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ABSTRACT:; AIM To investigate the inhibitory effects of Aidi Injection (Mylabris, Ginseng Radix et Rhizoma,
Astragali Radix, etc. ) on cytochrome P450 (CYP450) enzymes of human and rat liver microsomes in vitro, and
the species difference was compared. In addition, the possibility of drug interaction with Aidi Injection was evalua-
ted. METHODS Aidi Injection was incubated with mixed probe substrates ( phenacetin/CYP1A2, chlorzoxazone/
CYP2E1, dextromethorphan/CYP2D6, omeprazole/ CYP2C19, tolbutamide/CYP2C19, midazolam/CYP3A4, testos-

terone/CYP3A4) in the liver microsome incubation system, respectively. The quantitation of metabolites of sub-

strates was achieved by UPLC-MS/MS, the IC,, values were calculated by GraphPad v5. 0 software. RESULTS
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The 1Cs, values of Aidi Injection on CYP1A2, CYP2E1, CYP2D6, CYP2C19 and CYP2C9 of human and rat liver
microsomes were in the range of 4. 101% —10.07% , those on CYP3A4 (midazolam) of human and rat liver mi-
crosomes were 169. 6% and 9. 133% , and those on CYP3A4 (testosterone) were 8. 472% and 49.25% , respec-
tively. CONCLUSION Aidi Injection shows different degrees of inhibitory effects on CYP1A2, CYP2EI1,
CYP2D6, CYP2C19, CYP2C9 and CYP3A4. The obvious species difference exists in CYP3 A4.
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Tab.1 Mass spectrometer conditions

R R A R W

i 4y AL B VAR 2
m/z m/z &/V /eV
X} Tk L T + 152.0 110.0 30 15
6- I G MR YD 2 - 183.8  120.0 30 20
FRELHIORAS T IR - 285.0  186.0 35 18
6B-F2 AL T + 305.3  269.3 35 15
- R LKA + 342.0  324.0 35 20
5-Fp LB ISR + 362.2 2140 20 15
HMERE + 258.4  199.0 25 25
BARZ (HAR) + 417.0  267.0 40 30

2.5 mMEFMAMKEA [ “2.37 TR EEAE,
HEANF N K RIFHOR AR E A R RE (0,
0.125, 0.25,. 0.5, 1 mg/mL) FIA 6% F b 7]
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Tab.2 Incubation conditions

PREF TRIARZE 11/ (mg-mL ") I 75 B[]/ min
EIRPE T 0.5 60
SV 0.5 60
oA T R 0.5 60
WAL e 0.5 60
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DR IA WA 0.5 10
Lot 0.5 10
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Fig. 1 Inhibitory effects of Aidi Injection on seven CYP450 isoforms in human and rat liver microsomes (x +s, n =3)
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Tab.3 1IC,,values of Aidi Injection on seven CYP450 iso-
forms in human and rat liver microsomes
7Y fifg e 1Csy/%
MY 7S e ST,
* KEUFROBLA  ANFRORLA
CYPI1A2 JEIRVE T 8. 804 9. 686
CYP2C9 FH 2 TR 9.273 4.101
CYP2C19 L e 6. 581 8.231
CYP2D6 FEWIF 5.193 9. 069
CYP2E1 Sy 10. 070 9.527
CYP3A4 B s A 9.133 169. 600
CYP3A4 S 49.250 8.472
3 itig
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o BN/ KB R e A 8 5 R R
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BRI A i RO R £ 0 ~ 1.0 mg/mL
TN, S YA R E R R, 27
BHIE, 0.5 mg/mLAE Ry m At AW E BT a ik
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