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Abstract: Objective To study the influence of Salviae Miltiorrhizae Radix et Rhizome (SMR) and Carthami Flos (CF) before and
after compatibility on activitis of cytochrome P1A2 (CYP1A2), cytochrome P2E1 (CYP2EL), and cytochrome P3A4 (CYP3A4)
from rat liver microsomes. Methods Using caffeine, chlorzoxazone, and midazolam as the probe drugs of CYP1A2, CYP2EL, and
CYP3A4, the SD rats were randomized divided into four groups: control group, SMR (1.2 g crude drug/kg) group, CF (0.4 g crude
drug /kg) group, and SMR (1.2 g crude drug/kg) + CF (0.4 g crude drug/kg) group. According to the above dose, rats were ig given
drugs for 7 d. Rats were injected with caffeine, chlorzoxazone, and midazolam solution in tail vein 30 min after the last
administration, and the blood was collected at different time points. Metronidazole as internal standard, method has been established
to determine the levels of caffeine, chlorzoxazone, and midazolam to evaluate the activities of CYP1A2, CYP2EL, and CYP3A4 by
HPLC. Results Compared with control group, SMR increased the clearance rates (CL) of caffeine, chlorzoxazone, and midazolam,
reduced the AUC, and t;, was also show a decreasing trend, but the difference was not significant. In CF group, CL of caffeine and
chlorzoxazone was decreased, but the difference is not significant. CL of midazolam significantly decreased (P < 0.01). AUC of
chlorzoxazone increased, but the difference was not significant. AUC of caffeine and midazolam increased significantly (P < 0.05
and 0.01). In SMR + CF group, the CL of caffeine and chlorzoxazone decreased significantly (P < 0.05), the AUC of caffeine and
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chlorzoxazone increased significantly (P < 0.05), and t; , also showed a decreasing trend, but the difference is not significant.
Conclusion Compatibility of SMR and CF has an inhibitive effect on CYP1A2 and CYP2EL1 in rats, and it could be one of the

mechanisms of “interactive synergy”.
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Table 1

Intra- and inter-day precision data for three kinds of probe drugs
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Fig. 2 Cocentration-time curves of caffeine, chlorzoxazone, and midazolam ( X %s, n = 6)
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Table 3 Pharmacokinetic parameters of caffeine (X £s, n = 6)
S AL 7 0] F+Z Awia FF&+44k
ty h 1.83+0.84 1.63+0.81 1.89+0.93 1.93+0.94
CcL L-h kg™ 0.32+0.03 0.38+0.09 0.28+0.11 0.25+0.02"
V, Lkg™ 0.79+0.17 0.82+0.14 0.65+0.18 0.49+0.19
AUC mg-L2h? 32.3440.48 31.15+0.68 59.3240.84" 62.3241.08"
Haan A S P<0.05 TP<0.01
“P<0.05 P <0.01vsblack control group
F4 QMOREFEAHNESH(XLs,n=6)
Table 4 Pharmacokinetic parameters of chlorzoxazone ( X £s, n = 6)
ZH AL 7 AR e Awid FI &+ 4%
ta h 0.58+1.14 0.54+0.78 0.65+1.04 0.82+1.12
cl L-h kg™ 0.57+0.05 0.55+0.03 0.41+0.11 0.32+0.04"
v, L-kg™? 1.89+0.52 1.95+0.59 1.68+0.47 1.32+0.56
AUC mg-L th? 22.66+2.52 21.61+5.69 26.65+7.69 32.17+£7.69
5 FX AL : TP<<0.05
“P < 0.05 vs black control group
F5 MIZMCEEZAHNFESH (X Ls,n=6)
Table 5 Pharmacokinetic parameters of midazolam ( X £s, n = 6)
S L o N IR e AR FI&+44k
tu h 0.48+0.34 0.28+0.32 0.56+0.65 0.79+0.56
Cl L-htkg™ 8.75+1.21 8.95+1.25 6.25+1.25" 7.65+1.31
v, L-kg™ 2.53+0.89 2.85+0.96 2.13+0.87 2.35+0.85
AUC mg-L1h? 0.61+0.08 0.51+0.35 0.93+0.05" 0.78+0.65

52 Ex IR LR P<<0.05 TP<<0.01
"P<0.05 P <0.01vsblack control group
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