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Effects of traditional Chinese medicine Panax notoginoside (i ¥ i¥) and Tetramethylpyrazine (Ji| % ) on
cytochrome P450 subtype enzymes SHI Jie, CHEN An-jin, ZHANG Fang, WANG Ben-jian. Department
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[Abstract] Objective To study the effects of traditional Chinese medicine Panax notoginoside (PNS,
It #3%) and Tetramethylpyrazine (TMPz, JI| 2 #) on different subtypes of cytochrome P450 (CYP450),
based on that, to forecast the inter-reaction between these two drugs and between each one of them and
another drug, and also to estimate the safety assessment of them. Methods The metabolic changes of caffeine
and dapsone which are the specific probe drugs for subtypes of CYP450, CYP1A2 and CYP3A4, were studied
in vitro to estimate the inhibition or induction effects of PNS and TMPz. Results The concentrations of
caffeine and dapsone, the probe drugs in liver cytochrome P450, in control group, PNS group and TMPz
group were all declined with time prolongation, and there were no significant differences among the three
groups. The half life time (t1/2) of caffeine in PNS group was obviously shorter than that in control group
((19. 241 2. 37) minutes vs. (25.15%+ 2. 02) minutes, P<C0. 011, while the t1/2 of caffeine in TMPz group
((27. 671 4. 64) minutes) showed no remarkable difference from that in the control group. It was suggested
that PNS induce CYP1A2, but have no effect on CYP3A4. The t1/2 of dapsone in PNS group and TMPz
group showed no difference from that of the control group ((16. 29+ 2. 94) minutes, (15.16+1.67) minutes
vs. (16.16%1.51) minutes, both P>0. 05). It was suggested that TMPz have no effect on both CYP1A2 and
CYP3A4. Conclusion Different drugs have different effects on different CYP450 subtype enzymes. When
PNS is used in combination with other drugs which are related to the metabolism of CYP1AZ2 enzyme, its
induction effect on CYP1A2 should be considered fully to avoid toxic effect or the potential adverse reactions.
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MEZSE AFSTHYREFRE. FVER.E
K24h AFER,
1.2 FFHOR R 4810 BT Sk AR SE K IR, 39 TR I, e
B, A EE K T Bk rh S B BB
FAREARASLUANK . MARKEH L 15 min,
B EHW, W CaCl, BB AKBEHRBL . FLH
BLEVTERERT Tris B P, SHOREKSHR.
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BOFir ML A BY Y (ug/ml)=976.197 907 7X —
16. 593 451 33(r=0.999 8)
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1.3.2 CYP450 £ B M &™), %A Omura &, R IE
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FFRE(6.50+1. 36)g, AN B & B (17. 27
6. 33)mg/g,CYP450 & 2 (0. 42+ 0. 14)nmol/mg,
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T HL 200 pl, 0 A 20 pd POER R YW (110 pg/mD iR
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¥k BE B 1M 92. 00%6.,109. 25%.,99- 44% . DR
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- - ok B 7 BE (pg/mal) uﬁlila(*'%
0 min 5 min 10 min 20 min 40 min 60 min 3 FH (min)
bogi | 10 42.76+1.30 33.38+1.98 29.67+1.56 22.61%1.16 15.02+0.94 9.74+0.53 25.1542.02
J ¢ 5T 10 41.23+2.87 29.44+4.38 25.48+3.65 19.10+1.78 11.5940.78  6.89%1.15 19.24+2. 37
JNEBA 10 43.891+3.07 34.5041.65 29.50+1.23 24.124+1.04 16.00+1.17 10.78+1.37 27.67+4.64
a9 - HERWKE (pg/mlbd gfﬁﬂk.ﬁ
0 min 5 min 10 min 20 min 40 min 60 min 3 3 (min)
bog:ib:] 10 29.06%+1.51 22.01+2.34 17.154+2.04 10.68+1.07 7.07+1.12  3.02240.68 16.16+1.51
1 97 41 10 28.79+1.17 20.0442.87 16.24%2.73 11.23%£2.28 6.39+2.05  1.4840.52 16.2912. 94
L 3 10 29.06+1.51 22.01+2.34 17.15+2.04 10.684+1.07 7.074+1.12  3.02+0.68 15.16+1. 67

¥ 50 R4, P<0.01
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