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This study evaluated;he pharmacokl i€ parameters of total and unbound
valproic acid (VPA) in pedaet:ne patients with epilepsy. Measured total and unbound
steady state serum conceitrations of VPA at trough andiat 5™ hour after morning dose
in pediatric patients wh cem g valproic acid as monotherapy. The free
fractions and the pharm eters of total and unbound VPA were
calculated, compared b ﬁne the correlation with patient’s characteristics
by stepwise. “

There were twenty-ni hlldren-aenrolled in the study. High relationship
between total and unbo entratlo,é,s was found, the equation for predicting
unbound concentration : concentj;dtlon was unbound concentration = -6.01 +

13 5 % at high levels (>100 L) TIEE..—; ere substantial dlfferences in the
pharmacokinetic parameters of rhi.bou d VPA. Elimination rate constant (K.)
and clearance of total drug: r(Oﬁ68+O 03 *"-hu__and 12.37+4. 16 mL/kg/hr) were
significantly less tham those of unbound VPA (0.103+0.08 hr’ 'and 101.03+33.39
mL/kg/hr). The appatént-voiume-of-distribution-(Vdj=offotal VPA was 0.183+0.08
L/kg while that of the unbound VPA was 1316:!:%@4 g indicated considerable
distribution of unbound VPA to extravascular. The terminal half-life of unbound VPA
(9.2045.34 hr) was 51gn1ﬁcantly shorter (P<0 05) than that of the total VPA (11.50+
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2316 4 O.G‘lﬁ?daﬂy dbse~ 001-45we1g’ht’ (P=70,739),0lt{3 <1.037 + 0.656age
(r*=0. 525) owever, no 'goddiprediction lof 'thé pharmacokinetic.parameters for
unbound VPA could be obtained from the demographic data.

The results provided a more rational understanding of VPA pharmacokinetics
in the clinical setting and may be useful for the monitoring and manipulation of VPA
therapy in epileptic children.
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