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[Abstract] Objective To develop a HPLC-MS/MS method for the absolute bioavailability study of salidroside in Beagle
dogs. Methods Gastrodin was used as internal standard. Plasma samples were treated by protein precipitation and separated by
Symmetry RP g column (100 mmx4.6 mm, 3.5 pm). 0.1% formic acid in water(A) and 0.1% formic acid in acetonitrile: methanol
(20 : 80, V/V) (B) were used as the mobile phase for isocratic elution with 35% mobile phase B. The flow rate was 0.4 ml/min.
Column temperature was 40 “C. Injection volume was 2 pl. By electrospray ionization source (ESI) and multi-reaction monitoring
(MRM) mode, the MRM ion pairs of salidroside and gastrodin were identified as m/z 299.1—118.9 and m/z 285.1—122.9,
separately. Blood samples were collected at different time points after oral or intravenous administration of salidroside. The
harvested plasma samples were analyzed by HPLC-MS/MS method to assess the pharmacokinetics and absolute bioavailability of
salidroside. Results Excellent linearity(»>0.998 6) was found in the concentration range of 10—10 000 ng/ml for salidroside and
the lowest quantitative concentration was 10 ng/ml. The recovery was 89.5%-91.8%. The intra-day precision (RSD) was less than
9.7%, and the inter-day precision (RSD) was less than 7.3%. After a single oral dose of 15 mg/kg or an intravenous injection of
1.5 mg/kg of salidroside, ¢, Was (9 680+3725) and (9 310+1 645) ng/ml; ¢,,,, was (1.25+£0.67) and (0.011+0.017) h, AUC,,_, was
(20 535.4+5 200.0) and (4 646.7£720.5) ng-h/ml, AUC,_,, was (20 607.9+5 266.2) and (4 691.6+715.2) ng-h/ml; ¢, was
(1.31+0.63) and (0.98+0.13) h, respectively. Conclusion The LC-MS/MS method established in this study was simple, rapid,
sensitive and reliable. It meets the regulatory requirements of biological analysis for pharmacokinetic properties of salidroside in
Beagle dogs. The absolute bioavailability of salidroside in Beagle dogs is (43.9+11.2)%.
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R 100 ms. Z5A0A, AT B A
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W), HARHR IR« 157 T 44, T 40 C AR FRT
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WRAE 22 d, £E-20 ‘C/-70 C fEi & F I B =i
il S W, IBRE AR PEIS, 72 A ShitREERHICE 96 h,
AR R tt. A RER
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+=2 RO 15 mgke AR RERMELHNFEH
(x£s, n=6)

28 TR PR FH{E

AUCy(ng'h/ml) 1597641702 250951 527 20 535+5 200

AUC,.(ng-h/ml) 16 005+1 703 2521141692 20 608+5 266

MRTy,(#h) 2.20£0.561 2.39+0.055 2.29+0.371
4 t/) 1.02£0.108  1.61£0.845  1.31+0.628
CL,(L/hkg) 0.945+0.105  0.597+0.039  0.771%0.203
V,(L/kg) 1.39+0.232  1.35+0.613  1.37£0.415
Cmax(ng/ml) 786742978 11493+3 995 9 680+3 725
F(%) 34.2+4.9 55.247.4 43.9+11.2
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t12,(t/h) 0.933£0.028  1.03£0.174  0.980+0.132
CL,(L/h-kg) 0.325+0.078  0.328+0.028  0.326+0.052
V,(L/kg) 0.43740.104  0.487+0.102  0.462+0.096
Cmax(ng/ml) 9000+1 526 962042037 9 310+1 645
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N, GEE LR R BRI rh X 2T KA A
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