Depakote Tablets (divalproex sodium) Tablet
[Abbott Laboratories]

BOX WARNING
HEPATOTOXICITY

HEPATIC FAILURE RESULTING IN FATALITIES HAS OCCURRED IN PATIENTS RECEIVING
VALPROIC ACID AND ITS DERIVATIVES. EXPERIENCE HAS INDICATED THAT CHILDREN
UNDER THE AGE OF TWO YEARS ARE AT A CONSIDERABLY INCREASED RISK OF
DEVELOPING FATAL HEPATOTOXICITY, ESPECIALLY THOSE ON MULTIPLE
ANTICONVULSANTS, THOSE WITH CONGENITAL METABOLIC DISORDERS, THOSE WITH
SEVERE SEIZURE DISORDERS ACCOMPANIED BY MENTAL RETARDATION, AND THOSE
WITH ORGANIC BRAIN DISEASE. WHEN DEPAKOTE IS USED IN THIS PATIENT GROUP, IT
SHOULD BE USED WITH EXTREME CAUTION AND AS A SOLE AGENT. THE BENEFITS OF
THERAPY SHOULD BE WEIGHED AGAINST THE RISKS. ABOVE THIS AGE GROUP,
EXPERIENCE IN EPILEPSY HAS INDICATED THAT THE INCIDENCE OF FATAL
HEPATOTOXICITY DECREASES CONSIDERABLY IN PROGRESSIVELY OLDER PATIENT
GROUPS.

THESE INCIDENTS USUALLY HAVE OCCURRED DURING THE FIRST SIX MONTHS OF
TREATMENT. SERIOUS OR FATAL HEPATOTOXICITY MAY BE PRECEDED BY NON-SPECIFIC
SYMPTOMS SUCH AS MALAISE, WEAKNESS, LETHARGY, FACIAL EDEMA, ANOREXIA, AND
VOMITING. IN PATIENTS WITH EPILEPSY, A LOSS OF SEIZURE CONTROL MAY ALSO OCCUR.
PATIENTS SHOULD BE MONITORED CLOSELY FOR APPEARANCE OF THESE SYMPTOMS.
LIVER FUNCTION TESTS SHOULD BE PERFORMED PRIOR TO THERAPY AND AT FREQUENT
INTERVALS THEREAFTER, ESPECIALLY DURING THE FIRST SIX MONTHS.

TERATOGENICITY

VALPROATE CAN PRODUCE TERATOGENIC EFFECTS SUCH AS NEURAL TUBE DEFECTS
(E.G., SPINA BIFIDA). ACCORDINGLY, THE USE OF DEPAKOTE TABLETS IN WOMEN OF
CHILDBEARING POTENTIAL REQUIRES THAT THE BENEFITS OF ITS USE BE WEIGHED
AGAINST THE RISK OF INJURY TO THE FETUS. THIS IS ESPECIALLY IMPORTANT WHEN THE
TREATMENT OF A SPONTANEOUSLY REVERSIBLE CONDITION NOT ORDINARILY
ASSOCIATED WITH PERMANENT INJURY OR RISK OF DEATH (E.G., MIGRAINE) IS
CONTEMPLATED. SEE WARNINGS, INFORMATION FOR PATIENTS.
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A PATIENT INFORMATION LEAFLET DESCRIBING THE TERATOGENIC POTENTIAL OF
VALPROATE IS AVAILABLE FOR PATIENTS.

PANCREATITIS

CASES OF LIFE-THREATENING PANCREATITIS HAVE BEEN REPORTED IN BOTH CHILDREN
AND ADULTS RECEIVING VALPROATE. SOME OF THE CASES HAVE BEEN DESCRIBED AS
HEMORRHAGIC WITH A RAPID PROGRESSION FROM INITIAL SYMPTOMS TO DEATH. CASES
HAVE BEEN REPORTED SHORTLY AFTER INITIAL USE AS WELL AS AFTER SEVERAL YEARS
OF USE. PATIENTS AND GUARDIANS SHOULD BE WARNED THAT ABDOMINAL PAIN,
NAUSEA, VOMITING, AND/OR ANOREXIA CAN BE SYMPTOMS OF PANCREATITIS THAT
REQUIRE PROMPT MEDICAL EVALUATION. IF PANCREATITIS IS DIAGNOSED, VALPROATE
SHOULD ORDINARILY BE DISCONTINUED. ALTERNATIVE TREATMENT FOR THE
UNDERLYING MEDICAL CONDITION SHOULD BE INITIATED AS CLINICALLY INDICATED. (See
WARNINGS and PRECAUTIONS .)

DESCRIPTION

Divalproex sodium is a stable co-ordination compound comprised of sodium valproate and valproic
acid in a 1:1 molar relationship and formed during the partial neutralization of valproic acid with 0.5
equivalent of sodium hydroxide. Chemically it is designated as sodium hydrogen bis(2-

propylpentanoate). Divalproex sodium has the following structure:

CH4CH,CH, — CH — CH,CH,CH,
_—C=—
HO — 0 Na®
U-__"“'--___C__.-- UO

Divalnroex sndilim ncciirs as a white nowder with a characteristic odor
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DEPAKOTE tablets are for oral administration. DEPAKOTE tablets are supplied in three dosage

strengths containing divalproex sodium equivalent to 125 mg, 250 mg, or 500 mg of valproic acid.

Inactive Ingredients

DEPAKOTE tablets: cellulosic polymers, diacetylated monoglycerides, povidone, pregelatinized

starch (contains corn starch), silica gel, talc, titanium dioxide, and vanillin.
In addition, individual tablets contain:

125 mg tablets: FD&C Blue No. 1 and FD&C Red No. 40.

250 mg tablets: FD&C Yellow No. 6 and iron oxide.

500 mg tablets: D&C Red No. 30, FD&C Blue No. 2, and iron oxide.
CLINICAL PHARMACOLOGY

Pharmacodynamics

Divalproex sodium dissociates to the valproate ion in the gastrointestinal tract. The mechanisms by
which valproate exerts its therapeutic effects have not been established. It has been suggested that
its activity in epilepsy is related to increased brain concentrations of gamma-aminobutyric acid
(GABA).

Pharmacokinetics

Absorption/Bioavailability

Equivalent oral doses of DEPAKOTE (divalproex sodium) products and DEPAKENE (valproic acid)
capsules deliver equivalent quantities of valproate ion systemically. Although the rate of valproate ion
absorption may vary with the formulation administered (liquid, solid, or sprinkle), conditions of use
(e.g., fasting or postprandial) and the method of administration (e.g., whether the contents of the
capsule are sprinkled on food or the capsule is taken intact), these differences should be of minor

clinical importance under the steady state conditions achieved in chronic use in the treatment of
epilepsy.

However, it is possible that differences among the various valproate products in Tmax and Cmax could
be important upon initiation of treatment. For example, in single dose studies, the effect of feeding

had a greater influence on the rate of absorption of the tablet (increase in Tmax from 4 to 8 hours) than
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While the absorption rate from the G.I. tract and fluctuation in valproate plasma concentrations vary
with dosing regimen and formulation, the efficacy of valproate as an anticonvulsant in chronic use is
unlikely to be affected. Experience employing dosing regimens from once-a-day to four-times-a-day,
as well as studies in primate epilepsy models involving constant rate infusion, indicate that total daily
systemic bioavailability (extent of absorption) is the primary determinant of seizure control and that
differences in the ratios of plasma peak to trough concentrations between valproate formulations are
inconsequential from a practical clinical standpoint. Whether or not rate of absorption influences the

efficacy of valproate as an antimanic or antimigraine agent is unknown.

Co-administration of oral valproate products with food and substitution among the various
DEPAKOTE and DEPAKENE formulations should cause no clinical problems in the management of
patients with epilepsy (see DOSAGE AND ADMINISTRATION). Nonetheless, any changes in dosage
administration, or the addition or discontinuance of concomitant drugs should ordinarily be

accompanied by close monitoring of clinical status and valproate plasma concentrations.
Distribution

Protein Binding

The plasma protein binding of valproate is concentration dependent and the free fraction increases
from approximately 10% at 40 ug/mL to 18.5% at 130 ug/mL. Protein binding of valproate is reduced
in the elderly, in patients with chronic hepatic diseases, in patients with renal impairment, and in the
presence of other drugs (e.g., aspirin). Conversely, valproate may displace certain protein-bound
drugs (e.g., phenytoin, carbamazepine, warfarin, and tolbutamide). (See PRECAUTIONS - Drug
Interactions for more detailed information on the pharmacokinetic interactions of valproate with other

drugs.)

CNS Distribution

Valproate concentrations in cerebrospinal fluid (CSF) approximate unbound concentrations in plasma
(about 10% of total concentration).

Metabolism

Valproate is metabolized almost entirely by the liver. In adult patients on monotherapy, 30-50% of an
administered dose appears in urine as a glucuronide conjugate. Mitochondrial B-oxidation is the other

major metabolic pathway, typically accounting for over 40% of the dose. Usually, less than 15-20% of
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the dose is eliminated by other oxidative mechanisms. Less than 3% of an administered dose is

excreted unchanged in urine.

The relationship between dose and total valproate concentration is nonlinear; concentration does not
increase proportionally with the dose, but rather, increases to a lesser extent due to saturable plasma

protein binding. The kinetics of unbound drug are linear.

Elimination

Mean plasma clearance and volume of distribution for total valproate are 0.56 L/hr/1.73 m2 and 11
L/1.73 m2, respectively. Mean plasma clearance and volume of distribution for free valproate are 4.6
L/hr/1.73 m2 and 92 L/1.73 m2. Mean terminal half-life for valproate monotherapy ranged from 9 to 16

hours following oral dosing regimens of 250 to 1000 mg.

The estimates cited apply primarily to patients who are not taking drugs that affect hepatic
metabolizing enzyme systems. For example, patients taking enzyme-inducing antiepileptic drugs
(carbamazepine, phenytoin, and phenobarbital) will clear valproate more rapidly. Because of these
changes in valproate clearance, monitoring of antiepileptic concentrations should be intensified

whenever concomitant antiepileptics are introduced or withdrawn.
Special Populations

Effect of Age
Neonates

Children within the first two months of life have a markedly decreased ability to eliminate valproate
compared to older children and adults. This is a result of reduced clearance (perhaps due to delay in
development of glucuronosyltransferase and other enzyme systems involved in valproate elimination)
as well as increased volume of distribution (in part due to decreased plasma protein binding). For
example, in one study, the half-life in children under 10 days ranged from 10 to 67 hours compared to
a range of 7 to 13 hours in children greater than 2 months.

Children

Pediatric patients (i.e., between 3 months and 10 years) have 50% higher clearances expressed on
weight (i.e., mL/min/kg) than do adults. Over the age of 10 years, children have pharmacokinetic

parameters that approximate those of adults.

Elderly
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