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ABSTRACT OBJECTIVE: To establish a method for concentration determination of sinoacutine in rabbit plasma, and to conduct
its pharmacokinetic study. METHODS: The rabbits were grouped according to gender, 6 rabbits in each group. Rabbits were
injected with sinoacutine solution (5 mg/kg) via ear vein. Each blood sample 1 mL was collected before medication and 5, 10, 15,
30, 45, 60, 90, 120, 180, 240 min after medcation. After the plasma isolated and extracted with ethyl acetate, HPLC method
was adopted by using sinomenine as internal standard. The determination was performed on Agilent Zorbax Extend-Cis column with
mobile phase consisted of methanol-2 mmol/L disodium hydrogen phosphate aqueous solution (containing 0.016% triethylamine,
pH 9.8) (45:55, V/V) at the flow rate of 1 mL/min. The detection wavelength was set at 262 nm, and column temperature was
30 °C. The sample size was 20 pL. The pharmacokinetic parameters were calculated by using DAS 3.0 software. The difference of 2
groups were investigated by z-test. RESULTS: The linear range of sinoacutine were 0.1-5.0 mg/L; the limit of quantitation was 0.1
mg/L, and the lowest detection limit was 0.08 mg/L. RSDs of intra-day and inter-day were both less than 10% ; the accuracy
ranged from (99.80 +8.21)%-(103.61 + 8.55) %. The extraction method did not affect the quantitative analysis of the substance to
be measured. The average plasma-time curve of sinomenine with single intravenous injection in rabbits was in line with the
two-compartment model. The distribution half-life of all rabbits was (10.99 + 2.52) min, and the elimination half-life was (147.08 +
32.41) min. AUC,., was (190.82 + 30.82) mg - min/L, and AUC,-. was (289.82 + 73.27) mg - min/L. There was no statistical
significance in pharmacokinetic parameters between female and male rabbits (P>0.05). CONCLUSIONS: Established HPLC
method is simple, specific and sensitive, and can be used for plasma content determination of sinoacutine. Pharmacokinetic study
shows that the pharmacokinetic process of the compound is in line with two-compartment model in rabbits. The pharmacokinetic
parameters of the compound have no sex difference, and the compound is distributed rapidly and eliminated fast.
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Fig 1 Chemical structure of sinoacutine and sinome-
nine
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Tab 1 Results of precision and accuracy tests
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0.1 0.100£0.002 230 99.81£2.29  0.102+0.003 341 102.04+3.47
02 0.205£0.012 596 10237611 0.200£0.016 8.23 99.80£8.21
25 2.56410.196 778 102.55£797  2.590£0.209 8.2 103.61 8.5
40 4.051£0.116 282 101284285 4.032£0.122 3.01 100.79£3.03

244 PREUEDCRIEE #2427 W0 Jy vk ECHIAL
HY L e O VR ) IS R 4 By, #e 2.3 T vk Ab
PRI, PR 2.1 T 3% S5 R AR A0 BT, 10 53 T UBE Bk
55 bR B T AR FLAEL (R 3 R 9% B A (I8 o, 3 5
0y 4237 W NG 2% W UL 2K AR b 0.5 mL---- - AE W
B35 2.4 mL” 7 AL B IR IO 5 R 1
IR BB 3 U 50 L, (IR & i Wk B 5 R 454
at Xt I, DAV IR T, Ak i B 150 L &2 7%, i JiE
3min)5, A4 000 r/min 2.0 10 min, B EVERIESL G, o
FEATHT 10 5 T RUBE B A i 0 TR LR (R o 32X
g% = (R/R.)x100% , 5 R L3 2,

China Pharmacy 2019 Vol. 30 No. 20 - 2769 -



F2 REEKWRIREER(n=5)

Tab 2 Results of extraction recovery tests(n=>5)
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Fig 3 Mean plasma concentration-time curves of sino-
acutine in rabbits
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Tab 4 Main pharmacokinetic parameters of sinoacutine in rabbits(x + s)
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