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leVéseizure 500 W i

Levetiracetam

Levetiracetam
30 F.C.Tablet - P

Indications:

* Myoclonic seizures:

Adjunctive therapy in the treatment of myoclonic seizures in adults and adolescents 12 years of age
and older with juvenile myoclonic epilepsy.

e partial-onset seizures:

Adjunctive therapy in the treatment of partial-onset seizures in adults and children 1 month and older
with epilepsy.

* Primary generalized tonic-clonic seizures:

Adjunctive therapy in the treatment of primary generalized tonic-clonic seizures in adults and
children 6 years of age and older with idiopathic generalized epilepsy.

» Off-label uses:

1. Bipolar disorder in adults (depressive episodes, manic or mixed episodes, rapid cycling)

2. Subarachnoid hemorrhage- Prophylaxis of seizure following SAH
3. Tardive dyskinesia (neuroleptic induced)

by o 3lwgls oSy No.11, Sofe Ind. Zone,7th Km of Shiraz road, Isfahan, IRAN  P.O.Box: 81745-567
Tel: (+98)31 36540659 36540859 Fax: (+98)31-36540436
RAHA Pharma, Co I 7Elet i e
Email: marketing@rahapharm.com www.rahapharm.com
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DRUGS WHICH EXACERBATE
EPILEPTIC SEIZURES

Aminophylline/ Cocaine

theophylline

Amphetamines Isoniazid

Analgesics eg tramadol | Ketamine

Antibiotics eg Lidocaine (lignocaine)

penicillins,

Cephalosporins, Lithium

quinolones

Antidepressants Mefloquine

Anticholinergics eg Methylene

benzatropine dioxymethamfetamine
(ecstasy)

Anti-emetics eg Non -steroidal anti-

prochlorperazine inflammatory

Antipsychotics eg drugs (especially in

chlorpromazine combination

Baclofen with quinolone
antibiotics)

Bupropion [Zyban] Opioids eg
diamorphine, pethidine

Cholinesterase Oral contraceptives

inhibitors eg donepezil

Ciclosporin Vincristine
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mg g
PRESENTATION: Depakine® Chrono retard 500 mg iSvailable as slow release scored film-coated tablets, each containing
acid 145 mg, the amount equivalent to sodium valproate 500 mg for one scored film-coated tablet.

secondary and focal types of epileptic fits
Bipolar disorders: treatment of manic episode in bipolar disorder when lithium is contraindicated or ot tolerated. The continuation of treatment
after manic episodgcould be considered in patients who have responded o valproate therapy for acute mania
3. POSOLOGY AND METHOD OF ADMINISTRATION: Posdlogy: Female children and women of childbearing potential * Valproate must be.

initiated and super by a specialist inthe of epilepsy or bipolar disofir. Valproate should not be used in female ™
children and wormen of child-bearing potential unless other treatments are ineffective or ot tolerated

Epilepsy Dosage for adults the nitial daily dosage is usually 10 to 15 mg/kg. The mean dosage is 20 to 30 ma/kg per
are not brought under control at this dosage, it may be increased and patients must be closely monitored. Dosage for children the usuat
for children is 30 mg/kg body weight/day. Dosage for adolescents (over 12 years) the usual dose for adolescents is 25ma/kg body weighitiday:
Dosage for elderly patients (> 65 years) the dose for elderly patients is determined based on seizure control. The daily dose must be divided
into 1-2 single doses. Dosage for patients with kidney failure and/or liver function disorders these patients may require a dose reduction. Since
there is no relevant correlation between dose and serum level, the dose should be adjusted depending on the clinical response. Children and
adolescents for children below 11 years the use of another oral pharmaceutical form (granules, syrup, oral suspension) is more appropriate.
Maric episodes in bipola disorder Dosage for adults th intalrecommended daily dose is 750 mg, In addilon, n cinical fals a staring dose
of 20 mg valproate/kg body weight has also shown an safety profile. Prolonged can be given once of iwice:
daily. The mean daily dose Usually ranges between 1000 and 2000 mg valproate. Dosage for children and adolescents the safety and

of Depakine® forthe treatment of manic episodes in bipolar disorder have not been evaluated in patients aged less than 18 years. ﬂumm,
Method of Oral use. The slow-release tablets should be taken one hour before meals (in the momings after fasting), i
If this causes gastro-intestinal side effects, the slow-release tablets should be taken during or after @ meal. They should be swallowed
chewing, whole or in two halves, with plenty of fluid (e.g. a glass of water). In view of the sustained release process-and the i
excipients in the formula, the inert matrix of the granules is not absorbed by the digestive tract; it is eliminated in th el
substances have been released. The duration of treatment is determined by the treating doctor:

4. CONTRA-INDICATIONS: Depakine is contraindicated i the following situations: Hypersensitivity to the aciive sibsig
excipients, acute hepatits, chronic hepatitis, own or family history:of severe fiver disorders, especially if due to
sodium valproate/valproic acid therapy), hepatic-porphyria, Patients with known urea cycle disorders.
Treatment of epilepsy: in pregnancy uniess there is no sullable altemative freatment. In women of chidbearing
of the pregnancy prevention programme are fulflied
Treatment of bipolar disorder. in pregnancy. In women of childbearing potential, unless the conditions of the,
are fufiled
Patients known to have mitochondrial disorders caused by mutations in the nuclear gene encogif§ mitochondrial enzyme poly
ted of having a POL G-related disorder
togram: Valproate has a high teratogenic
disorders Depakine
unless thereis altemnative treatment. In women of
programme are fulfiled. Treatment of bipolar disorder- in pregnancy.
In women of childbearing potential, unless the condiions of the ey prevention programme aro fulfiled. Conditions of Pregnancy
Prevertion Progran T prescriber must ensure hat. ndvidyal G es should be evaluated in each case, involving the patient in the
discussion, her of the risks and the measures needed to
minimize the isks. The Pl rorencys usmmwa%eb pationts. B et i uncorstood and scknowledged the risks of
congenital f these risks for children exposed to valproate in utero
The patient understands e need 0 undergo pregnancy testing {0 initiation of treatment and during freatment, as noeded. The patient is
counselled regarding contraception, and that the pati of complying with the need to use effective contraception, without
interruption during the entire duration of treatment wiff valproate. The patient understands the need for regular (at least annual) review of
reatment by a specialist experienced in the managément of epilepsy. The patient understands the need to consuit her physician as soon as
she s planning pregnancy o ensure timely discusSion and switching to altemative treatment options prior to conception, and before contracep-
tion 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). Liver damage
Occasionally severe damage to the liver has been observed. Infants and children under the age of 3 suffering from severe epileptic seizures
are most commonly affected. Pancreas damage
Very rarely severe pancreatitis, which may be fatal, has been reported. The risk of fatal outcome is greatest in young children and decreases
with increasing age. Long-term therapy During long-term therapy together with other antiepileptic drugs, especially phenytoin, signs of brain
damage (encelopathy) may occur (increased seizures, lack of drive, stupor, muscie weakness, disorders

ncy prevention programme

potential and children exposed in utero o righ fisk
is contraindicated in the following situations: Treatment.
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caused by mutations of mitochondrial DNA as well as the nuclear- encoded POLG gene. {s] As with other
drugs, some patients may experience, instead of an improvement, a reversible worsening of convulsion frequency and severity (including
status epilepticus), or the onset of new types of convulsions with valproate. Depakine contains sodium. One Depakine chrono retard 500 mg
film-coated tablet contains 2, 1 mmol (47, 2 mg) sodium. This should be considered during a sodium controlled diet
6. INTERACTIONS: Neuroleptics, MAO mhlb;lols antidepressants and benzodiazepines, Lithium, Diazepam, Lorazepam, Phenobarbital,
Primidone, Phenytoin, C: Felbamate, Vitamin K
Zidovudine, Olanzapine, ; Pm fol, Alcohol, Enzyme-ind drugs,
chloroguine, Drugs with high level of protein binding, Cimetidine, erythromycin, Antibiotics of the type.
mipenem), Rifampicine, Colestyramine, Fiuoxetine, Phonyioin, Phenobarbial, Prolease inhbiors, Esirogen-containing products, including
taining hormonal Other C of valproic acid together with topiramate and acetazol-
amide has been andior c of valproate and quetiapine may increase the
tisk of ﬂeulmpenla/leuoopema \/alproic acid usually does not have an enzyme-inducing effect. Therefore the effectiveness of contraceptive
hormone preparations (‘the pil") is not reduced by valproic acid. An enhancement of the liver toxicity of valproic acid through potentially
drugs and also alcohol cannot Since is eliminated mainly via the renal route in the form of ketone bodies,
afalse positive reaction in  test for ketone body elimination must be considered in the case of diabetics with suspected ketoacidosis. Depend-
ing on the plasma concentration, valproic acid causes thyroid hormones to be dislodged from the protein binding and more rapid metabolisation
of these hormones. Therefore a thyroid function test may cause hypothyreosis to be suspected falsely.
7. FERTILITY, PREGNANCY AND LACTATION: Pregnancy. Valproate is contraindicated as treatment for bipolar disorder during pregnancy.
Valproate is contraindicated as treatment for epilepsy during pregnancy unless there is no stitable altemative to treat epilepsy. Valproate is
contraindicated for use in women of childbearing potential unless the conditions of the pregnancy prevention programme are fulfiled. Both
valproate and valproate with abnormal pregnancy outcomes. Available data suggest that antiepileptic
polytherapy including valproate is associated with a greater risk of congenital than valproate 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. If, despite the known
Tisks of valproate in pregnancy and after careful consideration of altemative treatment, in exceptional circumstances a pregnant woman must
receive valproate for epilepsy, itis to use the lowest effective d d 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. Breastfeeding Valproate is excreted in human milk with a concentration ranging from 1% to 10% of
matemal serum levels. Benefit of breast-feeding for the child and the benefit of therapy for the woman must be taken into account. Fertilty
Amenorthoea, polycystic ovaries and increased testosterone levels have been reported in women using valproate. Valproate administration
may also impair fertility in men. Case reports indicate that fertility dysfunctions are reversible after treatment discontinuation.
8. UNDESIRABLE EFFECTS: Congenital, familial and genetic disorders: Congenital malformations and neuro-developmental disorders.
Blood and lymphatic system disorders: Common: anemia; thrombocytopenia. Metabolism and nutrition disorders: Common: Hyponatraemia,
Anorexia, increased appetite, weight gain. Nervous system disorders: Very common: tremor. Common: Extrapyramidal disorders stupor,

Ibamate, /

serious general changes in the EEG). Precautions: Liver function tests must be done before starting the therapy, and especially in risk patients
at regular intervals during the first 6 months of treatment. Blood tests (blood count including thrombocyte count, bleeding time and coagulation
tests) are recommended before starting the therapy, before surgery, and in the case of spontaneous haematomas or bleeds. Systemic lupus.
erythematodes: In rare cases valproate can induce systermic | or ting lupus Treatment with
valproic acid/sodium valproate can cause hyperammonaemia. If an enzyme defect in the urea cycle is suspected, a metabolic examination
should be done before starting the treatment due to the risk of hyperammonaemia with valproic acid. Patients with previous bone marrow lesion
must be monitored very closely. In patients with renal insufficiency it may be necessary fo decrease the dosage. As monitoring of plasma
concentrations may be misieading, dosage should be adjusted according to clinical monitoring. C treatment The use of

cramps, memory disorders, headache, nystagmus, dizziness.

Ear and labyrinth disorders: Common: hearing loss. Gastrointestinal disorders: Very common: nausea. Common: Vomiting, gingival disorders
(mainly gingival hyperplasia), stomatitis, epigastric pain, and diarthea. Skin and subcutaneous tissue disorders: Common: Hypersensitivity
reactions, transient and/or dose-dependent hair loss, nail and nailbed inflammation. Vascular disorders: Common: bleeding Reproducllve
system and breast disorders: Common: Dysmenorthoea. Psychiatric disorders: Common state,

attention, aggression, agitation, disturbance in atiention. Renal and urinary disorders: Common: Urinary incontinence

For uncommon, rare and very rare side effects see full prescribing information

9. OVERDOSE: Gastiic lavage (up to 10-12 hours after oral intake) with aspiration protection and intensive care monitoring, if necessary.

valproic acid/sodium valproate and a carbapenem is not recommended. Valproate very commonly causes weight gain, which may be marked
and progressive. Palients with an underlying camitine palmitoylransferase (CPT) ype Il deficiency should be wamed of the greater risk of
thabdomyolysis when taking valproate with valproic valproate is for children under the age of 3.
Thereby the benefit of antiepileptic treatment must be weighed against the potential risk of liver damage o pancreatitis before starting the
treatment. Concurrent use of salicylates must be avoided because of the risk of liver toxicity in these patients. Suicide / suicidal thoughts or
clinical deterioration: Suicidal ideation and behaviour have been reported in patients treated with antiepileptic agents in several indications.
Patients with known or suspected mitochondrial disease: Valproate may trigger or worsen clinical signs of underlying mitochondrial diseases
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[ and forced diuresis may be effective, but thereby only the free concentration of valproic acid (about 10%) is eliminated. There
is not sufficient with the of charcoal perfusion and with complete plasma substitution and transfusion.
Therefore intensive intemal therapy without specific detoxification procedures, especially in children, but with monitoring of the serum
concentration is recommended. In some cases intravenous administration of naloxone to improve consciousness has been described as.
effective.

10. PHARMACODYNAMIC PROPERTIES: Antiepileptic drug/fatty acid derivatives; ATC Code: NO3AGO1

Date of Revision of API: Nov 2019 based on the SmPC as of Nov 2018
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