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DEPAKINE 200 mg/ml, oral solution

QUALITATIVE AND QUANTITATIVE COMPOSITION
1 ml of solution is equivalent to 200 mg of sodium valproate.

CLINICAL PARTICULARS
THERAPEUTIC INDICATIONS
- In the treatment of generalized or partial epilepsy, particularly with the
following patterns of seizures:
. absence
. myoclonic
. tonic-clonic
. atonic
. mixed
As well as, for partial epilepsy:
. simple or complex seizures
. secondary generalized seizures
. specific syndromes (West, Lennox-Gastaut)

POSOLOGY AND METHOD OF ADMINISTRATION

Daily dosage should be established according to age and body weight : nevertheless

the wide individual sensitivity to valproate should be also considered.

A good correlation has not been established between daily dose, serum

concentration and therapeutic effect and optimum dosage should be determined

essentially according to the clinical response : the determination of valproic acid
plasma levels may be considered in addition to clinical monitoring when adequate
seizure control is not achieved or when adverse effects are suspected. The reported
effective range is usually between 40-100 mg/L(300-700 umol/L).

Initiation of Depakine solution therapy(oral administration)

- In patients without other antiepileptic drugs. the dosage should be preferably
increased by successive dose levels at 2-3 day intervals in order to reach the
optimum dosage in about one week.

- In patients previously receiving antiepileptic agents, substitution with Depakine
should be progressive, the optimum dosage being reached in about 2 weeks and
other treatments being tapered then stopped.

- Addition of an other antiepileptic agent should be done progressively where it is
necessary ( see “DRUG INTERACTIONS™ ).

Oral administration of Depakine solution : practical considerations

Dosage

Initial daily dosage is usually 10-15 mg/kg. then doses are titrated up to the

optimum dosage(see “Initiation of Depakine solution therapy™ ).

This is generally within the range 20-30 mg/kg. Nevertheless, where seizure control

is not achieved within this range, the dose may be further increased adequately ;

patients should be carefully monitored when receiving daily doses higher than 50

mg/kg(see “Precautions™ )

- In children, usual dosage is about 30 mg/kg per day.

- In adults, usual dosage is within the range 20-30 mg/kg per day.

- In elderly, although the pharmacokinetics of Depakine are modified. they have

limited clinical significance and dosage should be determined by seizure control.

Administration

Depakine solution may be given twice daily.

CONTRA-INDICATIONS

- Acute hepatitis

- Chronic hepatitis

- Personal or family history of severe hepatitis, especially drug related

- Hypersensitivity to sodium valproate

- Hepatic porphyria

SPECIAL WARNINGS AND SPECIAL PRECAUTIONS FOR USE
Special Warnings

Liver dysfunction:

- Conditions of occurrence:

Severe liver damage resulting sometimes in fatalities have been exceptionally
reported.

Experience in epilepsy has indicated that patients most at risk especially in cases of
multiple anticonvulsant therapy are infants and young children under the age of 3
with severe seizure disorders. particularly those with brain damage. mental
retardation and (or) congenital metabolic or degenerative disease.

After the age of 3, the incidence of occurrence is significantly reduced and
progressively decreases with age.

In most cases, such liver damage occurred during the first 6 months of therapy.
- Suggestive signs:

Clinical symptoms are essential for early diagnosis. In particular, the following
conditions which may precede jaundice should be taken into consideration,
especially in patients at risk (see “Conditions of occurrence™).

- non specific symptoms, usually of sudden onset. such as asthenia,
anorexia, lethargy, drowsiness, which are sometimes associated with
repeated vomiting and abdominal pain.

- in patients with epilepsy, recurrence of seizures.

Patients (or their family of children) should be instructed to report immediately any
such signs to a physician should they occur. Investigations including clinical
examination and biological assessment of liver function should be undertaken
immediately.

- Detection:

onfirmation of

protein synthesis particularly prothrombin rate. are most releva

v low pn ate. particularly in association with other
biological abnormalities (significant decrease in fibrinogen and coagulation factors:
increased bilirubin level and raised transaminases) requires cessation of Depakine
therapy. As a matter of precaution and in case they are taken concomitantly
salicylates should also be discontinued since they employ the same metabolic

pathway.

Precautions

- Liver function tests should be carried out before therapy (see
“CONTRAINDICATIONS™ ). and periodically during the first 6 months
especially in patients at risk ( see “Special Warnings™ ).

As with most antiepileptic drugs. mild increased liver enzymes may be noted.
particularly at the beginning of the therapy: they are transient and isolated.
without clinical sign.

More extensive biological investigations (including prothrombin rate) are
recommended in those patients; an adjustment of dosage may be considered
when appropriate and tests should be repeated as necessary.

- Monotherapy is recommended in children under the age of 3 years when
prescribing Depakine. but the potential benefit of Depakine should be weighed
against the risk of liver damage in such patients prior to initiation of therapy
(see “Special Warnings™ ).

The concomitant use of salicylates should be avoided in those children under 3
due to the risk of liver toxicity.

- Blood tests (blood cell count. including platelet count, bleeding time and
coagulation tests) are recommended prior to initiation of therapy or before
surgery. and in case of spontaneous bruising or bleeding (see “UNDESIRABLE
EFFECTS™).

- In patients with renal insufficiency. it may be necessary to decrease dosage. As
monitoring of plasma concentrations may be misleading. dosage should be
adjusted according to clinical monitoring.(see “Pharmacokinetic properties™ )

- Although immune disorders have been only exceptionally noted during the use
of Depakine, the potential benefit of Depakine should be weighed against its
potential risk in patients with systemic lupus erythematosus.

- Exceptional cases of pancreatitis have been reported; therefore patients
experiencing acute abdominal pain should have pancreatic enzymes estimated
prior to surgery.

- When an urea cycle enzymatic deficiency is suspected, metabolic investigations
should be performed prior to treatment because of the risk of hyperammonemia
with valproate.

DRUG INTERACTIONS

Effects of Valproate on other drugs

- Neuroleptics, MAO inhibitors, antidepressants and benzodiazepines
Depakine may potentiate the effect of other psychotropics such as neuroleptics,
MAQO inhibitors, antidepressants and benzodiazepines: therefore clinical
monitoring is advised and dosage should be adjusted when appropriate.

- Phenobarbital
Depakine increases phenobarbital plasma concentrations (due to inhibition of
hepatic catabolism) and sedation may occur, particularly in children. Therefore,
clinical monitoring is recommended throughout the first 15 days of combined
treatment with immediate reduction of phenobarbital doses if sedation occurs
and determination of phenobarbital plasma levels when appropriate.

- Primidone
Depakine increases primidone plasma levels with exacerbation of its adverse
effects (such as sedation); these signs cease with long-term treatment. Clinical
monitoring is recommended especially at the beginning of combined therapy
with dosage adjustment when appropriate.

- Phenytoin
Depakine decreases phenytoin total plasma concentration. Moreover Depakine
increases phenytoin free form with possible overdosage symptoms (valproic
acid displaces phenytoin from its plasma protein binding sites and reduces its
hepatic catabolism). Therefore clinical monitoring is recommended:; when
phenytoin plasma levels are determined, the free form should be evaluated.

- Carbamazepine
Clinical toxicity has been reported when valproate was administered with
carbamazepine as valproate may potentiate toxic effect of carbamazepine.
Clinical monitoring is recommended especially at the beginning of combined
therapy with dosage adjustment when appropriate.

- Lamotrigine
Valproate may reduce lamotrigine metabolism and increase its mean half life,
dosages should be adjusted(lamotrigine dosage decreased) when appropriate.
There are suggestions. yet to be proven. that the risk of rash may be increased
by co-administration of lamotrigine with valproic acid.

- Zidovudine
Valproate may raise zidovudine plasma concentration leading to increase
zidovudine toxicity.

Effects of other drugs on Valproate

Antiepileptics with enzyme inducing effect (including phenytoin. phenobarbital,

carbamazepine) decrease valproate serum concentrations. Dosages should be

adjusted according to blood levels in case of combined therapy.

On the other hand. combination of felbamate and valproate may increase valproate

serum concentration. Valproate dosage should be monitored.

Mefloquine increases valproic acid metabolism and has a convulsing effect:
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