HE 2572 5 R e 201327 (1): 6-12  1SSN: 1000-3002 CN: 11-1115/R

W&

VEB T2 B R (% )X N CYPASON A1 P-4 25 [ 444 01 75 F &
XKL CYPLA2FICYPIAL i S4E H

BvkD 2, B, kS, DO RS, ZepmEbpl nbpg!

1 Rt 2 sFel g A, Kt 300410;

2. BpIT e 2k, BRI WA /R 1150040

YR 139 2011-12-30 g [ [ Jy] 2012-6-18 g 4% fi % A3 [ 4] 2013-2-21 5% [ ]

W HI WIHES TS B () (SLI) % ACYP450 8 RIP—1 2 (1 AR SN HI4E I LLE K K BRCYP LA
CYPSAMANESAEH . 77 © RiHIP450-G1o™ CYPABORY I Er, H 3k Ak 27 S il i SLTANZR 4t 1 30 40
4,3P4501A2 (CYP1A2), CYP2D6, CYP3A4, CYP2C19FICYP2COFITCooft, 8 ik b5 SL T8 A1 s 1068 AH I 41 Bl ¢4 25 P450
SF I TC0 {1 K FIBTSL TG A CYPASORE I AMMEIE T . @ Wistar KEUMBiva4s TSLT 3, 10F130 mg « ke 'Flif
SRR ZA20 mg « kg, RABREN R, Wik PEE AR =40 1) A2 BGE 3SRV SLTN K BRCYPLA2FICYP3AK 5
SYEH. ® N FHATPEEA IR A, 385 th 2 2 600 52 ATPEES M SR PP ST 75 9 P-gp I s Al 7). 45 51
@ CYP1AZ, CYP2C9, CYP2C19, CYP2D6HICYP3A4HMI I 1Co 5 SLIAT FL M TCsy HEAT HLAE (CYPIA2: 0.12 pmol » L1
vs 840 pmol « L~'; CYP209: 3.362 pmol » L' vs 704 pmol « L°!; CYP2C19: 3.236 pmol L' vs 306 pmol + L
L. cYP2D6: 0.117 pmol » L™ vs 2660 pmol « L™'; CYP3A4: 0.078 pmol « L™! vs 1780 pmol « LD . @ 521
XA (86.446. 3)nmol » g L« min UAHLL, SLI 3, 10130 mg « kg '41CYP1A2IE ME4r 5 483, 4+6.6, 82.5+4.0
H1(83.4+6.6)nmol » g ! e minle HAFINIIEAL(16. 140.9) nmol » g L+ min 'Lb4:, SLI 3, 108130 mg * kg ‘4l
CYP3AYE P43 3 4 15. 740.6, 15.940. 7TH1(15.9+1. 0)nmol » g '+ min !, BB EME L F. 3 LURHR 259K i
PRI — R FHBEHISLT 0. 0002, 0.0006, 0.002, 0.006, 0.017, 0.052, 0.156F10.468 g« L™ [{IATPHGS Ik
S35 AR IR R ZEEAT L4 (5.8, 5.3, 5.8, 5.5, 5.8, 5.2,, 5.8, 5.3, V§5.75 ymol g ' emin 1), T
PEZE R, 4518 SLIIGIRYS 257 BEA G844 #0155 ACYP1A2, CYP2D6, CYP3A4, CYP2C19FICYP2CORE 1% 11, th A g ids S
K CYPIA2FICYP3A, [A] AN & P-gp M RSN I I BUR ) o

FH ERUISI S EmIRGET) P-REEG 412 P450 CYPIA2 4y jfi(n 2 P450 CYP3A

5% RI63

Inhibitory effect of total salvianolate lyophilized injection, a herbal
preparation, on human cytochrome P450 and P-glycoprotein in vitro and
inductive effect on rat CYP1A2 and CYP3A in vivo
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Abstract
OBJECTIVE To investigate the inhibitory effect of salvianolate lyophilized injection (SLI) on human cytochrome P450
(CYP450) and P-glycoprotein(P-gp) system in vitro and the inductive effect on rat CY P1A2 and CY P3A in vivo.

METHODSD | Cso of cytochrome P-4501A2(CYP1A2), CYP2C9, CYP2C19, CYP2D6 and CY P3A4 inhibitors was
evaluated by chemiluminescence using P450-Glo™ Screening Systems. The inhibition on CYP450 in vitro from SLI was
evaluated by ICq,. @ Wistar rats were sc given SLI 3, 10 and 30 mg * kg'l or inducer. The method of probe substrate was

used for evaluating the induction of rat CY P1A2 and CY P3A from SLI by comparing the production rate of metabolites. (3)
The ATPase activities of SLI were determined by ATPase assay kit, which can evaluate whether SLI is a substrate or

inhibitor of P-gp. RESULTS @ ICqy of inhibitors and SLI was compared (CYP1A2, 0.012 ymol * L1 vs 840 pumol « LL
CYP2C9, 3.362 umol + L1 vs 704 ymol + LY, CYP2C19, 3.236 umol » L™ vs 306 umoal « LY, CYP2D6, 0.117 pmol = Lt
vs 2660 pmol « L and CYP3A4, 0.078 pumol « L1vs 1780 pumol « L'l). @ Compared with control group (86.4+6.3)
nmol « g1 « min'L, the activities of rat CYP1A2in SLI 3, 10 and 30 mg » kg™ groups were 83.3+ 6.6, 82.5+4.0 and (83.4
+6.6)umol - g'l - min?, respectively. Compared with control group (16.1+0.9)nmol + g'1 - min}, the activities of rat
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CYP3A in SLI 3, 10 and 30 mg * kgt groups were 15.9+ 1.0, 15.940.7 and (15.7+0.6)nmol » g « min'l(P<0.05). 3
ATPase activity of SLI 0.0002, 0.0006, 0.0002, 0.005, 0.017, 0.052, 0.156 and 0.468 g * Lt according to the clinical human
blood-drug level was compared with that in control group, respectively (5.8, 5.3, 5.8, 5.5, 5.8,5.2,5.8, and 5.3 vs 5.8

pmol = g’ « min'), but there was no significant difference. CONCLUSION SLI may neither induce rat CY P1A2 or

CYP3A invivo, nor inhibit human CYP1A2, CYP2C9, CYP2C19, CYP2D6 and CYP3A4 invitro. It is not a potential
substrate or inhibitor for human P-gp in vitro.
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