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Depakote (divalproex sodium) :

WARNING: LIFE THREATENING ADVERSE REACTIONS

Fetal Risk

Valproate can cause major congenital malformations, particularly
neural tube defects (e.g., spina bifida). In addition, valproate can
cause decreased 1Q scores following in utero exposure.

Valproate is therefore contraindicated in pregnant women treated for
prophylaxis of migraine [see Contraindications (4)]. Valproate should
only be used to treat pregnant women with epilepsy or bipolar
disorder if other medications have failed to control their symptoms or
are otherwise unacceptable.

Valproate should not be administered to a woman of childbearing
potential unless the drug is essential to the management of her
medical condition. This is especially important when valproate use is
considered for a condition not usually associated with permanent
injury or death (e.g., migraine). Women should use effective
contraception while using valproate [see Warnings and Precautions
(5.2, 5.3, 5.4)].

A Medication Guide describing the risks of valproate is available for
patients [see Patient Counseling Information (17)].

1 INDICATIONS AND USAGE

Depakote is an anti-epileptic drug indicated for:

+ Treatment of manic episodes associated with bipolar disorder (1.1)
* Monotherapy and adjunctive therapy of complex partial seizures
and simple and complex absence seizures; adjunctive therapy in
patients with multiple seizure types that include absence seizures
(1.2)

+ Prophylaxis of migraine headaches (1.3)

1.4 Important Limitations

Because of the risk to the fetus of decreased 1Q, neural tube defects,
and other major congenital malformations, which may occur very
early in pregnancy, valproate should not be administered to a woman
of childbearing potential unless the drug is essential to the
management of her medical condition [see Warnings and Precautions
(5.2, 5.3, 5.4), Use in Specific Populations (8.1), and Patient
Counseling Information (17)].

Depakote is contraindicated for prophylaxis of migraine headaches in
women who are pregnant.

4 CONTRAINDICATIONS

* Depakote is contraindicated for use in prophylaxis of migraine
headaches in pregnant women [see Warnings and Precautions (5.3)
and Use in Specific Populations (8.1)].

5 WARNINGS AND PRECAUTIONS
5.2 Birth Defects
Valproate can cause fetal harm when administered to a pregnant




woman. Pregnancy registry data show that maternal valproate use
can cause neural tube defects and other structural abnormalities (e.g.,
craniofacial defects, cardiovascular malformations, hypospadias, limb
malformations). The rate of congenital malformations among babies
born to mothers using valproate is about four times higher than the
rate among babies born to epileptic mothers using other anti-seizure
monotherapies. Evidence suggests that folic acid supplementation
prior to conception and during the first trimester of pregnancy
decreases the risk for congenital neural tube defects in the general
population.

5.3 Decreased 1Q Following in utero Exposure

Valproate can cause decreased 1Q scores following in utero exposure.
Published epidemiological studies have indicated that children
exposed to valproate in utero have lower cognitive test scores than
children exposed in utero to either another antiepileptic drug or to no
antiepileptic drugs. The largest of these studiesl is a prospective
cohort study conducted in the United States and United Kingdom that
found that children with prenatal exposure to valproate (n=62) had
lower IQ scores at age 6 (97 [95% C.I. 94-101]) than children with
prenatal exposure to the other antiepileptic drug monotherapy
treatments evaluated: lamotrigine (108 [95% C.I. 105—110]),
carbamazepine (105 [95% C.I. 102—-108]), and phenytoin (108 [95% C.I.
104-112]). It is not known when during pregnancy cognitive effects in
valproate-exposed children occur. Because the women in this study
were exposed to antiepileptic drugs throughout pregnancy, whether
the risk for decreased I1Q was related to a particular time period
during pregnancy could not be assessed. Although all of the available
studies have methodological limitations, the weight of the evidence
supports the conclusion that valproate exposure in utero can cause
decreased IQ in children. In animal studies, offspring with prenatal
exposure to valproate had malformations similar to those seen in
humans and demonstrated neurobehavioral deficits [see Use in
Specific Populations (8.1)]. Valproate use is contraindicated during
pregnancy in women being treated for prophylaxis of migraine
headaches. Women with epilepsy or bipolar disorder who are pregnant
or who plan to become pregnant should not be treated with valproate
unless other treatments have failed to provide adequate symptom
control or are otherwise unacceptable. In such women, the benefits of
treatment with valproate during pregnancy may still outweigh the
risks.

5.4 Use in Women of Childbearing Potential

Because of the risk to the fetus of decreased IQ and major congenital
malformations (including neural tube defects), which may occur very
early in pregnancy, valproate should not be administered to a woman
of childbearing potential unless the drug is essential to the
management of her medical condition. This is especially important
when valproate use is considered for a condition not usually associated
with permanent injury or death (e.g., migraine). Women should use
effective contraception while using valproate. Women who are
planning a pregnancy should be counseled regarding the relative risks




and benefits of valproate use during pregnancy, and alternative
therapeutic options should be considered for these patients [see Boxed
Warning and Use in Specific Populations (8.1)]. To prevent major
seizures, valproate should not be discontinued abruptly, as this can
precipitate status epilepticus with resulting maternal and fetal
hypoxia and threat to life. Evidence suggests that folic acid
supplementation prior to conception and during the first trimester of
pregnancy decreases the risk for congenital neural tube defects in the
general population. It is not known whether the risk of neural tube
defects or decreased 1Q in the offspring of women receiving valproate
1s reduced by folic acid supplementation. Dietary folic acid
supplementation both prior to conception and during pregnancy
should be routinely recommended for patients using valproate.

8.1 Pregnancy

Pregnancy Category D for epilepsy and for manic episodes associated
with bipolar disorder [see Warnings and Precautions (5.2, 5.3)].
Pregnancy Category X for prophylaxis of migraine headaches [see
Contraindications (4)].

Pregnancy Registry

To collect information on the effects of in utero exposure to Depakote,
physicians should encourage pregnant patients taking Depakote to
enroll in the North American Antiepileptic Drug NAAED) Pregnancy
Registry. This can be done by calling toll free 1-888-233-2334, and
must be done by the patients themselves. Information on the registry
can be found at the website, http://www.aedpregnancyregistry.org/.
Fetal Risk Summary

All pregnancies have a background risk of birth defects (about 3%),
pregnancy loss (about 15%), or other adverse outcomes regardless of
drug exposure. Maternal valproate use during pregnancy for any
indication increases the risk of congenital malformations, particularly
neural tube defects, but also malformations involving other body
systems (e.g., craniofacial defects, cardiovascular malformations,
hypospadias, limb malformations). The risk of major structural
abnormalities is greatest during the first trimester; however, other
serious developmental effects can occur with valproate use throughout
pregnancy. The rate of congenital malformations among babies born to
epileptic mothers who used valproate during pregnancy has been
shown to be about four times higher than the rate among babies born
to epileptic mothers who used other anti-seizure monotherapies [see
Warnings and Precautions (5.3)].

Several published epidemiological studies have indicated that children
exposed to valproate in utero have lower 1Q scores than children
exposed to either another antiepileptic drug in utero or to no
antiepileptic drugs in utero [see Warnings and Precautions (5.3)].

An observational study has suggested that exposure to valproate
products during pregnancy may increase the risk of autism spectrum
disorders. In this study, children born to mothers who had used
valproate products during pregnancy had 2.9 times the risk (95%
confidence interval [CI]: 1.7-4.9) of developing autism spectrum
disorders compared to children born to mothers not exposed to
valproate products during pregnancy. The absolute risks for autism




spectrum disorders were 4.4% (95% CI: 2.6%-7.5%) in valproate-

exposed children and 1.5% (95% CI: 1.5%-1.6%) in children not

exposed to valproate products. Because the study was observational in
nature, conclusions regarding a causal association between in utero
valproate exposure and an increased risk of autism spectrum disorder
cannot be considered definitive.

In animal studies, offspring with prenatal exposure to valproate had

structural malformations similar to those seen in humans and

demonstrated neurobehavioral deficits.

Clinical Considerations

- Neural tube defects are the congenital malformation most strongly
associated with maternal valproate use. The risk of spina bifida
following in utero valproate exposure is generally estimated as 1-2%,
compared to an estimated general population risk for spina bifida of
about 0.06 to 0.07% (6 to 7 in 10,000 births).

- Valproate can cause decreased I1Q scores in children whose mothers
were treated with valproate during pregnancy.

- Because of the risks of decreased 1Q, neural tube defects, and other
fetal adverse events, which may occur very early in pregnancy:

- Valproate should not be administered to a woman of childbearing
potential unless the drug is essential to the management of her
medical condition. This is especially important when valproate
use is considered for a condition not usually associated with
permanent injury or death (e.g., migraine).

- Valproate is contraindicated during pregnancy in women being
treated for prophylaxis of migraine headaches.

- Valproate should not be used to treat women with epilepsy or
bipolar disorder who are pregnant or who plan to become
pregnant unless other treatments have failed to provide adequate
symptom control or are otherwise unacceptable. In such women,
the benefits of treatment with valproate during pregnancy may
still outweigh the risks. When treating a pregnant woman or a
woman of childbearing potential, carefully consider both the
potential risks and benefits of treatment and provide appropriate
counseling.

- To prevent major seizures, women with epilepsy should not
discontinue valproate abruptly, as this can precipitate status
epilepticus with resulting maternal and fetal hypoxia and threat to
life. Even minor seizures may pose some hazard to the developing
embryo or fetus. However, discontinuation of the drug may be
considered prior to and during pregnancy in individual cases if the
seizure disorder severity and frequency do not pose a serious threat
to the patient.

- Available prenatal diagnostic testing to detect neural tube and other
defects should be offered to pregnant women using valproate.

- Evidence suggests that folic acid supplementation prior to conception
and during the first trimester of pregnancy decreases the risk for
congenital neural tube defects in the general population. It is not
known whether the risk of neural tube defects or decreased IQ in the
offspring of women receiving valproate is reduced by folic acid
supplementation. Dietary folic acid supplementation both prior to
conception and during pregnancy should be routinely recommended




for patients using valproate.

- Pregnant women taking valproate may develop clotting
abnormalities including thrombocytopenia, hypofibrinogenemia,
and/or decrease in other coagulation factors, which may result in
hemorrhagic complications in the neonate including death [see
Warnings and Precautions (5.8)]. If valproate is used in pregnancy,
the clotting parameters should be monitored carefully in the mother.
If abnormal in the mother, then these parameters should also be
monitored in the neonate.

- Patients taking valproate may develop hepatic failure [see Boxed
Warning and Warnings and Precautions (5.1)]. Fatal cases of hepatic
failure in infants exposed to valproate in utero have also been
reported following maternal use of valproate during pregnancy.

- Hypoglycemia has been reported in neonates whose mothers have
taken valproate during pregnancy.

Data

Human

There is an extensive body of evidence demonstrating that exposure to
valproate in utero increases the risk of neural tube defects and other
structural abnormalities. Based on published data from the CDC’s
National Birth Defects Prevention Network, the risk of spina bifida in
the general population is about 0.06 to 0.07%. The risk of spina bifida
following in utero valproate exposure has been estimated to be
approximately 1 to 2%.

The NAAED Pregnancy Registry has reported a major malformation
rate of 9-11% in the offspring of women exposed to an average of 1,000
mg/day of valproate monotherapy during pregnancy. These data show
up to a five-fold increased risk for any major malformation following
valproate exposure in utero compared to the risk following exposure in
utero to other antiepileptic drugs taken in monotherapy. The major
congenital malformations included cases of neural tube defects,
cardiovascular malformations, craniofacial defects (e.g., oral clefts,
craniosynostosis), hypospadias, limb malformations (e.g., clubfoot,
polydactyly), and malformations of varying severity involving other
body systems.

Published epidemiological studies have indicated that children
exposed to valproate in utero have lower 1Q scores than children
exposed to either another antiepileptic drug in utero or to no
antiepileptic drugs in utero. The largest of these studies is a
prospective cohort study conducted in the United States and United
Kingdom that found that children with prenatal exposure to valproate
(n=62) had lower 1Q scores at age 6 (97 [95% C.I. 94-101]) than
children with prenatal exposure to the other anti-epileptic drug
monotherapy treatments evaluated: lamotrigine (108 [95% C.I. 105—
110]), carbamazepine (105 [95% C.I. 102-108]) and phenytoin (108
[95% C.I. 104—112]). It is not known when during pregnancy cognitive
effects in valproate-exposed children occur. Because the women in this
study were exposed to antiepileptic drugs throughout pregnancy,
whether the risk for decreased 1Q was related to a particular time
period during pregnancy could not be assessed.

Although all of the available studies have methodological limitations,




the weight of the evidence supports a causal association between
valproate exposure in utero and subsequent adverse effects on
cognitive development.

There are published case reports of fatal hepatic failure in offspring of
women who used valproate during pregnancy.

Animal

In developmental toxicity studies conducted in mice, rats, rabbits, and
monkeys, increased rates of fetal structural abnormalities,
intrauterine growth retardation, and embryo-fetal death occurred
following treatment of pregnant animals with valproate during
organogenesis at clinically relevant doses (calculated on a body
surface area basis). Valproate induced malformations of multiple
organ systems, including skeletal, cardiac, and urogenital defects. In
mice, in addition to other malformations, fetal neural tube defects
have been reported following valproate administration during critical
periods of organogenesis, and the teratogenic response correlated with
peak maternal drug levels. Behavioral abnormalities (including
cognitive, locomotor, and social interaction deficits) and brain
histopathological changes have also been reported in mice and rat
offspring exposed prenatally to clinically relevant doses of valproate.

17 PATIENT COUNSELING INFORMATION

Birth Defects and Decreased 1Q

Inform pregnant women and women of childbearing potential that use of
valproate during pregnancy increases the risk of birth defects and decreased IQ in
children who were exposed.

Advise women to use effective contraception while using valproate. When
appropriate, counsel these patients about alternative therapeutic options. This is
particularly important when valproate use is considered for a condition not
usually associated with permanent injury or death. Advise patients to read the
Medication Guide, which appears as the last section of the labeling [see
Warnings and Precautions (5.2, 5.3, 5.4) and Use in Specific Populations (8.1)].
Advise women of childbearing potential to discuss pregnancy planning with their
doctor and to contact their doctor immediately if they think they are pregnant.

Encourage patients to enroll in the NAAED Pregnancy Registry if they become
pregnant. This registry is collecting information about the safety of antiepileptic
drugs during pregnancy. To enroll, patients can call the toll free number 1-888-
233-2334 [see Use in Specific Populations (8.1)].

KM

Depakote(2018/5/11)

4.1 Therapeutic indications

Treatment of manic episode in bipolar disorder when lithium is contraindicated
or not tolerated. The continuation of treatment after manic episode could be
considered in patients who have responded to Depakote for acute mania.

4.2 Posology and method of administration
Female children and women of childbearing potential

Valproate must be initiated and supervised by a specialist experienced in the
management of bipolar disorder. Valproate should not be used in female children
or women of childbearing potential unless other treatments are ineffective or not
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tolerated (see sections 4.3, 4.4 and 4.6).

Valproate is prescribed and dispensed according to the Valproate Pregnancy
Prevention Programme (see sections 4.3 and 4.4). The benefit and risk should be
carefully reconsidered at regular treatment reviews (see section 4.4).

Valproate should preferably be prescribed as monotherapy and at the lowest
effective dose, if possible as a prolonged release formulation. The daily dose
should be divided into at least two single doses (see section 4.6).

4.3 Contraindications

Depakote is contraindicated in the following situations:

- In pregnancy (see section 4.4 and 4.6).

- In women of childbearing potential unless the conditions of the pregnancy
prevention programme are fulfilled (see sections 4.4 and 4.6).

4.4 Special warnings and precautions for use

4.4.1 Special Warnings

Female children, women of childbearing potential and pregnant women:
Pregnancy Prevention Programme

Valproate has a high teratogenic potential and children exposed in utero to
valproate have a high risk for congenital malformations and neurodevelopmental
disorders (see section 4.6).

Depakote is contraindicated in the following situations:

- In pregnancy (see sections 4.3 and 4.6).

- In women of childbearing potential unless the conditions of the pregnancy
prevention programme are fulfilled (see section 4.3 and 4.6).

Conditions of Pregnancy Prevention Programme:

The prescriber must ensure that:

- Individual circumstances should be evaluated in each case. Involving the
patient in the discussion to guarantee her engagement, discuss therapeutic options
and ensure her understanding of the risks and the measures needed to minimise
the risks.

- The potential for pregnancy is assessed for all female patients.

- The patient has understood and acknowledged the risks of congenital
malformations and neurodevelopmental disorders including the magnitude of
these risks for children exposed to valproate in utero.

- The patient understands the need to undergo pregnancy testing prior to
initiation of treatment and during treatment, as needed.

- The patient is counselled regarding contraception, and that the patient is
capable of complying with the need to use effective contraception (for further
details please refer to subsection contraception of this boxed warning), without
interruption during the entire duration of treatment with valproate.

- The patient understands the need for regular (at least annual) review of
treatment by a specialist experienced in the management of bipolar disorder.

- The patient understands the need to consult her physician as soon as she is
planning pregnancy to ensure timely discussion and switching to alternative
treatment options prior to conception and before contraception is discontinued.
- The patient understands the need to urgently consult her physician in case of
pregnancy.
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- The patient has received the Patient Guide.
- The patient has acknowledged that she has understood the hazards and

necessary precautions associated with valproate use (Annual Risk
Acknowledgement Form).

These conditions also concern women who are not currently sexually active
unless the prescriber considers that there are compelling reasons to indicate that
there is no risk of pregnancy.

Female children

The prescriber must ensure that:

- The parents/caregivers of female children understand the need to contact the
specialist once the female child using valproate experiences menarche.

- The parents/caregivers of female children who have experienced menarche are
provided with comprehensive information about the risks of congenital
malformations and neurodevelopmental disorders including the magnitude of
these risks for children exposed to valproate in utero.

In patients who have experienced menarche, the prescribing specialist must
annually reassess the need for valproate therapy and consider alternative
treatment options. If valproate is the only suitable treatment, the need for using
effective contraception and all other conditions of the pregnancy prevention
programme should be discussed. Every effort should be made by the specialist to
switch female children to alternative treatment before they reach adulthood.

Pregnancy test

Pregnancy must be excluded before start of treatment with valproate. Treatment
with valproate must not be initiated in women of childbearing potential without a
negative pregnancy test (plasma pregnancy test) result, confirmed by a healthcare
provider, to rule out unintended use in pregnancy.

Contraception

Women of childbearing potential who are prescribed valproate must use effective
contraception without interruption during the entire duration of treatment with
valproate. These patients must be provided with comprehensive information on
pregnancy prevention and should be referred for contraceptive advice if they are
not using effective contraception. At least one effective method of contraception
(preferably a user independent form such as an intra-uterine device or implant) or
two complementary forms of contraception including a barrier method should be
used. Individual circumstances should be evaluated in each case when choosing
the contraception method, involving the patient in the discussion to guarantee her
engagement and compliance with the chosen measures. Even if she has
amenorrhea she must follow all the advice on effective contraception.

Annual treatment reviews by a specialist

The specialist should review at least annually whether valproate is the most
suitable treatment for the patient. The specialist should discuss the Annual Risk
Acknowledgement Form at initiation and during each annual review, and ensure
that the patient has understood its content.

Pregnancy planning

If a woman is planning to become pregnant, a specialist experienced in the
management of bipolar disorder must be consulted and treatment with valproate
should be discontinued, and if needed switched to an alternative treatment prior
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to conception and before contraception is discontinued.

In case of pregnancy

If a woman using valproate becomes pregnant, she must be immediately referred
to a specialist to re-evaluate treatment with valproate and consider alternative
treatment options. The patients with valproate-exposed pregnancy and their
partners should be referred to a specialist experienced in prenatal medicine for
evaluation and counselling regarding the exposed pregnancy (see section 4.6).

Pharmacists must ensure that:

- The Patient Card is provided with every valproate dispensation and that
patients understand its content.

- Patients are advised not to stop valproate medication and to immediately
contact a specialist in case of planned or suspected pregnancy.

Educational materials

In order to assist healthcare professionals and patients in avoiding exposure to
valproate during pregnancy, the Marketing Authorisation Holder has provided
educational materials to reinforce the warnings, provide guidance regarding use
of valproate in women of childbearing potential and provide details of the
Pregnancy Prevention Programme. A Patient Guide and Patient Card should be
provided to all women of childbearing potential using valproate.

An Annual Risk Acknowledgement Form needs to be used at time of treatment
initiation and during each annual review of valproate treatment by the specialist.

Valproate therapy should only be continued after a reassessment of the benefits
and risks of the treatment with valproate for the patient by a specialist
experienced in the management of bipolar disorder.

4.6 Fertility, pregnancy and lactation

* Valproate is contraindicated as treatment for bipolar disorder during
pregnancy.

- Valproate is contraindicated for use in women of childbearing potential unless

the conditions of the Pregnancy Prevention Programme are fulfilled (see sections
4.3 and 4.4).

Pregnancy exposure risk related to valproate

Both valproate monotherapy and valproate polytherapy are associated with
abnormal pregnancy outcomes. Available data suggest that anti-epileptic
polytherapy including valproate is associated with a greater risk of congenital
malformations than valproate monotherapy.

Teratogenicity and developmental effects

Congenital malformations

Data derived from a meta-analysis (including registries and cohort studies) has
shown that 10.73% of children of epileptic women exposed to valproate
monotherapy during pregnancy suffer from congenital malformations (95% CI:
8.16 — 13.29). This is a greater risk of major malformations than for the general
population, for whom the risk is about 2 — 3%. The risk is dose dependent but a
threshold dose below which no risk exists cannot be established.

Available data show an increased incidence of minor and major malformations.
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The most common types of malformations include neural tube defects, facial
dysmorphism, cleft lip and palate, craniostenosis, cardiac, renal and urogenital
defects, limb defects (including bilateral aplasia of the radius), and multiple
anomalies involving various body systems.

Developmental disorders

Data have shown that exposure to valproate in utero can have adverse effects on
mental and physical development of the exposed children. The risk seems to be
dose-dependent but a threshold dose below which no risk exists, cannot be
established based on available data. The exact gestational period of risk for these
effects is uncertain and the possibility of a risk throughout the entire pregnancy
cannot be excluded.

Studies in preschool children exposed in utero to valproate show that up to 30 —
40% experience delays in their early development such as talking and walking
later, lower intellectual abilities, poor language skills (speaking and
understanding) and memory problems.

Intelligence quotient (IQ) measured in school aged children (age 6) with a history
of valproate exposure in utero was on average 7 — 10 points lower than those
children exposed to other anti-epileptics. Although the role of confounding
factors cannot be excluded, there is evidence in children exposed to valproate
that the risk of intellectual impairment may be independent from maternal IQ.

There are limited data on the long term outcomes.

Available data show that children exposed to valproate in utero are at increased
risk of autistic spectrum disorder (approximately three-fold) and childhood
autism (approximately five-fold) compared with the general study population.

Limited data suggests that children exposed to valproate in utero may be more
likely to develop symptoms of attention deficit/hyperactivity disorder (ADHD).

Female children and woman of childbearing potential (see above and section 4.4)

If a woman plans a pregnancy

If a woman is planning to become pregnant, a specialist experienced in the
management of bipolar disorder must be consulted and treatment with valproate
should be discontinued, and if needed switched to an alternative treatment prior
to conception and before contraception is discontinued.

Pregnant women

Valproate as treatment for bipolar disorder is contraindicated for use during
pregnancy (see sections 4.3 and 4.4). If a woman using valproate becomes
pregnant, she must be immediately referred to a specialist to consider alternative
treatment options.

All patients with valproate-exposed pregnancy and their partners should be
referred to a specialist experienced in prenatal medicine for evaluation and
counselling regarding the exposed pregnancy. Specialised prenatal monitoring
should take place to detect the possible occurrence of neural tube defects or other
malformations. Folate supplementation before the pregnancy may decrease the
risk of neural tube defects common to all pregnancies. However the available
evidence does not suggest it prevents the birth defects or malformations due to
valproate exposure.
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epilim (2018/5/16)

4. Clinical particulars

4.1 Therapeutic indications

In the treatment of generalized, partial or other epilepsy.

4.2 Posology and method of administration
Female children and women of childbearing potential

Valproate must be initiated and supervised by a specialist experienced in the
management of epilepsy. Valproate should not be used in female children and
women of childbearing potential unless other treatments are ineffective or not
tolerated (see sections 4.3, 4.4 and 4.6).

Valproate is prescribed and dispensed according to the Valproate Pregnancy
Prevention Programme (see sections 4.3 and 4.4). The benefits and risks should
be carefully reconsidered at regular treatment reviews (see section 4.4).

Valproate should preferably be prescribed as monotherapy and at the lowest
effective dose, if possible as a prolonged release formulation. The daily dose
should be divided into at least two single doses (see section 4.6).

4.3 Contraindications

Epilim is contraindicated in the following situations:

- In pregnancy unless there is no suitable alternative treatment (see section 4.4
and 4.6).

- In women of childbearing potential unless the conditions of the pregnancy
prevention programme are fulfilled (see sections 4.4 and 4.6).

4.4 Special warnings and precautions for use

4.4.1 Special warnings

Female children, women of childbearing potential and pregnant women:
Pregnancy Prevention Programme

Valproate has a high teratogenic potential and children exposed in utero to
valproate have a high risk for congenital malformations and neurodevelopmental
disorders (see section 4.6).

Epilim is contraindicated in the following situations:

- In pregnancy unless there is no suitable alternative treatment (see sections 4.3
and 4.6).

- In women of childbearing potential unless the conditions of the pregnancy
prevention programme are fulfilled (see section 4.3 and 4.6).

Conditions of Pregnancy Prevention Programme:

The prescriber must ensure that:

- Individual circumstances should be evaluated in each case. Involving the
patient in the discussion to guarantee her engagement, discuss therapeutic options
and ensure her understanding of the risks and the measures needed to minimise
the risks.

- The potential for pregnancy is assessed for all female patients.

- The patient has understood and acknowledged the risks of congenital
malformations and neurodevelopmental disorders including the magnitude of
these risks for children exposed to valproate in utero.
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- The patient understands the need to undergo pregnancy testing prior to
initiation of treatment and during treatment, as needed.

- The patient is counselled regarding contraception, and that the patient is
capable of complying with the need to use effective contraception (for further
details please refer to subsection contraception of this boxed warning), without
interruption during the entire duration of treatment with valproate.

- The patient understands the need for regular (at least annual) review of
treatment by a specialist experienced in the management of epilepsy.

- The patient understands the need to consult her physician as soon as she is
planning pregnancy to ensure timely discussion and switching to alternative
treatment options prior to conception and before contraception is discontinued.
- The patient understands the need to urgently consult her physician in case of
pregnancy.

- The patient has received the Patient Guide.

- The patient has acknowledged that she has understood the hazards and
necessary precautions associated with valproate use (Annual Risk
Acknowledgement Form).

These conditions also concern women who are not currently sexually active
unless the prescriber considers that there are compelling reasons to indicate that
there is no risk of pregnancy.

Female children

The prescriber must ensure that:

- The parents/caregivers of female children understand the need to contact the
specialist once the female child using valproate experiences menarche.

- The parents/caregivers of female children who have experienced menarche are
provided with comprehensive information about the risks of congenital
malformations and neurodevelopmental disorders including the magnitude of
these risks for children exposed to valproate in utero.

In patients who have experienced menarche, the prescribing specialist must
annually reassess the need for valproate therapy and consider alternative
treatment options. If valproate is the only suitable treatment, the need for using
effective contraception and all other conditions of the pregnancy prevention
programme should be discussed. Every effort should be made by the specialist to
switch female children to alternative treatment before they reach adulthood.

Pregnancy test

Pregnancy must be excluded before start of treatment with valproate. Treatment
with valproate must not be initiated in women of childbearing potential without a
negative pregnancy test (plasma pregnancy test) result, confirmed by a healthcare
provider, to rule out unintended use in pregnancy.

Contraception

Women of childbearing potential who are prescribed valproate must use effective
contraception without interruption during the entire duration of treatment with
valproate. These patients must be provided with comprehensive information on
pregnancy prevention and should be referred for contraceptive advice if they are
not using effective contraception. At least one effective method of contraception
(preferably a user independent form such as an intra-uterine device or implant) or
two complementary forms of contraception including a barrier method should be
used. Individual circumstances should be evaluated in each case when choosing
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the contraception method, involving the patient in the discussion to guarantee her
engagement and compliance with the chosen measures. Even if she has
amenorrhea she must follow all the advice on effective contraception.

Annual treatment reviews by a specialist

The specialist should review at least annually whether valproate is the most
suitable treatment for the patient. The specialist should discuss the Annual Risk
Acknowledgement Form at initiation and during each annual review, and ensure
that the patient has understood its content.

Pregnancy planning

If a woman is planning to become pregnant, a specialist experienced in the
management of epilepsy must reassess valproate therapy and consider alternative
treatment options. Every effort should be made to switch to appropriate
alternative treatment prior to conception and before contraception is discontinued
(see section 4.6). If switching is not possible, the woman should receive further
counselling regarding the risks of valproate for the unborn child to support her
informed decision-making regarding family planning.

In case of pregnancy

If a woman using valproate becomes pregnant, she must be immediately referred
to a specialist to re-evaluate treatment with valproate and consider alternative
treatment options. The patients with valproate-exposed pregnancy and their
partners should be referred to a specialist experienced in prenatal medicine for
evaluation and counselling regarding the exposed pregnancy (see section 4.6).

Pharmacists must ensure that:

- The Patient Card is provided with every valproate dispensation and that
patients understand its content.

- Patients are advised not to stop valproate medication and to immediately
contact a specialist in case of planned or suspected pregnancy.

Educational materials

In order to assist healthcare professionals and patients in avoiding exposure to
valproate during pregnancy, the Marketing Authorisation Holder has provided
educational materials to reinforce the warnings, provide guidance regarding use
of valproate in women of childbearing potential and provide details of the
Pregnancy Prevention Programme. A Patient Guide and Patient Card should be
provided to all women of childbearing potential using valproate.

An Annual Risk Acknowledgement Form needs to be used at time of treatment
initiation and during each annual review of valproate treatment by the specialist.

Valproate therapy should only be continued after a reassessment of the benefits
and risks of the treatment with valproate for the patient by a specialist
experienced in the management of epilepsy.

Female children, women of childbearing potential and pregnant women:

Pregnancy Prevention Programme

Valproate has a high teratogenic potential and children exposed in utero to
valproate have a high risk for congenital malformations and neurodevelopmental
disorders (see section 4.6).
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Epilim is contraindicated in the following situations:

- In pregnancy unless there is no suitable alternative treatment (see sections 4.3
and 4.6).

- In women of childbearing potential unless the conditions of the pregnancy
prevention programme are fulfilled (see section 4.3 and 4.6).

Conditions of Pregnancy Prevention Programme:

The prescriber must ensure that:

- Individual circumstances should be evaluated in each case. Involving the
patient in the discussion to guarantee her engagement, discuss therapeutic options
and ensure her understanding of the risks and the measures needed to minimise
the risks.

- The potential for pregnancy is assessed for all female patients.

- The patient has understood and acknowledged the risks of congenital
malformations and neurodevelopmental disorders including the magnitude of
these risks for children exposed to valproate in utero.

- The patient understands the need to undergo pregnancy testing prior to
initiation of treatment and during treatment, as needed.

- The patient is counselled regarding contraception, and that the patient is
capable of complying with the need to use effective contraception (for further
details please refer to subsection contraception of this boxed warning), without
interruption during the entire duration of treatment with valproate.

- The patient understands the need for regular (at least annual) review of
treatment by a specialist experienced in the management of epilepsy.

- The patient understands the need to consult her physician as soon as she is
planning pregnancy to ensure timely discussion and switching to alternative
treatment options prior to conception and before contraception is discontinued.
- The patient understands the need to urgently consult her physician in case of
pregnancy.

- The patient has received the Patient Guide.

- The patient has acknowledged that she has understood the hazards and
necessary precautions associated with valproate use (Annual Risk
Acknowledgement Form).

These conditions also concern women who are not currently sexually active
unless the prescriber considers that there are compelling reasons to indicate that
there is no risk of pregnancy.

Female children

The prescriber must ensure that:

- The parents/caregivers of female children understand the need to contact the
specialist once the female child using valproate experiences menarche.

- The parents/caregivers of female children who have experienced menarche are
provided with comprehensive information about the risks of congenital
malformations and neurodevelopmental disorders including the magnitude of
these risks for children exposed to valproate in utero.

In patients who have experienced menarche, the prescribing specialist must
annually reassess the need for valproate therapy and consider alternative
treatment options. If valproate is the only suitable treatment, the need for using
effective contraception and all other conditions of the pregnancy prevention
programme should be discussed. Every effort should be made by the specialist to
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switch female children to alternative treatment before they reach adulthood.

Pregnancy test

Pregnancy must be excluded before start of treatment with valproate. Treatment
with valproate must not be initiated in women of childbearing potential without a
negative pregnancy test (plasma pregnancy test) result, confirmed by a healthcare
provider, to rule out unintended use in pregnancy.

Contraception

Women of childbearing potential who are prescribed valproate must use effective
contraception without interruption during the entire duration of treatment with
valproate. These patients must be provided with comprehensive information on
pregnancy prevention and should be referred for contraceptive advice if they are
not using effective contraception. At least one effective method of contraception
(preferably a user independent form such as an intra-uterine device or implant) or
two complementary forms of contraception including a barrier method should be
used. Individual circumstances should be evaluated in each case when choosing
the contraception method, involving the patient in the discussion to guarantee her
engagement and compliance with the chosen measures. Even if she has
amenorrhea she must follow all the advice on effective contraception.

Annual treatment reviews by a specialist

The specialist should review at least annually whether valproate is the most
suitable treatment for the patient. The specialist should discuss the Annual Risk
Acknowledgement Form at initiation and during each annual review, and ensure
that the patient has understood its content.

Pregnancy planning

If a woman is planning to become pregnant, a specialist experienced in the
management of epilepsy must reassess valproate therapy and consider alternative
treatment options. Every effort should be made to switch to appropriate
alternative treatment prior to conception and before contraception is discontinued
(see section 4.6). If switching is not possible, the woman should receive further
counselling regarding the risks of valproate for the unborn child to support her
informed decision-making regarding family planning.

In case of pregnancy

If a woman using valproate becomes pregnant, she must be immediately referred
to a specialist to re-evaluate treatment with valproate and consider alternative
treatment options. The patients with valproate-exposed pregnancy and their
partners should be referred to a specialist experienced in prenatal medicine for
evaluation and counselling regarding the exposed pregnancy (see section 4.6).

Pharmacists must ensure that:

- The Patient Card is provided with every valproate dispensation and that
patients understand its content.

- Patients are advised not to stop valproate medication and to immediately
contact a specialist in case of planned or suspected pregnancy.

Educational materials

In order to assist healthcare professionals and patients in avoiding exposure to
valproate during pregnancy, the Marketing Authorisation Holder has provided
educational materials to reinforce the warnings, provide guidance regarding use
of valproate in women of childbearing potential and provide details of the
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Pregnancy Prevention Programme. A Patient Guide and Patient Card should be
provided to all women of childbearing potential using valproate.

An Annual Risk Acknowledgement Form needs to be used at time of treatment
initiation and during each annual review of valproate treatment by the specialist.

Valproate therapy should only be continued after a reassessment of the benefits
and risks of the treatment with valproate for the patient by a specialist

experienced in the management of epilepsy.

New measures to avoid valproate exposure in pregnancy endorsed |
AnnexIll' (Last up date:2018/6/7) (EMA A& ¥}
Section 4.2 Posology and method of administration
[...]
Female children and women of childbearing potential
Valproate must be initiated and supervised by a specialist experienced in the
management of epilepsy, bipolar disorder or <migraine>. Valproate should not be
used in female children and women of childbearing potential unless other
treatments are ineffective or not tolerated.
Valproate is prescribed and dispensed according to the Valproate Pregnancy
Prevention Programme (sections 4.3 and 4.4).
[...]
Valproate should preferably be prescribed as monotherapy and at the lowest
effective dose, if possible as a prolonged release formulation. The daily dose

should be divided into at least two single doses (see section 4.6).

[...]

Section 4.3 Contraindications

[...]

<Invented name> is contraindicated in the following situations:

[...]

Treatment of epilepsy
in pregnancy unless there is no suitable alternative treatment (see section 4.4
and 4.6).
in women of childbearing potential, unless the conditions of the pregnancy
prevention programme are fulfilled (see section 4.4 and 4.6).

Treatment of bipolar disorder <and prophylaxis of migraine attacks>

in pregnancy (see section 4.4 and 4.6).

in women of childbearing potential, unless the conditions of the pregnancy

1 Changes to the summary of product characteristics, labelling or package leaflet - available when the CHMP or
CMDh recommends changes to the product information. Also includes conditions for lifting of suspensions, if
applicable
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[...

prevention programme are fulfilled (see section 4.4 and 4.6).

]

Section 4.4 Special warnings and precautions for use

[...

]

[This section should be amended to include the following box]

Pregnancy Prevention Programme
Valproate has a high teratogenic potential and children exposed in utero to
valproate have a high risk for congenital malformations and
neurodevelopmental disorders (see section 4.6).
<Invented name> is contraindicated in the following situations:
Treatment of epilepsy
in pregnancy unless there is no suitable alternative treatment (see sections
4.3 and 4.6).
in women of childbearing potential, unless the conditions of the

pregnancy prevention programme are fulfilled (see sections 4.3 and 4.6).

Treatment of bipolar disorder <and prophylaxis of migraine attacks>
in pregnancy (see sections 4.3 and 4.6).
in women of childbearing potential, unless the conditions of the

pregnancy prevention programme are fulfilled (see sections 4.3 and 4.6).

Conditions of Pregnancy Prevention Programme:

The prescriber must ensure that
Individual circumstances should be evaluated in each case, involving the
patient in the discussion, to guarantee her engagement, discuss
therapeutic options and ensure her understanding of the risks and the
measures needed to minimise the risks.
the potential for pregnancy is assessed for all female patients.
the patient has understood and acknowledged the risks of congenital
malformations and neurodevelopmental disorders including the
magnitude of these risks for children exposed to valproate in utero.
the patient understands the need to undergo pregnancy testing prior to
initiation of treatment and during treatment, as needed.
the patient is counselled regarding contraception, and that the patient is
capable of complying with the need to use effective contraception (for
further details please refer to subsection contraception of this boxed
warning), without interruption during the entire duration of treatment
with valproate.
the patient understands the need for regular (at least annual) review of

treatment by a specialist experienced in the management of epilepsy, or
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bipolar disorders <or migraine>.

the patient understands the need to consult her physician as soon as she is
planning pregnancy to ensure timely discussion and switching to
alternative treatment options prior to conception, and before
contraception is discontinued.

the patient understands the need to urgently consult her physician in case
of pregnancy.

the patient has received the patient guide.

the patient has acknowledged that she has understood the hazards and
necessary precautions associated with valproate use (Annual Risk

Acknowledgement Form).

These conditions also concern women who are not currently sexually active
unless the prescriber considers that there are compelling reasons to indicate

that there is no risk of pregnancy.

Female children
The prescribers must ensure that parents/caregivers of female children
understand the need to contact the specialist once the female child using
valproate experiences menarche.
The prescriber must ensure that parents/caregivers of female children
who have experienced menarche are provided with comprehensive
information about the risks of congenital malformations and
neurodevelopmental disorders including the magnitude of these risks for
children exposed to valproate in utero.
In patients who experienced menarche, the prescribing specialist must
reassess the need for valproate therapy annually and consider alternative
treatment options. If valproate is the only suitable treatment, the need for
using effective contraception and all other conditions of pregnancy
prevention programme should be discussed. Every effort should be made
by the specialist to switch the female children to alternative treatment

before they reach adulthood.

Pregnancy test

Pregnancy must be excluded before start of treatment with valproate.
Treatment with valproate must not be initiated in women of child bearing
potential without a negative pregnancy test (plasma pregnancy test) result,

confirmed by a health care provider, to rule out unintended use in pregnancy.

Contraception
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Women of childbearing potential who are prescribed valproate must use
effective contraception, without interruption during the entire duration of
treatment with valproate. These patients must be provided with comprehensive
information on pregnancy prevention and should be referred for contraceptive
advice if they are not using effective contraception. At least one effective
method of contraception (preferably a user independent form such as an intra-
uterine device or implant) or two complementary forms of contraception
including a barrier method should be used. Individual circumstances should be
evaluated in each case, when choosing the contraception method involving the
patient in the discussion, to guarantee her engagement and compliance with
the chosen measures. Even if she has amenorrhea she must follow all the

advice on effective contraception.

Annual treatment reviews by a specialist

The specialist should at least annually review whether valproate is the most
suitable treatment for the patient. The specialist should discuss the annual risk
acknowledgement form, at initiation and during each annual review and

ensure that the patient has understood its content.

Pregnancy planning.

For the indication epilepsy, if a woman is planning to become pregnant, a
specialist experienced in the management of epilepsy, must reassess valproate
therapy and consider alternative treatment options. Every effort should be
made to switch to appropriate alternative treatment prior to conception, and
before contraception is discontinued (see section 4.6). If switching is not
possible, the woman should receive further counselling regarding the valproate
risks for the unborn child to support her informed decision making regarding
family planning.

For the indication(s) <bipolar disorder> <and> < migraine> if a woman is
planning to become pregnant a specialist experienced in the management of
<bipolar disorder> <migraine> must be consulted and treatment with valproate
should be discontinued and if needed switched to an alternative treatment prior

to conception, and before contraception is discontinued.

In case of pregnancy

If a woman using valproate becomes pregnant, she must be immediately
referred to a specialist to re-evaluate treatment with valproate and consider
alternative options. The patients with a valproate exposed pregnancy and their
partners should be referred to a specialist experienced in <teratology> {to be

adapted depending on health care system} for evaluation and counselling
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regarding the exposed pregnancy (see section 4.6).

Pharmacist must ensure that
the patient card is provided with every valproate dispensing and that the
patients understand its content.
the patients are advised not to stop valproate medication and to
immediately contact a specialist in case of planned or suspected
pregnancy.
Educational materials
In order to assist healthcare professionals and patients in avoiding exposure to
valproate during pregnancy, the Marketing Authorisation Holder has provided
educational materials to reinforce the warnings and provide guidance
regarding use of valproate in women of childbearing potential and the details
of the pregnancy prevention programmeme. A patient guide and patient card
should be provided to all women of childbearing potential using valproate.
An annual risk acknowledgement form needs to be used at time of treatment
initiation and during each annual review of valproate treatment by the
specialist.

[..]

[..]

Section 4.6 Fertility, pregnancy and lactation

[...]

[This section should be amended to include the following wording]

Valproate is contraindicated as treatment for bipolar disorder <and migraine>
during pregnancy. Valproate is contraindicated as treatment for epilepsy during
pregnancy unless there is no suitable alternative to treat epilepsy. Valproate is
contraindicated for use in women of childbearing potential unless the conditions

of the pregnancy prevention programme are fulfilled (see sections 4.3 and 4.4).

[...]

If a woman plans a pregnancy

For the indication epilepsy, if a woman is planning to become pregnant, a
specialist experienced in the management of epilepsy, must reassess valproate
therapy and consider alternative treatment options. Every effort should be made
to switch to appropriate alternative treatment prior to conception, and before
contraception is discontinued (see section 4.4). If switching is not possible, the
woman should receive further counselling regarding the valproate risks for the
unborn child to support her informed decision making regarding family planning.

For the indication(s) <bipolar disorder> <and> < migraine> if a woman is

24




planning to become pregnant a specialist experienced in the management of
<bipolar disorder> <migraine> must be consulted and treatment with valproate
should be discontinued and if needed switched to an alternative treatment prior to

conception, and before contraception is discontinued.

Pregnant women
Valproate as treatment for bipolar disorder <and prophylaxis of migraine attacks>
is contraindicated for use during pregnancy. Valproate as treatment for epilepsy is
contraindicated in pregnancy unless there is no suitable alternative treatment (see
sections 4.3 and 4.4).
If a woman using valproate becomes pregnant, she must be immediately referred
to a specialist to consider alternative treatment options. During pregnancy,
maternal tonic clonic seizures and status epilepticus with hypoxia may carry a
particular risk of death for mother and the unborn child.
If, despite the known risks of valproate in pregnancy and after careful
consideration of alternative treatment, in exceptional circumstances a pregnant
woman must receive valproate for epilepsy, it is recommended to:
Use the lowest effective dose and divide the daily dose of valproate into
several small doses to be taken throughout the day. The use of a prolonged
release formulation may be preferable to other treatment formulations in
order to avoid high peak plasma concentrations (see section 4.2).
All patients with a valproate exposed pregnancy and their partners should be
referred to a specialist experienced in <teratology> {to be adapted depending on
health care system} for evaluation and counselling regarding the exposed
pregnancy. Specialized prenatal monitoring should take place to detect the
possible occurrence of neural tube defects or other malformations. Folate
supplementation before the pregnancy may decrease the risk of neural tube
defects which may occur in all pregnancies.
However the available evidence does not suggest it prevents the birth defects or

malformations due to valproate exposure.

[...]
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c BAR D D PERERAIA R 74 > LIRS 2017
F1E BRI E Y — ROJEHK
HH L DT ETF R
[ R E S
VAV =
AT b EEER R O,
3T HERPRIE DI
6.4 H% « HiPE
R[RAZEHTHLVTF UL, ST, WRORIID 3 7+ AICIRA L1256, Gk
PEZ R TRED RN 5 D, L2 > T, 2RO ORAZRAFIZFAE LTt 5 2 &
MUETH D, WA~ BEY 7F M) X BLOEEHPEHRED . 2Tk
S LTV,
BENEIR - HEAZ LT DHAICIE, ZTOEFOREEGT D, BEARELE S
5, EEEEIZPIELTHBET S, EWolzHEO U AT « RxT7 v b, BEBIV
EEE LI, oI BET ANER D D,
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s CAMmAiITA RZ 4 2018

13| TAA L bk

CQI13-1 LMD TAMNABIFITIBNT, GEIE - HEEICE L TED X 5 2 IARRY 2253t a A
WAL

TR - HPERFIC B DH T A ASK (antiepileptic drug:AED) DRE S L LTk, [HHA
Bhz2FHlE U, DR G EITGERIERICT 52 & OTE DT RAGEED D720y AED
IBRIRT 5 DAERMIEIR O AED O MAFREDOEENFEE T HHERENFT bND, IE
B« HPE DA REHI O T A ATIER B OZAGIZIER U, FIEIH] & g - HE~D Y
A7 ZWOTTODMEN S DT o A EZ[E LI fii e AEDEEL BiE4., & 610
BEHR - HPEICBA D 2 — i B FE, IR - FAER A~ AED 0% HER Of%E,
TAMADBIE, VOFHE R EIZOWTHERNS o2 21T 5 4Bz - HPEEICEET 5

AT DNWTE LICEEDTRLE,

R 1| HROTEEDH 3 TADABEICHT HIHEORS >~ b

HEIRAE]

OFAN - RELEDTP ReT7 5> ABE
FIREID S DDAV > T DERKE

hove) vy JEE
s TADAZS DD HE & FIROEREAH
- EES L URERS
- EHEINAER - HEOE®
IR, HEARENAED  REOBADEERD
B
- RBEBIZS L TODEETOEMNY R— FHER

QBHE LBHD S X TEMIT D X & HIET

- MTANAZE(AED) DR - BES L < (R ILEDOFEENE

- [RAGOIHE, CEHH T ERTLERNROER

- ZEHAORIIEADEAESOEIERTS
BTAREADDEAEDYE  NLTOR+AL
NIEEYHBWE 7z bA Y+ TYI R+
Jx/NILESY—IL
NLTOBROBEERERGEIT, BRENFDERBE
FREAI %ALY, BRE®E600mg/BUTE2EET

- FFEIREASDERBOBHFR(BRELT 04 mg/BEE)

-EBAR, MNEREOEH (R~ HERE TOR

BBIZHIT2EHHAEZE LW

IR

EHRER S L UIRZE

- AED R 5B OIRR (IRFEHRAUVBICH Hh b ST FlE
HNBAELICEZICOARET S
HERENICBRE 1B a 7 b 7071, ERREZE
REL, ZORBEAET 2

CHIR 16 BEERICa 7 b TOTA VRE

cEIR 1B TRERSHI A ERMBE=S ) %17
- SRURBERAREZEZ TESTIITER - FEIC
xR

HERS L UERE

C—RICIEERDBRAFIETH S
C SREABROTRALIREICL ZRBEOBBIERT S

HER

CERICAEDMPREAERD T I2HEAERSBEHET
%

CRIVFRUNICTEBFRADERICOVTRENIC
FIHF9 %)

AED ZRA L T AW CADABRE TIE—AD L OZEITAME TRV E NS T—
2851 HERFIZ AED ZIRH L TW D et 6 A L2 RF O F T3 BB EE 1T 4~10%
FRETHY, —RAODEA DT 2~5%L LR TEB L Z 2~3 fFEV, Z DO
LY A7 1%, IRA LTS AED Ik > TENRDH D, Fiz. FHEEIRIFO AED IR,
R RE ORI ~OEEITIZ L A L0,

FHROFEIZ OV I A DICA DN DA LT, DBH, NEZR, L0
FENE, 2L Talg hAwB ey L B REOBENER S TW A0, RIS

DNTIE, BEHITHL N RET R,

B 7R 0ER 72 & DT R OBHEEZ T 25813 TALAR E O AEERIC
SWTHBL (7L ¥—)L, ZJoz=hr v, IR EEL FERNIFURL
VIR IE DR AT H 2 & 72 ) S0ug LA ED =R b a B R E LD~ 2 \WidZE
DM DOREIEF B 72 EITDONT b EEM ARIEEFIE O U 28 2 5%1T 2 L O IZEID 5,
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CQ13-2  UERFTREZR ZZMEIZ 31T D HT T A ASRIETE D IEE UL /RT D>

B OTCTANAIEIRANC X2 AR OFREY 2 7 IXHAINRARE X 0 & i OFH
TE< Y AT 2EROFEHRIC L > TH U A7 ORREITER R D, EIRFHIT AN ASE
AR 3B 225G VR SEIRAT 2 O HOR D 72 AR 2 H 5 L. E&TTME Y 2 7 OfRNEE
FZ2BIRT 5, B TANATEO RGIERBBEICEAT AR R 2R 1 ITRLE,
RFTEvZ L TE N FATHAEROLG AL ERBERINME, IANEE b
W TERBRITE N, 7= A, 7= /2L E X —L, P YT ~— MIATERBER
B0 E < 2SIV B ERIIMA L O AR BLERE N,

1|1 ATADLARERRAIC &L 32 X5 (major congenital malformation) &R E

VPA CBZ LTG PB PHT LEV OXC TPM
EURAP 9.7% 5.6% 2.9% 7.4% 5.8% 1.6% 3.3% 6.8%
(98/1,010) | (79/1,402) | (37/1,280) | (16/217) (6/103) (2/126) | (6/184) (5/73)
NAAPR 9.3% 3.0% 1.9% 5.5% 2.9% 2.4% 2.2% 42%
(30/323) (31/1,033) | (31/1,562) | (11/199) | (12/416) | (11/450) | (4/182) | (15/359)
UKlre 6.7% 2.6% 23% 3.7% 0.7% 43%
(82/1,220) | (43/1,657) | (49/2,098) (3/82) (2/304) (3/70)
AUS 13.8% 5.5% 4.6% 2.4% 2.4% 5.9% 2.4%
(35/253) (19/346) (14/307) (1/41) (2/84) (1/17) (1/42)
NMBR 6.3% 2.9% 3.4% 7.4% 1.7% 1.8% 4.2%
(21/333) (20/685) (28/833) (2/27) (2/118) (1/57) (2/48)
SNBR 4.7% 2.7% 2.9% 6.7% 3.7% 7.7%
(29/619) (38/1,430) | (32/1,100) (8/119) (0/61) (1/27) (4/52)

(BREBEUT @Y. VPA: N7 O, CBZ: ALNTEEY, LTG: SERUFY, PB: 7x//NLES—L, PHT: 7x= kA ¥,
LEV: LRFS€F L, OXC: FIZRANNLE V(2018 F 1 BRHATEATIERAKRE), TPM: hrEST— )

(EURAP(European and international registry of antiepileptic drugs in pregnancy) : 3 — 0 v /N & CERBEMIETE, NAAPR(North
American antiepileptic drugs and pregnancy registry) : JtKTO#E. UKlire(UK and Irish epilepsy and pregnancy registry) : ZE
BEXUT7ALF Y FTORE, AUS(Australian Register of Antiepileptic Drugs in Pregnancy) : # —X 5 ) 7 TO#E. NMBR
(Medical birth registry of Norway) : /L7 = —TO##, SMBR(Swedish medical birth register) : 27 = —5 >~ THAE)

(Tomson T, Xue H, Battino D. Major congenital malformations in children of women with epilepsy. Seizure. 2015 : 28 : 46-50. &
VEIEE €3]

HAIOBENMETIENEY 27 BRI CTADAETH - TH, ZHIOHHOEHA IT3EHA
DIAHE DN L > TUIMEFEY A7 BNEL< b Z L ICEBRMLETH D, SAIEE
ORI, PEHIC L > TG 27 REE 2385 L LI aig, 7=k,
T )NV EH = ARBHITHEN TS, £72, BLCTADNAKOMAE T, LT g
FHINNANTEBE L HHWNEIT == b L+ TV I RAT 2 )NV EXZ— LD LT, 7=
=R A VERITINANRTBE L LN E Y — LR 2 8 ORFE DA L DM AE Y
b, ALY A7 2BINEE5 2 ERENTW D,

N TaBEERTFICRA LR D A /NEO 1Q (& 1Q. FrZEREM:
1Q) DR T EMAE (FFIZ 1,000mg/H EL EOEH&ETEHR) 2265 2 &, AE
AR NTLADOFIEY A7 PRENZ EDRMEIN TS, ST afBIdfgaErE ) 27
DEWEIZNZ T, WORMEBRERER LOTEEEOIEY 2712250 TH 0 E
TRETHD, ROEGETMAT 561, ATRERRY 600mg/H FREELL T O R EIZT
RETh D, MHPREDOLENZE KD T DRBAEIE AR E E L, [EERAIZ & AR FTRE 7R
BSOSV T O GIZER L CUIERREM A2 ET 5 Z L3R5 SN TN D,
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—MAEBEA DR TADAES | )
Bk wumEER
s
LRI AATAPAELOBEBITERO ZTREZB Y ECELA L RiFET,
T, EMYUESCH LITRFAWEREEE L, RN CETREERECBT L LT
wEET MY 7 AR FEVCET S RERTOEEICY LE LT, AEEFERAR, 2
LUNRAPSBEDXCBVTEEL., AATAPAFR L LTUTOHRERRETHD &

ML= TIHER L ETF £,

ApZappt b Uy SEESCEWIER

B, FAERTHS “MRUITHEL TWA RO S AN OB ~0OBITIZE
L. IFRETANAUNREIE - EERE - BEBRELR L CICRERBB I TAMAIC
£ MERITEREECRELEE - 528 SOTRE] O - SR> VLT, TZ&R) Tkl

I(FEOEREFTLHERE OHIIRITT 5,

FALLBROFHLWVDIEEBEOCEL LITET,
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BEFMEEE - SEHEREEZENREERE B =

I EINEES T O

BER MRS

1 -

FRIER] ORI T2EREEFITOVWT

BETHA JHEHEOZ L EBEVRLETET,
ST, BERFAERSOBRMNCECBITAFAEEORBIEC &, SREELEENZFEE LK
Hiz oW T TFO@mYEIZER L EFE4,

za

1. TEAAEF— Ea"pvEZ—F MDA RSy — s
o CWETRICH L TRES L

2. LT afEE Ry oA
oo BETRICKI L TERES Y

HAETOYBERORE VA REHER L - E T UTORNELTIORZYETHHEELS,
(HETER)

O TEETAPA UPRIE - BRSE - HHEDHRIER SRS RIE) BLUTADAILHE
S PERRITENES (R - B8RS B LU L OB S SMOBREDTRR) OoB61T T
EOERERTLIRECETAEE] LT5I2E 8D, THAR) Lkl

FREEREEIZ OV T, TAPADRE LR TRECHREZETIEFIBETIER) &
THLE LD, BELERLTAETRLVWEELD,

—7. FEEREEOREME OBES ., R UIFHE L TWATRREED I 54t (g, iR,
FHRE~OHRE|OEBE] ~OF513 [HEl THOWEEX AP, BEESHHOBRY
FEHOZ L,

LLE

<BEWEDEE>

AN A BARR TS B
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201942 f 12 H
HAEFBERE - AFEHERERLTSHRRE K&

FE BTEIETIFHEOZLLBEUH L RITEY,
T, RV LE LR TFRER) ORILICHT»BEREIEREIC-E, SHETHE
WERL D BNFAOEF LR bR REEMTIRETHY 7,

T, EROEZEHEICC FEAECOYRBEROREW A HBREZE Lz LT, BUTON
BETHONPYUTHELEXS, | EHLEFEFENAETCOALT T MY TLAORDY
BNNZONTHIROEE 1 # Z8BEEy, JEIZAhEBhMhVIZREeNEFELET
B, BRHEOMEEORMLFIEBIN TS FHES) ¢REOHRLERHY ., B
EORECBOTHERLEENTHALOEIND TIEH D THA,

TAPARRCREOW T2~ U—7  F{R{E#E (MEDSAFE) #BRV:THRHEM& T4
mE B RERLE~OER RO TEY ., TEERFOHRREIZ OV T HLEKOFR
BW TR ETOBAPRD LN TR T, ARICBVTH, TAPALEDTH
BHEESFERIHECRESN D FRIEFICE . LRNICRERICER, HEZTZS LW
V= AVRELHVET, I LEHEIERAHE LS Lo TRICERZE 0 &
ZABDEVH ZEREEERTAERGEELEL, EHFELITERL TV I WEEOH D HEA
~OERICOVWTIFZER L SN TEBENSH Y 1,

SEEE LV ERINUETE CREEFRB LU ) SR OBREDHRE CIIER £ 721X
HR L TOWAHERRERH SmAIKH L TCOMRAEZH®E LI TnETH, ZodiTick-
TIHEREBFEHTLEFABREELZY, RUEHTREEETAZ L TEHEMEIRET S
ERTFRENET, OWTIREFTORBEZETLIZL LR, TH LIEELRTL
DITILEHTE COEHZRO AR E LT ZE#Mm<HFELET,

LA BARRERSICBT AEATHY | ERROBMERFICBINE L TIEE
72 B iR TN IR B FHETH D ET,

L

NN B AR RHE A

k3 e ila

KEEBAEKAE A M
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& 1)
AR AT BT Y oA (VPA) OFYHW

BN ERELT (EMA) Pharmacovigilance Risk Assessment Committee 2018

- {RUERE E I EEREEIC R LT
VPA JERTUIER L T2 620
HEWBEIZBWTIE, BRWRE Lo RNLIRTH 7 2 72 A03Thiu TWieif T VPA %
ERLTERZ SN

s TAPAICH LT
VPARHRPICHER L TR G20, LALREL, —HOTANA LEREIZISWTIZVPA %
HIEF A2 EBREERZ LBHD LRBMINTHEY | ERPICHEMFEOED 27 70 FiziaEs
LR onZ Eib D

HEEEMS - EFfRSAHT MHRA) 2018
- VPA i3I8 wRE L IC B WO TGRS ED 2B S OMEA SN ~ETH D
T ZORBRITEIRT T 0 77 ARG RITER S 2

7 7w AENIEIES - BERAUSTSEHEEM (ANSM) 2017
» VPA [ I BUBRMEREE TR e BT A A W E R TR EIZ B IE TH B
+ TAIAATDINT
R, BEL, SRS, ERICITERAME 2RV TSR 5

KEALERESR (FDA) 2016

- TAPAEIHBEREIC SN T

HFFY—D
AR Y ALY BH D RPN HERCEIRRAASNEISESNLDS
A THERS 2 e — AT, L RTNESETERWESK

ARSI DT

A7 EY—X
R LT U A2 bR 55 A% FA S

B RS 12 X 5 Joint Task Force of International League Against Epilepsy 2016
- ZERETRE AR RISV T R[RERIR D VPA 2T A& Th D
AEFAEDfER, TADADI Y e L OEEM, FVRAATE D BE R ONER A~ &
VPA R OTEFEIRE DA IME L T3 Z L2 ETS
ERIE LS BE, BRIl - TREFORBAN L OB THRELEXET D

= a2— U7 F{REE (MEDSAFE) 2014

s VPA IR ET TH S
- VPA (Il DTGRP E R D WIZBFER R T L 2R AR HER T~ & Thn
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LZAT, FR30FE1Z2H2 1 HNEERSER1 22 1545 CIORKERD Y T LI-EROHF
KOEFE LT, FR~OBTIc 0¥ E LCTREL T,

L, DFDEHICOWTIRER BECEL T,

(1) BT LDV RIBHC DWW IERL 220, HRBLUCHTEL T 2RHEE0H 5 L] ©
By, MEREEEALESE ] CRAVI EAARREL L AZFTE BuvE T,

(2) £, COEHRL LY FEROEMESROEEIE~D L 7o O — FABL2E
(D EFOC, MTALAETCHFMICEN CEIENBZ L TV 3ER (e s~>—1 %) &k
DWTOBGOIEKRICS TEE W& FLE T,

LA E

BA®MREFES
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% 2014511 BelE] (BERWEICH OHED (B21H
#2014 1 AET
B R EERRTEERER TSI L) [[BRO EDTE] DESR]
FEFREARR | IEICERRDBRAICHERT S &

GG

BAEEARORES

871139, 871179

MTADAE. &% - BRIREEBRER. Fia@iaEs
o UPEERET|  gamEy ) ULTOBF UYL

M TINT ik

|I| DEPAKENE® Tablets
sox % ER - EEIEOUNEICLUBRAT S &

100mg
TINS5 200mg

100mgiE 200mgiE

% B S | 22400AMX00867 | 22400AMX00868

A IR & 201251283 2012F128

Bk 55 4 88 19814% 98 1975% 38

BI@ER 1989F 128

BEROLOBRS DRMOEPIRRE 1 2002F 97

HEEE I | e e e D3] 20112 6

B2 (ROBHEICIEIBELEVI E)]
1) EEREIBEDH 35S (FIBEHNHR< HSHNBFNICA BHEND D D)
2) KEPFEEDFHINRRLARIAENE USTNRL -REITOV, AONRLKIDY, 1 SRRLKIOY - VS REFY
FRUD L EPRRL, RURRLKIDY. FEXRL ERFVIL) #HALBVNI &, [[BEER] DBSR]
D EEIAOVEEEDRE (EEAS Y E-PIENBSHONEIEHHB.]

[FRIZR (ROBEICBHBEELLEVWCEZRRET 2P, FHICDEETIHEICEBERICRET S L)]
HERIFIHRL TODTREMDDBHRA [[HR. ER RILFF\DHRS] DRER)

[# B - 1% K]

1. A%
@ B TN V8100mg TN >8§200mg
BEHRLSY 18P BB/ U TOBF U 4100mg 18P BB/ TOBF U5 £5200me
IFEVO—R BBE=Z8tEE BBHLFINDD. BRAVAD—IALYI L HU)Y
B0 BB IR TV, BRELF LY. BRATPYU VBV IRy A BBE FO+Y 7O EIO—
2. BRETJOXD—2 (BRES7:2910). BRD-Y>=h—
2. HAIOMRK
o B E& (mm) |[EE (mm)| EE () £® il @ RN #ALS
N #, 74 KH102
TN 5100me 8.2 4.2 0.19 @ D RN ptvel [ N
e op e e, T4 A KH103
7/ >48200mg 9.2 4.9 0.26 O C O | 225200 oot
(%hEE - 20R. A - AE]
RhE - BR P - 8

1.BETADA UIFEE - EQFME  RBOBERELSUICE
BEE) BFOTADAICHDMEBTTEREE Rk - 258
145%5) Disk

2. BARBLOBD DROBREDER

BH1B2/N)VTOBS D AELTL00~1.200meg% 182~
3@ICAHFTRO%BET 5,
ozl &t - ERICHUCBEER T 5,

3. FERRESEEDFEAE I

BE1BENVTOBS ~UDAELTL00~800megz 182~
3@ICHHFTRO®KST 5

BH. Ep - FERISICUCEEBRT 5D 18B8& L T1,000mg
TRV Eo

(ZhEE- HRICEHET B EALDER)
(FSaRSEEDFEMH)
KRG FEBAEEOSMEROHATIBREBICKE
ZZICLTOBBRBICDHRSTEH &,

[EFA EDEE
1. BEERSCROBEICIIEEIRHSTEIL)
1) FHEAERBE R C OB EE DD B E FHEEESEN'E

3) BRENDEARUBRBEDGBBRHEROBR O DR

DEREDBEUERDBILT2HENN D D.]

D UTOEDBERRYAOVERBENRONDEZE [EF

BRFVEZPMENBSHONEHE NI B B,]

(1D REFHOMEE L <IFRERHDESEDEEDD

58E

(2) RRYAVIREERSRERBOILRIETCDRIE

EDO#H28E
2. ERREAREERE

D ARF TESFEEDBOSN TN S, iEIRT STRE

<BLH5HNBHEND B Do)
2) EMBYEDREREDH 5HE
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IBE(CHIET D &, (1R, ER. BILBE\DEKRS]
NIBER)

2) TAHABBICBNTE EAPICHTBSEDRH
BBV ROLBSODIEICKY. TADAEBIREN B
SNz EHNHBEDT H/EEDIETRREICIE HA
[CRBITBDRE/EICITO . Bd. SEHE. £HS
DBEFIHITEBITD &,

3 AEBERBICHSOTIE FEIFHIBLICEBERIEZE
BIBEETEBODT FEHFREPICEBRIENF
BUILBEICERBICIH U THEBRIELSEEABEAS
VBT E BEFICCDIEABEICTDICHALTD
<Ct0

4) FBEEREICSVLTIE. RFHIES DIFERDZBE T
DICERL, BERERREOEL BRICLUBEDD
EAETADOXEBHRLIG2Ic5—BARFI OB S #PIE
L. BEMEOLEMECDOVTRNTE . Bd, fiE
ROBENROSNBVBEICIE. BREES &R
LW &,

5) EERTIEE B E5MHI6HBUAICEZO.) BdShhn
BENDBBDT B5 161 PR ST ICBFRERE
BEATOBE BEOREATDICRERIS &,
CDRELEBPIITEHNICARERERAITOZENE
FLU
Flo FRELEHICRBRRBES K OSHONE T
EPBBEDT. ZOKDBERDDSONIZHBEICE.
BHICHEUSNEZITTO S,

6) ERDPITHNICERERE. MBRREZTOED
BELL,

D RBVAOWERBEDNREOLNIBEICHOOTE. &F
BERICPI/BONEORBZEETD & 98,
CDEOBBETCEAF BRSSPI PVEZ7EBOE
FOEBL, TABBRAETO S,

8) BR&. X2/ &P REBEEENEDE TN S
EDBBDT, AFIBEPDBEICSEHEDEGTER

&2 BRAER - 18BHE | M- -BREF
SERNUFY LREEIOBEL¥ | FICBFHTILE
BEIDHK2MEERET | OVEBEHN'ES
BEDHREDDDo | TDo
HUFIEBERER [NV TOBOER | BERNILTORE
PAEUVE MEBRSNBZE | BEHNLERET S,
AN T Ftz, NIVTOBED
REHPEESND,
AVVYTEEVRER | L LR B DIERD | BB DA o XA
IPENLE BRIBDI DD | ODMPEEE LS
D27V HAIDL | B, =t3,
IURORAYY |(NUVTOBOER | EREFNHFF
IRFIY MBE=NSZ & | HO0—LP-4501C&
AN T 2 YA H % I
L. N7 OBOMm
PREHN LRI S,
H0FE/NA PIYVRER (R | BREARBPTH D,
BWRIEERD) DS
bhicEDRSED
B0
4. BIfEFA

OBETANABLIOTADAICHES ERBITEIES

B OO BREICRBISEROLDIR TS &o

3. #88FA

) HAERWALBOLIE)

A% ERRER - BELE| M7 BREF
AVANRLRAENE | TADADFEAE | NV T OB OM
NZARLNEITOY (HBRITEE | PRENMETT
(NZV) | H'd B, %o
XONRLKEDH (XONY)
SINRLKIN- Y524
FYFRIOL (FIFL)
EPARL G AAYY)
FUANR LK
(Z1=N\vHR)
FENRL ERFIN
(F5NR4)
2) HRER(BRICER TS IL)
EAB BRRER - BBLE | M5 BREF
NVEY—VEE | NI OBOER| NI OBOMmSP
21/NVER-IE | HNESS. NLEY— | BEDMETTB. &
JVEERIDAERDME | 1o, NVEY—UBE

MEBSNBH &
N5,

BIBDZEDN DD, |FIOMPREEE L
Fctd.
JIZhAY NIVTOBOER | NV TOBOMSP
AN EEY DRSS EREEID | BENMET I D0 &
ERNMERR(E A | 1o A EFIDMmSP
FIBDEDN DD, | BEZLERI. &
TSt
IrROYIF ELEFOERD | ELEFOMPER
PIRUTFIY |BRIBIEN DD, |EE2LRSES,
JIWEUTFIY
HONHY LA NUVTOBOER | ERFABTHS

ANV OBOMm
PRENLFT S,

i (200mg). YOV I ICLBDERELROII7EI2BET
DEMMERBEREICHSUWOT 10,5630, BIERDORIE
BE1,5296) (FEIBZK14.5%) T. 21414 TH>1,
TR ERFIERS82H (5.5%). - 5D =3834%
(B3.6%). RS- ZE L) [B0L2744F (2.6%). BARAIR1824F
(17%). BREBEE157¢ (1.5%). £ 5B2R734 (0.7%)
ZThol.

OFBB L UIRS DBDIRIRE. FIEBFIEDORELF
AHOBRBRD L OED DRDIIREE. HBmIEIEDFA
MHNCR T BDEBICHAOTIE, BEL BIIMERICHRS
EEAEZEROEFEOVICDONT (FE4S  EEEFE104
S BAICHE T EFRAERERE L TESBSNICIZD,
FHERARIIRBEDPE LB DIERNTOREEEML TV
AN
1) EXLENEA

() BIERFRSOEERES. &8, BihFFSF4AicC
TENBBIDT. THOICREBEATOVEERA
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