Divalproex Sodium Extended-Release Tablets (Depakote( ER)

Classification:  Anticonvulsant; Antimigraine Agent

Indication:  Prophylaxis of migraine headaches in adults; Monotherapy and adjunctive therapy of complex partial seizures (adults & children ( 10 years). 

Note:  Valproic acid only indicated in absence seizure disorders. Depakote( is indicated in mania, complex partial seizures, and migraine prophylaxis.

Pharmacology:  Mechanism by which valproate exerts its therapeutic effects have not been established. Same as valproic acid and Depakote(.

Pharmacokinetics: 

· Absorption:  Average bioavailability of 89%.  The median time to peak valproate concentrations ranges from 4 to 17 hours.  Depakote( ER doses 8 to 20% higher than valproic acid and Depakote( doses are bioequivalent.

· Distribution:  Protein binding is concentration dependent and the free fraction increases from 10% at 40 (g/mL to 18.5% at 130 (g/mL.  Same as valproic acid and Depakote(.

· Metabolism:  Almost entirely metabolized by the liver via glucuronidation (30-50%), mitochondrial (-oxidation (> 40%), and other oxidation (15-20%).  Less than 3% excreted unchanged in urine.  Same as valproic acid and Depakote(.

· Elimination: T1/2 of 9 to 16 hours with doses of 250 mg to 1000 mg.  Same as valproic acid and Depakote(.

Dosing:  For migraine therapy, 500 mg once daily for 1 week and then increased to 1000 mg once daily. For complex partial seizures, initial dosing of 10-15 mg/kg/day and may be increased to reach therapeutic range of 50-100 (g/mL.  Not indicated in mania, but the same therapeutic range (50-125 (g/mL) as valproic acid and Depakote( would be use.

Warnings and Precautions: Hepatotoxicity, pancreatitis, urea cycle disorders, somnolence, thrombocytopenia, and pregnancy.  Same as valproic acid and Depakote(, except safety and effectiveness in pediatric use has not been established with Depakote( ER. 

Adverse Reactions: Most common adverse events: nausea, vomiting, abdominal pain, diarrhea, anorexia, headache, asthenia, somnolence, tremor, dizziness, diplopia, blurred vision, alopecia, and weight gain. Same as Depakote( in epilepsy and migraine patients. Studies by Centorrino F, et al. and Dutta S, et al., showed that Depakote( ER and Depakote( had no clinically significant differences in adverse events. Horne RL et al., showed Depakote( ER provided a decrease in the number and severity of adverse events after switching from Depakote( to Depakote( ER.  Zarate CA et al., found patients treated with Depakote( compared to valproic acid were less likely to report gastrointestinal side effects (14.7% vs. 28.7%, p = 0.003), anorexia (6.0% vs. 14.7%, p = 0.012), nausea or vomiting (6.7% vs. 16.7%, p = 0.007), and dyspepsia (11.3% vs. 22.0%, p = 0.013).

Drug Interactions: Phenytoin, carbamazepine, rifampin, and phenobarital decrease valproate levels. Aspirin and felbamate increase valproate levels.  Valproate (valproic acid, Depakote(, and Depakote( ER) is a weak inhibitor of some P450 isoymes, epoxide hydrase, and glucuronosyltransferases, which can effect carbamazepine, clonazepam, diazepam, ethosuximide, lamotrigine, phenobarbital, primidone, phenytoin, tolbutamide, warfarin, and zidovudine levels. Same as valproic acid and Depakote(.
Cost & Product Availability: 

	
	Cost/Unit ($)

	Product
Dosage Strength (mg)
	125
	250
	500

	Valproic Acid Capsules (generic)
	—
	0.10 (bulk)

0.21 (UD)
	—

	Depakote® (divalproex sodium delayed-release tablets)
	0.45 (bulk)

0.49 (UD)
	0.84 (bulk)

0.94 (UD)
	1.56 (bulk)

1.71 (UD)

	Depakote ® Extended Release (divalproex extended-release tablets
	—
	0.88 (bulk)

0.94 (UD)
	1.54 (bulk)

1.64 (UD)


Conclusion: Depakote( ER tablets provide once daily dosing (which is theoretically possible with valproic acid and Depakote(, if tolerated) possibly increasing medication compliance.  Studies have shown that Depakote( ER and Depakote( had no clinically significant differences in adverse events and that Depakote( ER provided a decrease in the number and severity of adverse events after switching from Depakote( to Depakote( ER.  The results from these open label and retrospective studies show the need for double blind, placebo controlled trials to determine the true difference in adverse events between Depakote( ER and Depakote(. Centorrino F, et al., found Depakote( ER tablets require approximately 20% higher doses versus Depakote( due to decrease bioavailability, which leads to higher medication cost.
Recommendation: Depakote( ER tablets should be a third line choice due to increased cost versus other valproate preparations.  It should be reserved for patients that continue to have gastrointestinal adverse events or medication adherence issues with Depakote(.  Valproic acid capsules should remain the first line valproate preparation due to considerable cost savings and should only be changed to other preparations if the patient has adverse events.
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