Valproic acid

TDM
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Unlabeled use
1
Gamma-aminobutyric acid GABA transaminase GABA
TDM
90% 1
1vd L/kg 0.14-0.23L/kg 1,2,3

2.Freevaproate 92 L/1.73m?

3.Total valproate 11 L/1.73m?

4.Protein binding 80-90 when concentration up to
80-100ug/ml

1. conjugation (30% to 50%) 1,2,3
2. mitochondrial beta oxidation (40%)

1.Renal excretion: 70% to 80% 1,23

2.Total plasmaclearance: 0.9 L/hr

3.Mean plasma clearance for total valproate is 0.56 L/hr/1.73 m

4.Mean plasma clearance for free valproate is 4.6 L/hr/1.73 m?

5Ty, hr  8-17 hr (adult) 4-14 hr (children)

6. Hemodialysis of 4 hours duration removed 15% to 22% of
VALPROIC ACID in chronic renal failure patients

2

Therapeutic|1.Epilepsy 50-100mg/L 3
rangeé |2, Acute mania 50to 125 mg/L




Available Dosage Forms®

Dosage |Vaproate sodium |Vaproic acid Divalproex sod. |Divalproex sod.
form oral Solution Capsules Capsules Tablets (delayed
250mg valproic (liquid-filled) 250|(containing release) 125,
acid content/sml |mg coated particles) (250, 500mg
125mg valproic |valproic acid
acid content content
T e 0.5-1hr 1-3hrs 2-6 hrs 2-6 hrs

3

4.1 Normal dose
® Complex partial seizures.

Adult and Pediatric monotherapy is 10 to 15mg/kg/day in 1-3 divided
doses increasing at 1 week intervals by 5to 10
mg/kg/day maintenance dose 30-60mg/kg/day

Conversion to monotherapy The dosage can be reduced by

approximately 25% every 2 weeks.
Simple and complex absence:

Adult and Pediatric monotherapy is 15mg/kg/day
intervals by 5 to 10 mg/kg/day

The following dosage schedule based on body weight

increasing at 1 week

kg Daily dose
10t0 24.9 kg 250 mg
2510 39.9 kg 500 mg
40 t0 59.9 kg 750 mg
60 to 74.9 kg 1000 mg
7510 89.9 kg 1250 mg
Mania
Adult initial dosageis 750 mg daily in divided doses loading doses
20mg/kg/day max dose 60mg/kg/day
Pediatric loading doses of 15 mg/kg/day in divided doses

Prophylactic of migraine
Adult 250 milligramstwice daily adjust dose based on patient response

up to1000mg/day
Pediatric 15 to 30 mg/kg/day divided into 2 doses
4.2 Dosage in rena failure Cler  10ml/min Valproic acid
27 Valproic acid
20

4.3 Dosage in hepatic impairment
4.4 |osding dose prediction and adjustment?

5.1

Children loading dose 0.2L/kg x desired Cserum XxBW inkg
Adult loading dose 0.15L/kg x desired Cserum xBW inkg
1
1.Epilepsy 50-100mg/L 100mg/L



2.Bipolar 50 to 125mg/L
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Severity Drug Effect on Valproic Acid Suggested and
Concentration/M echanism Clinical M anagement
Moderate Acyclovir ValproicAcid
Minor Antacids ValproicAcid Antacids  Valproic
Acid
Moderat  Carbamazepine ValproicAcid
Moderate  Cholestyramine ValproicAcid 3
Moderate Cimetidine ValproicAcid
T Cimetidine
Moderate  Erythromycin ValproicAcid
Erythromycin
Moderate Felbamate . Valproic Acid

Felbamate




Moderate Fluoxetine Valproic Acid

Fluoxetine
Moderate phenothiazines ValproicAcid
Moderate Salicylates ValproicAcid  protein free
binding form
Valproic Acid
61 - 7
peak
1,2
7.1 CNS system 18-30 13-18 9-15
7-11
7.2 Dermatologic 13-24
7.3 26-34 15-23 19-23 9-12
10-11 4-11
7.4 1-24
7.5 19-57 10-21
7.6 AST ALT
/ 1,2
8.1
8.2 (
)
naloxone CNS
12
9.1 Valproic Acid
9.2 Valproic Acid Alcohol
9.3 Valproic Acid glucose
9.4 2-3
9.5

9.6 Valproic Acid
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