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Valoroic Acid 
Start with-or add-Depakene. More toxic 

agents can often be avoided or reduced. 
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Start with Add 

Depakene. Depakene. 
Subtract more toxic agents. 

Depakene is indicated for sole or Studies show ¥3 to 2 of patients 

adjunctive therapy in patients with with absence seizures also expe- 

absence seizures, and adjunctively rience tonic-clonic seizures:”” 

in patients with multiple seizure These patients often need multiple 

types that include absence. drug therapy. 

With drug-naive patients, the By using Depakene as part of the 

chances are excellent that Depakene initial regimen, you can frequently 

will be the only agent needed to reduce the need for more toxic 

control absence seizures. agents, and extend your range of 

therapy from the start of treatment. 
After a decade of clinical use 

throughout the world, Depakene 

has an impressive record of control- 

ling absence seizures, often in 

patients resistant to other forms of 

drug therapy. Depakene is consid- 

ered a drug of choice in many 

European countries. 
Complete prescribing information 

Common side effects are relatively can be found on the following page 

mild in context with other agents. along with full disclosure. 

Capsules: 250 mg; Syrup: 250 mg/5 ml 
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Valproic Acid 

DESCRIPTION Information For Patients: Since DEPAKENE may produce CNS depression, especially DEPAKENE (valproic acid) is a carboxylic acid designated as 2-propylpentanoic acid. It when combined with another CNS depressant (e.g., alcohol), patients should be advised is also known as dipropylacetic acid. DEPAKENE has the following structure: not to engage in hazardous occupations, such as driving an automobile or operating dan- 
gerous machinery, until it is known that they do not become drowsy from the drug. 

Drug Interactions: DHPAKENE may potentiate the CNS depressant activity of alcohol. 
THERE IS EVIDENCE THAT DEPAKENE MAY CAUSE AN INCREASE IN SERUM CH,-CH,-CH, 0 PHENOBARBITAL LEVELS, ALTHOUGH THE MECHANISM OF THE INTERAC. SS eS ‘TION IS UNKNOWN. ALL PATIENTS RECEIVING CONCOMITANT BARBITURATE oe THERAPY SHOULD BE CLOSELY MONITORED FOR NEUROLOGICAL TOXICITY, 

SERUM BARBITURATE DRUG LEVELS OBTAINED, IF POSSIBLE, AND THE BAR" es es <= BITURATE DOSAGE DECREASED, IF APPROPRIATE. CHy-CH,-CH, OH THERE IS CONFLICTING EVIDENCE REGARDING THE INTERACTION OF 
DEPAKENE WITH PHENYTOIN. IT IS NOT KNOWN IF THERE IS A CHANGE IN 
UNBOUND (FREE) PHENYTOIN SERUM CONCENTRATIONS. THE DOSAGE OF 3 , PHENYTOIN SHOULD BE ADJUSTED AS REQUIRED BY THE CLINICAL SITUA- Valproic acid (pKa 4.95) has a molecular weight of 144 and occurs as a colorless liquid TION. with a characteristic odor. It is slightly soluble in water (1.3 mg/ml) and very soluble in THE CONCOMITANT USE OF VALPROIC ACID AND CLONAZEPAM MAY PRO- organic solvents. ; DUCE ABSENCE STATUS. 

DEPAKENK is supplied as soft elastic capsules and syrup for oral administration. Caution is recommended when DEPAKENE (valproic acid) is administered with CLINICAL PHARMACOLOGY drugs affecting coagulation, eg. aspirin and warfarin, (See ADVERSE REACTIONS). DEP. ee é ‘ahi ‘ ‘ arcinogenesis, Mutagenesis: There has been insufficient study of the drug in animals tied to rat eure dors hate nhoggoncrsiautemcycnraccrstest determine whther ich carenogn Plena Caronopenty ste in tsa other anticonvulsant drugs. The mechanism by which DEPAKENE exerts its anticon- ie ty in PEORT Css: : : vulsant effects has not been established. It has been suggested that its activity is related Matatenee ae on PEP SSUNE pave ten performed using bacterial and mem to increased brain levels of gamma-aminobutyric acid (GABA). The effect on the DAR ERTIES ee sence iaxe bravided:norevidenice|of-atmutagenic potentia toy neuronal membrane is unknown. Pregnancy: See WARNINGS. 
Bie le ee ey ore adciins raion: B eee level ot Nursing Mothers: DEPAKENE is excreted in breast milk. It is not known what effect 
DEPAKENE. The serum half-life (to,s,0) of the parent compound is approximately eight this would have on a nursing infant, As a general rule, nursing should not be undertaken to twelve hours. A slight delay in initial absorption occurs when the drug is administered Te eee a DERAKENE a with meals but this does not affect the total absorption. ‘ertility: Chronic toxicity studies in juvenile and adult rats and dogs demonstrated 

A good correlation has not been established between daily dose, serum level and reduced spermatogenesis and testicular atrophy at doses greater than 350 mg/kg/day in 
therapeutic effect. Valproic acid is rapidly distributed and the drug is strongly bound Tae geet eee on eee Bee er (90%) to human plasma proteins. AND FERTILITY IN HUMANS IS UNKNOWN. Elimination of DEPAKENE and its metabolites occurs principally in the urine, with : minor amounts in the feces and expired air. Very little unmetabolized parent drug is ex- ADVERSE REACTIONS creted in the urine. The drug is primarily metabolized in the liver and is excreted as the Since DEPAKENE Walproie acid) Has usually bean ased with other alticonvulaan! glucuronide conjugate. Other metabolites in the urine are products of beta and omega ai i ble, i a i: hether the foll di oxidation (C-3 and C-5 position). The three major oxidative metabolites are 2-propyl-3 SAE RTE ER ECG eee ero ouuin ad uereerzeac keto-pentanoic acid, 2-propyl-5-hydroxypentanoic acid, and 2-propyl-glutaric acid. aan ca oe aeerbe d to De A IEN Walone or tie(combinavonol drugs 4 : DY :=0 BY CTOXY Ds . 8 Gastrointestinal: The most commonly reported side effects at the initiation of therapy INDICATIONS are nausea, vomiting and jacigestion These effects are usually transient and rarely re- DEPAK Gre poieiacia ne Mace ea 1 ; quire discontinuation of therapy. Diarrhea, abdominal cramps and constipation have treatment of simple and comple absence saare asckding pet wk BEEARENS teh peprte Both anoeta wih some weight oe and intense appetite with weight cone 4 sh a gain have also been reported. ee ree oo une! ively in patients wath multiple Sesaure types whichincluds'at CNS Hffects: Sedative effects have been noted in patients receiving valproic acid alone 

In accordance with the International Classification of Seizures, simple absence is but are found most often in patients receiving combination therapy. Sedation usually defined as very brief clouding of the sensorium or loss of consciousness (lasting usually Sree aren eeaus tan OF Oise aa sonyaleane aedicaion Aieeiey Hes deck) 2-15 seconds), accompanied by certain generalized epileptic discharges without other eR aN Es Wee aI ibe ootee ae eee So detectable clinical signs. Complex absence is the term used when other signs are also ae Ga ORS Y Dpesn moved are cases| of: coma:have beer noted in(patients 
present. Dermatologic: Transient increases in hair loss have been observed. Skin rash and CONTRAINDICATIONS petechiae have rarely been noted. 
DEPAKENE (valproic acid) is contraindicated in patients with known hypersensitivity Psychiatric: Emotional upset, depression, psychosis, aggression, hyperactivity and to the drug. behavioral deterioration have been reported. 

Musculoskeletal: Weakness has been reported. WARNINGS Hematopoietic: Valproic acid inhibits the secondary phase of platelet aggregation. Liver dysfunction including hepatic failure resulting in fatalities has occurred in a few (See Drug Interactions). This may be reflected in altered bleeding time. Relative patients receiving DEPAKENE and concomitant anticonvulsant drugs. These inci- lymphocytosis and mild thrombocytopenia have also been noted in isolated cases. dences have occurred during the first six months of treatment with DEPAKENE. Leukopenia has been reported. Although a causal relationship has not been established, liver function tests should be Hepatic: Increases in serum alkaline phosphatase and elevations of serum glutamic performed prior to therapy and every two months thereafter. Caution should be ob- oxaloacetic transaminase (SGOT) have been noted. Isolated cases of severe hepa- served when administering DEPAKENE to patients with pre-existing hepatic disease. totoxicity have been reported. (See WARNINGS). Usage in Pregnancy: THE EFFECTS OF DEPAKENE IN HUMAN PREGNANCY ARE 
UNKNOWN. ANIMAL STUDIES HAVE DEMONSTRATED TERATOGENICITY. OVERDOSAGE Studies in rats demonstrated placental transfer of the drug. Doses greater than 65 A single case of overdosage with valproic acid has been reported. After ingesting 36 mg/kg/day given to rats, mice and rabbits produced an increased incidence of skeletal grams in combination with phenobarbital and phenytoin, the patient presented in deep abnormalities of the ribs, vertebrae and palate. In rats, there was a dose-related delay in coma. An electroencephalogram recorded diffuse slowing, compatible with the state of onset of parturition. Postnatal growth and survival of the progeny was unaffected. consciousness. The patient made an uneventful recovery. Embryolethality or major developmental abnormalities occurred in rats and rabbits at Since DEPAKENE is absorbed very rapidly, gastric lavage may be of limited value. doses of 350 mg/kg/day. Studies are being conducted to determine whether there are General supportive measures should be applied with particular attention being given to differences in the toxicity of DEPAKENE (valproic acid) in pregnant rabbits when com- the maintenance of adequate urinary output. 
pared to non-pregnant rabbits. 

Recent reports suggest an association between the use of anticonvulsant drugs by DOSAGE AND ADMINISTRATION women with epilepsy and an elevated incidence of birth defects in children born to these DEPAKENE (valproic acid) is administered orally. The recommended initial dose is 15 women. Data are more extensive with respect to phenytoin and phenobarbital, but these mg/kg/day increasing at one week intervals by 5 to 10 mg/kg/day, until seizures are con- are also the most commonly prescribed anticonvulsants; less systematic or anecdotal re- trolled or side effects preclude further increases. The maximum recommended dosage is ports suggest a possible similar association with the use of all known anticonvulsant 30 mg/kg/day. If the total daily dose exceeds 250 mg, it should be given in a divided regi- drugs. men. 
The reports suggesting an elevated incidence of birth defects in children of drug- : 7 : : 5 5 au treated epileptic women cannot be regarded as adequate to prove a definite cause and ane rellaving table is a guide for the initial daily dose of DEPAKENE (valproic acid) effect relationship. There are intrinsic methodologic problems in obtaining adequate (16 mg/kg/day) data on drug teratogenicity in humans; the possibility also exists that other factors, e.g., Total Number of Capsules or 

genetic factors or the epileptic condition itself, may be more important than drug Weight Daily Teaspoonfuls of Syrup therapy in leading to birth defects. (kg) (Ib) Dose (mg) Dose 1 Dose 2 Dose 3 The great majority of mothers on anticonvulsant medication deliver normal infants. It 
is important to note that anticonvulsant drugs should not be discontinued in patients in 10 —24.9 22— 54.9 250 0 0 1 whom the drug is administered to prevent major seizures because of the strong peice Sn are i ql 0 ‘i possibility of precipitating status epilepticus with attendant hypoxia and threat to life. me 
In individual cases where the severity and frequency of the seizure disorder are such 40 —59.9 88 —131.9 750 1 1 1 that the removal of medication does not pose a serious threat to the patient, discontinua- 60—74.9 132 — 164.9 1,000 1 1 2 tion of the drug may be considered prior to and during pregnancy, although it cannot be 7589.9 165 1979 1250 2 5 2 said with any confidence that even minor seizures do not pose some hazard to the i 2s developing embryo or fetus. : : The prescribing physician will wish to weigh these considerations in treating or coun- As the DEPAKENE dosage is titrated upward, blood levels of phenobarbital and/or seling epileptic women of child-bearing potential. phenytoin may be affected. (See PRECAUTIONS). 

Patients who experience G.I. irritation may benefit from administration of the drug PRECAUTIONS with food or by slowly building up the dose from an initial low level. General: Because of rare reports of platelet aggregation dysfunction, thrombocytopenia THE CAPSULES SHOULD BE SWALLOWED WITHOUT CHEWING TO AVOID and elevated liver enzymes, liver function tests, platelet counts and bleeding time deter- LOCAL IRRITATION OF THE MOUTH AND THROAT. 
mination are recommended before initiating therapy and at periodic intervals. 

Since DEPAKENE (valproic acid) may interact with concurrently administered anti- HOW SUPPLIED convulsant drugs, periodic serum level determinations of concomitant anticonvulsant DEPAKENE (valproic acid) is available as orange-colored soft gelatin capsules of 250 drugs are recommended during the early course of therapy. (See Drug Interactions) mg valproic acid in bottles of 100 capsules (NDC 0074-5681-13), and as a red syrup con- DEPAKENE is partially eliminated in the urine as a ketone containing metabolite taining the equivalent of 250 mg valproic acid per 5 ml as the sodium salt in bottles of 16 which may lead to a false interpretation of the urine ketone test. ounces (NDC 0074-5682-16). jeuasee
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