W TAERE KRR 2012 4F 3 A4 33 B 3
Academic Journal of Second Military Medical University, Mar. 2012, Vol. 33,No. 3

http://www. ajsmmu. cn

« 320 -

CA %

DOI:10. 3724/SP. J. 1008. 2012. 00320

AZNHFEMTEXRERNEKINER

BAK NMT K E WA AT R R AL
T B R 2 — B 1 e 245 0 Bk B 330006

RS

fe)

({EE] a® FRASKEmSERMTERRENGRSIEEm, e 12 HEERRERREC30+E15) g, Bl
G322 4 B B A TT 41 (80 mg/ke) 5 Ei & AR ABTT G P2 (400 mg/ke) A, B4 6 H, 400 T4 2501 42505 0.5.1,
1.5.3,5.8,10,12.,24 h i PAHR ME &% BCR 10249 0. 3 ml, SR LC-MS U5 i 25 ¥R , b4 79 4 () 254 2 8, R T SPSS12. 0 1 Ft
Fgitpab i, 4% SHPIBEERFEMITANS H2ES 8 Con JAUC, JAUC, .. 23 B34 1 60. 81 % ,88. 00% F1 82.92% ,
M Ty 5 CLz/FAHM BIFEAR T 33. 21 % M1 21.51% ., #+#&  KEURRPES 0] 8 B &7 b 7T i 25103 2 45k

[XERA] FZmap &, 41Xsh %

[FESZES] R969.2 [X#irERD] A [XEHS] 0258-879X(2012)03-0320-04

Effect of Danshen on pharmacokinetics of Rosuvastatin in rats

WEN Jin-hua, HU Jin-fang, CAI Jun, LAI Yong-quan, ZHENG Xue-lian, ZOU De-qin, WEI Xiao-hua”
Department of Pharmacy, The First Affiliated Hospital of Nanchang University, Nanchang 330066, Jiangxi, China

[Abstract] Objective To study the effect of Danshen on the pharmacokinetics of Rosuvastatin in rats. Methods Parallel
control method was applied in this study. Twelve male rats weighing (2304 15) g were evenly randomized into two groups:
rosuvastatin (80 mg/kg) group and Rosuvastatin plus Danshen (400 mg/kg) group. Blood samples (0. 3 ml each) were
collected from the orbital vein at 0.5, 1, 1.5, 3, 5, 8, 10, 12 and 24 h after drug administration. LC-MS was used to
determine the plasma concentrations of Rosuvastatin. The pharmacokinetic parameters of the two groups were compared and
statistical analysis was performed using SPSS12. 0 software. Results When combined with Danshen, the C,.., AUC,,, and
AUC,... of Rosuvastatin were increased by 60.81%, 88.00% and 82. 92% ,and T, and CLz/F were reduced by 33. 21% and
21.51%, respectively. Conclusion Danshen can affect the pharmacokinetic properties of Rosuvastatin in rats.
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tion TAE) . H A B HE20 w) 42 7 Milli-Q Gradient
A10 #4li/K 2%, 3£ F Millipore 2 7 4 7 ; Shim-pack
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Fi P AR A TT AR e b 46. 50 mg, JH 50 ml HY s A ik
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250°C s M # Bk (block) & B . 200°C ; CDL HL J& . 25
VKL R — 1. 65 kV; B & FIM-H] . %G
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1.5.3 MmEMHSHALELE 100 ul KEIMKHE
i A 20 pd X5 R AR PEARATT (10 pg/mD L A 30
pl VKBETR PR 30 s A 1 ml &R 2T . I8 BE 4R 3
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Fig 1 SIM chromatograms obtained from a blank plasma(A,B) and plasma from
a rat 1.5 h after an oral dose of 80 mg/kg rosuvastatin(C,D)
A,C: Rosuvastatin (480. 00 m/z); B,D: Pitavastatin (420. 00 m/z)
x1 BFRMWTHNEEESERE
Tab 1 Precision and accuracy of the assay of rosuvastatin
n=>5, r+ts
Rosuvastatin Inter-day Intra-day
concentratlgrll Measured Precision RSD Measured Precision RSD
pp/ g+ ml™h on/ (pg + ml™1) (%) (%) on/(pg + ml 1) %) %)
0. 04 0.03940. 005 98. 50 13.62 0.04040. 005 100. 00 12.25
0.4 0.43040. 035 107. 50 8.22 0.42040. 039 105. 00 9.22
8 8.05440.791 100. 68 9.82 7.854740. 680 98.18 8. 66

2.2 AR TERRKNGERS N FENY
Fon ARG Dy RO U B R P B A
TG ICE 2= S8 B R W% 2. 310 250
JE-m a2 W 2. R RUAR N P2 5 i AT Al 7T
B 254030 7 2 FRAE Wk B (peak concentration,
Cun ) 1§ RAH 22 52 TG 127 2 S 25 ) il 4 °F i A
(area under concentration, AUC) I 3 K (P <

0. 05) JHBRHE A (CLz/F) FEAK, 5 5 B &7 AR AT
ARG T7 2 (5 F 3 &7 A At VT S 80 4 (8 — 5
P i &F F Al 7T 2 R34 (8D /50 1 B &F AR A 7T 2 508
i) X100% 1, & P2 5 S & b 7T 254080 )1 % 5
B Core s AUC . AUC,... Z 50 {E 43 51 34 Jm 60. 81% .
88.00% 1 82. 92% ,1fi T.» 5 CLz/F {H 5 B FEAR T
33.21 %M1 21.51% ., T.. AR E,
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Tab 2 Pharmacokinetic parameters of Rosuvastatin after single administration
and co-administration with Danshen (400 mg/kg) to rats

n=6, rxs

Pharmacokinetic Pretreatment with Danshen Rosuvastatin P Add value and

parameters (400 mg/kg) (80 mg/kg) alone Reducing value( %)
Coae p/ (pg » ml 1) 8.78+4. 94 5.46+3. 59 0.212 +60. 81
AUCyp (pg+h+L™1H 33.70414. 36 17.92+5.15 0.043 +88. 00
AUCoo. (pg = hL71) 34.20414. 56 18.70+4. 86 0. 045 +82.92
Tmaxt/h 2.0041.70 1.92+1.77 0.94 —4.17
Ti/2t/h 4.7742.45 3.19+2.28 0. 27 —33.21
CLz/F (L+h™ 1) 5.65=+1.39 4.6543. 44 0.53 —21.51
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TR LC-MS J5 ik I AT & A AR al o3
B SR WA TR e | L e ) B, D R 4 L 23 A 1 )
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A Rosuvastatin alone
® Rosuvastatin+400 mg/kg Danshen

Concentration of Rosuvastain Fs/(ug-ml™)
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Fig 2 Mean plasma concentration-time profiles
of rosuvastain following an oral administration
of rosuvastatin to rats in the presence

and the absence of Danshen (400 mg/kg)
n=6, rts
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T AR AT FBTFE AR A VT 72 7R P13 3 CYP3A4 il
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