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Depalept is indicated for the treatment of generalized or partial epilepsy secondary generalized
epilepsy and mixed forms of epilepsy.
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Sodium valproate 200 mg/tab
Sodium valproate 500 mg/tab
Syrup: Sodium Valproate 200 mg/5ml
Oral Solution: Sodium Valproate 200 mg/1ml
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4.5. Interaction with other medicinal products and other forms of interaction
+ Metamizole

Metamizole may decrease valproate serum levels when co-administered, which may result in
potentially decreased valproate clinical efficacy.

Prescribers should monitor clinical response (seizure control or mood control) and consider
monitoring valproate serum levels as appropriate.
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4.6. Fertility, pregnancy and lactation

Teratogenicity and neuro-developmental effects

Both valproate monotherapy and valproate polytherapy including other antiepileptics are frequently
assomated with abnormal pregnancy outcomes show an increased nsk of maJor A¥a#able—data

congemtal malformatlons and neurodevelopmental dlsorders in both valproate monotherapy and
polytherapy compared to the population not exposed to valproate. Valproate was shown to cross the
placental barrier both in animal species and in humans (see section 5.2). In animals, teratogenic
effects have been demonstrated in mice, rats and rabbits (see section 5.3).

¢ Congenital malformations

A meta-analysis (including registries and cohort studies) showed that about 11% of children of
epileptic women exposed to valproate monotherapy during pregnancy had major congenital
malformations . This is greater than the risk of major malformations in the general population (about
2-3%).

The risk of major congenital malformations in children after in utero exposure to anti-epileptic
polytherapy including valproate is higher than that of anti-epileptic drugs polytherapy not including
valproate.

This risk is dose-dependent in valproate monotherapy, and available data suggest it is dose-
dependent in valproate polytherapy. However a threshold dose below which no risk exists cannot be
established.

In utero exposure to valproate may result in congenital eye disorders (including coloboma and
microphthalmia), which were reported in association with other congenital anomalies. These
congenital eye disorders may affect visual ability.

e Neuro-developmental disorders

Studies have shown that exposure to valproate in utero increases the risk of neuro-developmental
disorders in exposed children. The risk of neurodevelopmental disorders (including that of autism)
seems to be dose-dependent when valproate is used in monotherapy but a threshold dose below
which no risk exists, cannot be established based on available data. The-period-of risk-could-invelve

thocnbroorcononsn

When valproate is administered in polytherapy with other anti-epileptic drugs during pregnancy, the
risks of neurodevelopment disorders in the offspring were also significantly increased as compared
with those in children from general population or born to untreated epileptic mothers.

The period of risk for these effects is uncertain and the possibility of a risk throughout the entire
pregnancy cannot be excluded.

When valproate is administered in monotherapy, studies in pre-school 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.

Fertility

Fertility disorders are in some cases reversible at least 3 months after discontinuing treatment.
Furthermore, a limited number of the cases reported suggest that fertility disorders may improve in
the event that the dose is significantly reduced. However, in other cases, the reversibility of male
infertility is unknown.




4.8. Undesirable effects

Reproductive system and breast disorders

e Rare: male infertility i
section 4.6), ....

5.3. Preclinical safety data
Reproductive toxicity

In repeated dose toxicity studies, testicular degeneration/atrophy, abnormal spermatogenesis and a
decrease in testes weight were reported in adult rats and dogs after oral administration starting at
doses of 1 250 mg/kg/day and 150 mg/kg/day, respectively.

In_juvenile rats, the decrease in testes weight was only observed at doses exceeding the
maximum tolerated dose (from 240 mg/kg/day by intraperitoneal or intravenous route) and with
no associated histopathological changes. No effects on the male reproductive organs were noted
at_tolerated doses (up to 90 mg/kg/day). Based on these data, juvenile animals were not
considered to be more susceptible than adults to testicular disorders. Relevance of the testicular
findings to paediatric population is unknown.

In_a fertility study in rats, valproate administration at doses up to 350 mg/kg/day did not alter male
reproductive performance. However, male infertility has been identified as adverse reactions in
humans (see sections 4.6 and 4.8).
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