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VALPROIC ACID 145 MG
VALPROIC ACID ( AS SODIUM) 333 MG
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Treatment of generalized or partial epilepsy secondary epilepsy and mixed forms of epilepsy.
Bipolar disorders:
Treatment and/or prevention of acute manic episodes in the context of bipolar disorders.
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4.2 Posology and method of administration

Notes
When switching from previous (non-prolonged-release) dosage forms to Depalept chrono, care
must be taken to ensure adequate serum levels of valproic acid.

Method of administration

Oral use.
The daily dose should be administered in 1 dose or 2 divided doses, preferably during meals and
should be swallowed whole with a glass of water, but not carbonated mineral water.

4.5 Interaction with other medicinal products and other forms of interaction

Concomitant use with metamizole may lead to a decrease in serum valproate levels,
which may potentially result in decreased clinical effectiveness of valproate. Prescribers
should monitor clinical response (seizure control or mood control) and consider
monitoring serum valproate levels if necessary.

4.6 Fertility, pregnancy and lactation

Teratogenicity and Developmental Effects
Pregnancy Exposure Risk related to valproate
Both valproate monotherapy and valproate polytherapy are frequently associated with abnormal

pregnancy outcomes. Available data suegestthatantieptleptic pelytherapyinehadingvalproateis
assoctated-with-agreatershow an increased risk of severe congenital malformations than-and
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neurodevelopmental disorders with valproate, both when used as monotherapy_and as part of
combination therapy, compared to the unexposed population.

Congenztal malformations

Data-derivedfromaA meta-analysis (including registries and cohort studies) showedhas-shews
that approximately 11% +8-73-% of children of epileptic women exposed to valproate
monotherapy during pregnancy suffer from congenltal malformations-(95-%-CE-816—13-29).
This_value is a-greaterhigher than the risk of major malformations-than for the general population;
for-whem-theriskis (about 3 %). The risk of severe congenital malformations in children
following in utero exposure is greater in the case of anti-epileptic combination therapy with
valproate than anti-epileptic combination therapy without valproate.

The risk is dose dependent in valproate monotherapy, and available data suggest dose
dependency in combination therapy. However,but a threshold dose below which no risk exists
cannot be established.

NeurodevelopmentalDevetepmentat-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 of neurodevelopmental
disorders (including autism) seems to be dose-dependent when valproate is used as
monotherapy. but a threshold dose below which no risk exists, cannot be established based
on available data. When valproate was used in combination with other anti-epileptic agents
during pregnancy, the risk of neurodevelopmental disorders was also significantly increased in
these offspring compared to children from the general population or children of untreated
epileptic mothers.

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

When valproate is used as monotherapy, studiesStadies-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.

Fertility

Amenorrhoea, polycystic ovaries and increased testosterone levels have been reported in women
using valproate (see section 4.8). Valproate administration may also impair fertility in men (see
section 4.8).

Fertility dysfunctions are reversible in some cases, at the earliest 3 months after treatment
discontinuation. A limited number of case reports indicate that a large dose reduction can
improve fertility. However, in some other cases, it is not known whether male infertility was

reversible.
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