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A& B A (67.134.268.536 mg/kg) ig ABFRIRE N B R Q%A ,05h /5 FigH F £ 3 0.4 mgkg, 44 THF R %H
(0 h) %355 0.5.0.75.1.1.5.2.2.5.3.4.6.8.12.24 .36 h £ 28 F IRIEIR A 100 pl T e w LB ABXE P, L ARmE
W IE TR R A g F 35 ] 69 R L, R DAS 2.0 5 S R E MR ERA T LSS F ALK, AR MK K P SHE
L F IR R AT B R RAK N F 38 69353 F A I Con B (6.79+1.15) . (17.40 +3.13) . (21.24 + 3.14) . (22.06 + 4.82) . (2.80 £ 0.72)
ng/ml; 6, 4 (11.01 +£0.82) . (12.20 +2.02) , (12.28 + 2.38) . (12.36 £ 0.73) . (10.59 + 0.69) h; AUC, .. 4 (85.79 + 15.26) , (162.18 +
41.75) (273.12 £ 73.69) . (268.79 + 28.46) . (36.72 +3.01) ng-h/ml, 5iEF B & MAK AL P HHFAKRIAEN G F £ 3
8 Coux F2 AUC, ¥ T & A2 1, BALR AR, 2530 ZESHIE & 7T BATH B F 32 8] £ KRR 1 890K
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Effects of Wuzhi Soft Capsule on the Pharmacokinetics of Sirolimus in Rats

XU Wen', LIU Tao', FU Xiaoyue®, CAO Zhihong',MA Min', SUI Zhongguo'(1.Dept. of Pharmacy, the Affiliated
Hospital of Qingdao University, Shandong Qingdao 266003, China;2.0rgan Transplantation Center, the Affiliat-
ed Hospital of Qingdao University, Shandong Qingdao 266003, China)

ABSTRACT OBIJECTIVE: To investigate the effect of Wuzhi soft capsule on the pharmacokinetics of sirolimus in rats. METH-
ODS: Wistar rats were randomly divided into 5 groups, with 6 rats in each group. They were given very low-dose, low-dose, me-
dium-dose and high-dose of Wuzhi soft capsule (67, 134, 268 and 536 mg/kg) ig or blank solvent, respectively; and then given si-
rolimus 0.4 mg/kg. The blood 100 pl was sampled by capillary eyes before giving sirolimus (0 h) and 0.5, 0.75, 1, 1.5, 2, 2.5,
3, 4, 6, 8, 12, 24 and 36 h after giving sirolimus and put into edetic acid anticoagulation tube. Blood concentration of sirolimus
was assayed by LC-MS/MS. The pharmacokinetic parameter was calculated by DAS 2.0 software using non-compartment model.
RESULTS: The pharmacokinetic parameters of sirolimus in very low-dose, low-dose, medium-dose and high-dose groups and
blank solvent group were Cn. of (6.79 £1.15),(17.40£3.13),(21.24 + 3.14),(22.06 + 4.82),(2.80 £ 0.72) ng/ml; #,. of (11.01 £
0.82),(12.20 +2.02),(12.28 £ 2.38), (12.36 + 0.73) , (10.59 + 0.69) h; AUC, .. of (85.79 + 15.26), (162.18 £ 41.75), (273.12 +
73.69), (268.79 £ 28.46) , (36.72 + 3.01) ng-h/ml, respectively. Compared with blank solvent group, Cm and AUC,-.. of sirolimus
were all increased in very low-dose, low-dose, medium-dose and high-dose groups, but 7. changed slightly. CONCLUSIONS: Wu-
zhi soft capsule can substantially enhance the absorption of sirolimus in rats.

KEYWORDS Wuzhi soft capsule; Sirolimus; Pharmacokinetics; Rats
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2.1 BEiEFREEY
2.1.1  @i%EE @Rk Zorbax SB-Cis(2.1 mmx100 mm,
3.5 um) 5 SRR EEVRINE, R EhAH A 20 iR s B 4 0.1% H
TRV T (A AH B A LA R 20 9% , 0.5 min B THE 1009% , 9K )5 4
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Tab 1 Results of precision test
N HIHE HI
ﬁé‘ﬁ)ﬁiﬂ?ﬁ,ng/ml Ytg,ng/ml RSD, % vts,ng/ml RSD, %
0.10 0.11£001 461 0.09£0.01 133
15 24020.10 3.86 231£0.19 152
25 260 1.00 401 2631130 5.19
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PP S, 450, PE P 5] 4 0.10.2.5.,25 ng/ml B 1Y
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(n=3) , RIAFEMAERIE SEAF TR B A P4 R AR
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Fig 1 Blood concentration-time curves of sirolimus in rats
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Tab 2 Pharmacokinetic parameters of sirolimus in rats of

each group(¥+s,n=06)
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