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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

.J272 0UNInN DYIR'Y IYXIA 12 VTN KA |'7n'7k’J 0N'sa
.JAX2 nion 'nivnun 'n'y v 0OV IX LOPL NOBOIN

:0'NAN 0'9'Y021 YY) X911 [17Va DRIDTYA

Patient safety information Card

The marketing of Depalept is subject to a risk management plan (RMP) including a 'Patient safety
information card'. The 'Patient safety information card', emphasizes important safety information that
the patient should be aware of before and during treatment. Please explain to the patient the need
to review the card before starting treatment.

4.4. Special warnings and precautions for use

Estrogen-containing products

Concomitant use with estrogen-containing products, including estrogen-containing hormonal
contraceptives, may result in decreased valproate efficacy (see section 4.5). Prescribers should
monitor clinical response (seizure control) when initiating or discontinuing estrogen-containing
products.
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However, valproate does not reduce efficacy of hormonal contraceptives.

Cognitive or extrapyramidal disorders

Cognitive or extrapyramidal disorders can be associated with imaging findings of cerebral atrophy.
This type of clinical picture can thus be confused with dementia or Parkinson’s disease. These
disorders are reversible on treatment discontinuation (see section 4.8).

Information related to excipients

Depalept 200, Depalept 500, Depalept Syrup and Depalept oral Solution contains 28 mg, 70mg, 29
mg and 28 sodium respectively per tablet, 5ml and 1 ml respectively equivalent to 1.4%, 3.5%, 1.5%
and 1.4% respectively of the WHO recommended maximum daily intake of 2 g sodium for an adult.

Depalept Syrup containes sorbitol and sucrose. Patients with rare hereditary problems of fructose
intolerance, glucose-galactose malabsorption or sucrase-isomaltase insufficiency should not take
this medicine.

Precautions for use

In patients with renal insufficiency, elevated circulating valproic acid concentrations in the blood
should be taken into account and the dosage should be reduced accordingly.

4.5. Interaction with other medicinal products and other forms of interaction

+ Estrogen-containing products, including estrogen-containing hormonal contraceptives

Estrogens are inducers of the UDP-glucuronosyl transferase (UGT) isoforms involved in valproate
glucuronidation and may increase valproate clearance, which in turn is thought to cause a decrease
in serum valproate concentrations and to potentially reduce valproate efficacy (see section 4.4).
Consider monitoring valproate serum levels.

Conversely, valproate has no enzyme-inducing effect; as a consequence, valproate does not reduce
the efficacy of estro-progestative agents in women receiving hormonal contraception.

+ Nimodipine (oral route and, by extrapolation, by injection)

There is a risk of a 50% increase in plasma nimodipine concentrations. Therefore, nimodipine dose
reduction is necessary in hypotensive patients.

+ Propofol

A possible increase in propofol blood levels may occur. When coadministered with valproate, a
reduction in propofol dose should be considered.

+ Zonisamide
Increased hyperammonemia with increased risk of encephalopathy may occur.

Regular monitoring of clinical and laboratory parameters is required.

4.6. Fertility, pregnancy and lactation

In utero exposure to valproate may also result in hearing impairment/loss due to ear and/or nose
malformations (secondary effect) and/or to direct toxicity on the hearing function. Cases describe
both unilateral and bilateral deafness or hearing impairment. Outcomes were not reported for all
cases. When outcomes were reported, the majority of the cases had not resolved.

Estrogen-containing products

Estrogen-containing products, including estrogen-containing hormonal contraceptives, may increase
the clearance of valproate, which may result in decreased serum concentration of valproate and
potentially decreased valproate efficacy (see sections 4.4 and 4.5).

4.8. Undesirable effects

Nervous system disorders

Common: nausea



Rare: diplopia
Renal and urinary disorders

Common: urinary incontinence.

Skin and subcutaneous tissue disorders

Rare: drug hypersensitivity syndrome.

Paediatric population

The safety profile of valproate in the paediatric population is comparable to adults, but some adverse
reactions are more severe or principally observed in the paediatric population. There is a particular
risk of severe liver damage in infants and young children especially under the age of 3 years. Young
children are also at particular risk of pancreatitis. These risks decrease with increasing age (see

section 4.4).

Psychiatric disorders such as aggression, agitation, disturbance in attention, abnormal behaviour,
psychomotor hyperactivity and learning disorder are principally observed in the paediatric population.

5.2. Pharmacokinetic properties

Paediatric population
Above the age of 10 years, children and adolescents have valproate clearances similar to those

reported in adults. In paediatric patients below the age of 10 years, the systemic clearance of
valproate varies with age. In neonates and infants up to 2 months of age, valproate clearance is
decreased when compared to adults and is lowest directly after birth. In a review of the scientific
literature, valproate half-life in infants under two months showed considerable variability ranging
from 1 to 67 hours.

In children aged 2-10 years, valproate clearance is 50% higher than in adults.
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