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Fig 1. Chromatograph of (a) blank plasma, (b) human plasma
containing paracetamol (1) ,acetylsalicylic acid (2) ,salicylic acid
(3), internal standard (4) and benorylate(5), and (¢) human
plasma after taking benorylate tablets
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Tab 1. Recovery of SA and PA in human plasma,n=5

Added,pg/ml Found,pg/ml % RSD, %

SA 1. 00 0.86 86.00 10.00

5.00 4.85 97.00 7.20

10. 00 9.50 95.00 5. 00

20. 00 20.82 104.00 3.70

50. 00 49.58  99.00 3.90

100. 00 103. 30 103. 00 3.90

200. 00 198.90  99.00 8.10

Mean 97. 57 5.99
RSD, % 6.15

PA 1. 00 0.99 99.00 5. 40

2.50 2.41 96.00  2.10

5. 00 4.94 99.00 1.70

10. 00 8.92 89.00 2.20

15. 00 15.45 103.00 2. 00

20.00 19.54 98.00 2.90

25. 00 24.50 98.00 3.80

Mean 97. 43 2. 87
RSD, % 4.39

Tab 2. Reproducibility of SA and PA in human plasma,n=5

Added, Within-day Day-to-day
ug/ml s RSD, % s R»SD, %
SA 5.00 0.14 2.88 0.34 6. 96
50. 00 2.41 4.60 2.42 4.93
PA 2.50 0.16 6.15 0. 05 2. 00
10. 00 0.72 6.70 0. 81 8. 00
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Fig 2. Mean plasma concentration of (a)salicylic acid(SA) and (b)paracetamol (PA)-time curves after oral administration of tablet A

(—2a—,4.5 g) and tablet B(—@-,3.6 g) in 8 human subjects

uid chromatographic evaluation of cyclic paracetamol-acetyl-
& % I ﬁ salicylate and its active metabolites with results of a compara-
1 Bathe P. Synthesis, production and packaging of a new an- tive pharmacokinetic investigation in the rat. Arznetmmitlel-
tirheumatic. Marufacturing Chemist, 1972,43:35 Forsch/Drug Res, 1990,40.813
2 Robertson A, Glynn JP, Watson AK. The absorption and 5 Cailleux A, Cailleux P, Allain P. Dosage du benorylate et
metabolism in man of 4-acetamidophenyl-2-acetoxybenzoate de ses metabolites dans le sang par chromatographie en phase
(benorylate). Xenubiotica, 1972,2:332 liquide a haute performance et chromatographie en phase
3 Liss E, Robertson A. The distribution and elimilation of ra- gazeuse., Therapie, 1979,34.73
dioactivity in the rat’after administration of 11C- 4-acetami- 6 Cailleux P, Cailleux A, Allain P, ef al. Etude des taux plas-
dophenyl-2-acetoxybenzoate. Arzmetmitlel- Forsch, 1975,11. matiques du benorylate et de ses metabolites chez I’ homme
1972 apres administration unique et repetee. Therapie, 1979,34;
4 Marzo A, Quardo G, Treffner E, et al. High-pressure lig- 81

Evaluation of Benorylate and Its Active Metabolites
by HPLC and Comparative Bioavailability Investigation

in Human Plasma
Chen Jun, Tu Xide, Gao Jie
Department of Pharmaceutics, China Pharmaceutical Universidy, Nanjing 210009

Abstract An analitical method of HPLC was developed which detected benorylate and its active
metabolites in order to compare the bioavailability in human plasma. Extraction from plasma was car-
ried out in two steps with ether and acetate. The seperation was performed on the YWG C;;3 column
with mobile phase of methanol-pH2. 1 phosphate buffer (60 : 50) at 238 nm of detection wavelength.

The lowest limit was 50 ng for paracetamol and salicylic acid. The mean recoveries in plasma were
97.57 4+ 6.15%, 97.43 4 4.39% for SA and PA respectively. The plasma concentration of 8
healthy volunteers after taking benorylate tablet A (500 mgX9) and B(400 mg X 9) was detected.

The results showed that the maxium plasma concentration of SA was 113. 05 ug/ml from tablet A and
131. 78 ug/m! from B;the top time was 2. 5 and 2. 0 h for A and B respectively. The relative bioavai-

lability of B to A was 125. 59%.
Key words benorylate; salicylic acid; paracetamol; HPLC; bioavailability



