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[ Abstract |  Valproate is commonly used as a first-line broad-spectrum anti-epileptic drug. Valproate has a narrow
therapeutic window, its metabolism is affected by many factors, and it has great individual differences, which makes
individualized drug dosage regime needed for valproate. Population pharmacokinetics is a population analytical method developed
in recent years. This paper reviewed the in vivo metabolic process and the population pharmacokinetics of valproate in recent
years, and analyzed the factors that may affect the metabolism of valproate, including demographic factors, genetic factors and

concomitant medications, hoping to provide reference for clinical individualized drug dosage regime.
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Tab 1 Major metabolic pathways and metabolites of VPA

Metabolic pathway Cell organelle

Metabolite

B-oxidation Mitochondrion

2-propylpent-2-enoic acid(2-ene-VPA), 3-hydroxy-2propylpentanoic acid(3-OH-VPA),

2-n-propyl-3-oxopentanoic acid(3-keto-VPA), 3-oxovalproate(3-oxo-VPA)

w-oxidation Endoplasmic reticulum

2-propylpent-4-enoic acid(4-ene-VPA) , 3-OH-VPA, 4-hydroxy-2-propylpentanoic acid

(4-OH-VPA) , 5-hydroxy-2-propylpentanoic acid (5-OH-VPA), 2,4-diene-VPA,

4-oxo-2-propylpentanoic acid(4-keto-VPA)

UGT-acidification Endoplasmic reticulum

VPA-gluc-uronide conjugate( VPA-G)

VPA: Valproate; UGT: Uridine diphosphate glucuronosyltransferase
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