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Fig 1. Dissolution profiles of three preparations in vitro(n==6)
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Tab 1. Pharmacokinetic parameters after the oral single dose
administration of SRT (2X 200 mg) and CT (2X 200 mg) in ten

healthy volunteers

Parameter SRT CT
Cmax ( pg/ml) 47.74+7.5 67.0+8.6
T'max (h) 6.24+1.4 1.64+0.9
AUCpsoo C pg/ml « h)  1143.64139.6  1082.7£205.5
MRT (h) 22.6+3.8 18.8+3.6
FOY% 107.1+10.7

Fig 2. Mean plasma concentration-time profiles of sodium
valproate for ten healthy volunteers after oral administration of

SRT (—®—) and CT (—®—)
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Tab 2. Pharmacokinetic parameters of sodium valproate following
steady state of SRT (4X 200 mg) and CT (3 X200 mg) (adjusted

dose) in ten healthy volunteers

Parmaeter SRT CT
AUcss(pg » h/ml)  2468.04327.4  2389.04-494. 1
Chin (pg/mlD) 91.84+14.7 83.2+24.4
Chx (pg/ml) 134.4423.2 134.44+38.3
Cé(pg/mb) 102.8+13.6 99.5420. 6
FI¢ 0.374+0.092 0.48340.162
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Fig 3. Mean plasma concentration — time curve of Sodium
Valproate after oral multiple administration doses of SRT (4 X
200 mg) (—¢—) and CT (—®—) (3 X200 mg) (adjusted

dose) on d5
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Preparation of Sodium Valproate Sustained-Release
Tablets and Evaluation on its Bioavailability in Healthy

Volunteers
GE Wen-Lan, WANG Guang-Ji', SUN Jian-Guo', YU Jian*, HE Hai-Yan, GUO Jian-
Lan
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Abstract Sodium Valproate Sustained-release tablets (SRT) were prepared. The release curves of SRT
were consistent with Depakine Chrono (DC). The pharmacokinetics and bioavailability of SRT was
evaluated using the conventional tablets (CT). The plasma concentrations were determined by HPLC
after a randomized crossover oral administration of single dose of SRT and CT in 10 healthy volunteers.
The pharmacokinetic parameters of AUC,....MRT ,C,.. and T, were :SRT:1143. 6+139.6 pg/ml * h,
22.6+3.8h.47.7+7.5 pg/ml.6.2+1.4h; CT:1082. 7+205.5 pg/ml » h,18.843.6 h.67. 048. 6 png/
ml,1.640. 9 h. It was found that the mean C,., for SRT was significantly lower than that for CT (P<C
0. 01) and the mean T',.. was significantly later for SRT than that for CT. The total area under the
plasma concentration-time curve was not significantly different between these two preparations (P >0.
05). The relative bioavailability of SRT was 107. 0% + 10. 7%. After multiple dosing in 10 healthy
volunteers, the mean steady state C,;, values were 91. 84+14. 7 pg/ml and 83. 2424. 4 pg/ml, the mean
Chax values were 134. 4423, 2 pg/ml and 134. 4£38. 3 pg/ml respectively. The fluctuation indexes (FI)
for the two preparations were 0. 374 + 0. 092 and 0. 483 + 0. 162. The results showed that the two
preparations were bioequivalent.

Key words Sodium valproate; Sustained-release tablets; HPLC; Dissolution; Pharmacokinetics;

Relative bioavailability



