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Attached herewith is a latest safety update on topiramate. If physicians, pharmacists or other healthcare
professionals suspect any kind of adverse reaction subsequent to the use of the above or any other
medication, please report through any of the following methods

®  Online - http://www.ssm.gov.mo/design/webservices/c_wservices_main.htm

® Mail to - 51 Avenida do Sidonio Pais, Edificio China Plaza, g Floor, Macao S.A.R., China

® Faxto - 853-28524016

The report form can be collected in person at Department of Pharmaceutical Affairs or downloaded from
the website designated as http://www.ssm.gov.mo/design/services/serpt_chn.pdf. Should you have any
query, please contact Ms. Beatrice Young or Mr. Jeffrey Lam at 8598-3517 or 8598-3439 respectively
from the Division of Pharmacovigilance and Pharmacoeconomics during office hours. In case of urgent
situations during off hours, please page 85008068.

Thanking you in advance for your attention!

Y EBEAER

Acting Chief, Department of Pharmaceutical Affairs
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Ng Kuok Leong
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Data from the North American Antiepileptic Drug Pregnancy Registry(NAAED) and the UK Epilepsy
and Pregnancy Register(UKEPR) indicated similar observation and positive evidence of human fetal risk,
including birth defects of cleft lip and cleft palate(collectively called oral cleft), when topiramate is given as
an antiepileptic monotherapy in women at their first trimester of pregnancy. In view of the above results, the
United States Food and Drug Administration(USFDA) decided to relocate the pregnancy category of
topiramate from C to D. Pregnancy Category D means there is positive evidence of human fetal risk based on
human data but the potential benefits from use of the drug in pregnant women may be acceptable in certain
situations despite its risks. Hence, we would like to communicate the following advice for physicians,
pharmacists and other healthcare professionals:
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® weigh the benefits and risks of topiramate when prescribing this drug to women of childbearing age,

particularly when treating a condition not usually associated with permanent injury or death;
® bear in mind about alternative medications that have a lower risk of oral clefts and other adverse birth

outcomes;
® inform women of childbearing age of the increased risk for oral clefts when topiramate is used in the

first trimester of pregnancy;

® recommend the use of effective contraception for women who are not planning a pregnancy when
prescribed topiramate, keeping in mind the potential for a possible decrease in contraceptive efficacy
when using estrogen-containing birth control with topiramate;

®  recognize that fetal oral clefts occur early in the first three months of pregnancy, a period which many
women may not recognize that they are pregnant, hence, it is essential for healthcare professionals to act
accordingly :
1. advise and encourage patients to openly discuss with their physician about the benefit and risk of

treatment with topiramate or with other treatment options;

2. If topiramate is the treatment being selected:

i) inform patients about the increased risk of having a baby with an oral cleft if they become
pregnant;

ii) instruct them that once they initiate with topiramate therapy, they should tell their prescribing
physician if they are pregnant, or are planning to or become pregnant while taking topiramate so
that the attending physician can decide what is the next step of treatment for them or if they shall
continue taking topiramate while they are pregnant;

— iii) ensure the patients understand that topiramate should not be stopped abruptly without talking to
their physicians even in they know that they are pregnant. Stopping topiramate suddenly can
cause serious problems. Not treating epilepsy during pregnancy can be harmful to them as well
as to their developing babies;

iv) educate patients about the fact that topiramate will pass into breast milk but nothing was known
about its effect on babies, hence, patients will need talk to their healthcare professional about
the best way to feed their babies if they are on topiramate.

Division of Pharmacovigilance
and Pharmacoeconomics(DFF)

22275 /Reference and website -

http://www.fda.gov/Drugs/DrugSafety/ucm245164.htm
http://www.fda.gov/Drugs/DrugSafety/ucm245011.htm
http://www.fda.gov/Drugs/DrugSafety/ucm245085.htm
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