnancy prevention pprogramme is adhered to (described below).



Key elements of the pregnancy prevention programme

In female children and women of childbearing potential:

Treatment with topiramate should be initiated and supervised by a physician experienced in the
management of epilepsy or migraine, respectively.

Alternative therapeutic options should be considered.

The need for topiramate treatment in these populations should be reassessed at least annually.

In women of childbearing potential:

Topiramate for migraine prophylaxis is contraindicated:
- in pregnancy,

- in women of childbearing potential not using highly effective contraception.

Topiramate for epilepsy is contraindicated:
- in pregnancy, unless there is no suitable alternative treatment,

- in women of childbearing potential not using highly effective contraception. The only exception
is a woman for whom there is no suitable alternative but who plans a pregnancy and who is
fully informed about the risks of taking topiramate during pregnancy.

Pregnancy testing should be performed before initiating treatment.

The patient must be fully informed and understand the potential risks related to the use of
topiramate during pregnancy. This includes the need for a specialist consultation if the woman is
planning a pregnancy and for prompt contact with a specialist if she becomes pregnant or thinks
she may be pregnant.

At least one highly effective method of contraception (such as an intrauterine device) or two
complementary forms of contraception including a barrier method should be used during
treatment and for at least 4 weeks after stopping treatment. Women using systemic hormonal
contraceptives should be advised to also use a barrier method.

If a woman is planning to become pregnant, efforts should be made to switch to an appropriate
alternative <epilepsy or migraine> treatment before contraception is discontinued. For the
treatment of epilepsy, the woman must also be informed about the risks of uncontrolled epilepsy
to the pregnancy.

If a woman being treated with topiramate for epilepsy becomes pregnant, she should promptly be
referred to specialists to reassess topiramate treatment and consider alternative treatment
options, as well as for careful antenatal monitoring and counselling.

If a woman being treated with topiramate as migraine prophylaxis becomes pregnant, treatment
should be stopped immediately. The woman should be referred to a specialist for careful antenatal
monitoring and counselling.

In female children (for epilepsy <and migraine> only):

Prescribers must ensure that parent(s)/caregiver(s) of female children using topiramate
understand the need to contact a specialist once the child experiences menarche.

At that time, the patient and parent(s)/caregiver(s) should be provided with comprehensive
information about the risks due to topiramate exposure in utero, and the need for using highly
effective contraception.



Educational material

In order to assist healthcare professionals and patients in avoiding exposure to topiramate during
pregnancy and to provide information about the risks of taking topiramate during pregnancy,
educational materials will be put in place including:

e a guide for healthcare professionals involved in the care of female children and women of
childbearing potential using topiramate including a risk awareness form, which must be used
{and signed} at the time of treatment initiation and during each annual review of topiramate
treatment by the treating physician,

e a patient guide which should be provided to all female children or their parent(s)/caregiver(s)
and women of childbearing potential using topiramate.

A textual warning <and a pictogram> on the teratogenic risk will be added to the outer package of all
topiramate containing medicinal products.

Call for reporting
Department of Pharmacovigilance & Drug Information
Drug Safety Center

Ministry of Health, Sultanate of Oman

You can report any problem or adverse event to:
Drug Safety Centre:

Tel: +96822357690 & +96822357687

Fax: +96822358489

Email: pharma-vigil@moh.gov.om

Website: www.moh.gov.om

Company contacts point

For full prescribing information, please refer to the data sheet or contact Johnson & Johnson, Middle
East FZ LLC, Mohamed Bin Rashid Academic Medical Centre - Building 14, Level 7, P.O. Box 505080,
United Arab Emirates.

Tel: +97144297200

Fax: +97144297150

If you have further question or require additional information, please contact our local safety
department at:

Email: GCC-PV2@its.jnj.com

Tel: +971 55 981 6775


http://www.moh.gov.om/

Yours Faithfully,
Ahmed El Gendy-Medical Affairs Compliance Lead

On behalf of Medical Affairs Director — Johnson & Johnson - Gulf
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