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Effects of Tibetan Medicine Zuotai on the Activities of CYP1A2 and NAT2 in Rats
FAN Xue-ru, ZHU Jun-bo, YAO Xing-cheng, YUAN Ming, LI Xiang-yang(Dept. of Pharmacy, Medical College
of Qinghai University, Xining 810001, China)

ABSTRACT OBJECTIVE: To study the effects of Tibetan medicine Zuotai on the activities of cytochrome oxidase (CYP1A2)
and drug metabolism enzyme N-acetyltransferase 2 (NAT2) in rats. METHODS: 70 SD rats were equally randomized into a normal
control (normal saline) group, the groups of single administration of low, middle and high-dose (1.2, 3.8 and 12 mg/kg) Zuotai
and the groups of multiple administrations thereof (once daily for 12 consecutive days). The rats were given drugs ig. caffeine (25
mg/kg) was given ig to the rats in the normal control group and the groups of single administration on the 2nd day, and to those in
the groups of multiple administrations on the 13th day. 5 h later, their urine was collected and added with vitamin C based on 10
mg/ml. High performance liquid chromatography (HPLC) was adopted to determine the cafeine metabolites contents of 5-acetami-
do-6-formamido-3-methyl-uric acid (AFMU), 1-methylxanthine (1X), l-methyl-uric acid (1U) and 1, 7-dimethyl uric acid (17U)
in rats’ urine, and the activities of CYP1A2 and NAT2 were reflected through (AFMU+1X+1U)/17U and AFMU/(AFMU+1X+
1U). RESULTS: Compared with normal control group, the (AFMU+1X+1U)/17U and AFMU/(AFMU+1X+1U) in rats were de-
creased, namely the activities of CYP1A2 and NAT2 were lower in the groups of single administration of middle-dose Zuotai and
multiple administrations of middle and high-dose Zuotai than in the normal control group. There was statistical difference (P<<
0.05). CONCLUSIONS: Zuotai can obviously inhibit the activities of CYP1A2 and NATZ2 in rats.
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N2000 {3 TAE R (VTR 2E 8 Be M5 B TRMIFSE ) ; XW-80A
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fek (A R E B LS 20111002, FEE R 4 S
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B, PR R R P9 R P SRS T 1X 1U L 17U A AFMU F
FE, LA (8] 0 o s, (s R DL 1
2.3.5 PRUERRLRAUHI S BB E.OE, A BINA IX 10,
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Fig1 HPLC chromatograph
A. reference solution; B. blank urine; C. blank urine added with refer-
ence solution; D. urine after administration 5 h; 1. AFMU; 2. 1U; 3.
1X; 4. 17U
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Tab 1 Results of regression equation

AT Sfbm r

ARMU J=184814173 09997
U y=1033-238 0.999 |
IX 1=53.5r454 09990
17 )=1540-521 0.9992

2.3.6  HILIIBCR SRS AR % 2.3.57 0 F ik Al
R A 1.6.,20 pg/ml Y 1X, 1U 17U, AFMU F5 i JR T
FEfh . $2°2.3.27 00 F B OB IR #2317 W T (3 A5 Rk i
(R TR S S R 5 R, i s il A, 1155 2 Il
K [R]H PSR E 5 UK, 5% H NS B A HIE 1R, 3%
LLE 5 d, HEH MR 25 3R 2.

x2 FHEEWEMBZEERELER(x+s,n=5)

Tab 2 Results of relative recovery rates and precision test

(¥+s,n=b)
41 A, pg/ml e Ik fi -
g pgm  RSD,%  HMRSD,% HIEIRSD,%

AFMU | 9118420 219 496+08 508£06
6 10044+34 339 638210 867£09
2 91.01£30 330 38813 421510
U | 9366+48 512 540409 40611
6 9967+8.1 813 316513 6.10£13
2 9499432 337 448511 571507
1X | 99.60£6.2 622 718405 560410
6 973757 585 505414 6.62+09
2 10099462 6.14 40715 556412
17U | 88.56+4.1 463 823109 85505
6 9241437 400 521510 66310
2 9302432 344 498413 533106

237 FEMERE #2357 R vk A R E
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1.6.20 pg/mlARiEJREAE i, 45 8 6 o 23 BIAEZ IR E 0.8 h
FI—20 C¥ % 1.10.30.60.90.120 dJ5 H AR f# % . $%242.3.2"
TR B R, 2,317 TN (A% A PR b RE e i A
S5 AT v AR PR TRORE & 19 RSD 4351 AFMU:
5.12% . 4.33% 1 2.80% (n=8) , 1U: 7.02% . 5.44% H1 4.60%
(n=8),1X:8.10% .6.79% f16.01% (n=8).,
24 FitFFE

ST B LIx + s KR o R SPSS 17.0 £ 4 il One-
Way ANOVA J1 % f 78430, P<0.05 FmZEFA G
2.5 CYP1A2#0 NAT2 & M4NE R IEM
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1U) FLEPEA NAT2 (35 . 25 5%, 5 155 6 R4 Fe s, Hhl i
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CYPLA2 FIINAT2 i Ml 25 5 L35 3.
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Tab 3 Results of the activities of CYP1A2 and NAT?2 in rats

of all groups(x +s,n=10)
AL KA

B OO T S
CYPIA2 8514360 10.15+1.94 471+1227 10854159 7.08+222 6.11£2.13" 4151217
NAT2 067£0.11 0594008 047£0.12° 057£0.08 0.67+0.10 0.56+0.15" 0.56+0.11"

5RO RG] H A, *P<<0.05

Note: vs. normal control group, “P<<0.05
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