TIPS TT % Nat Prod Res Dev 2016 ,28 :1627-1632

X E%HS:1001-6880(2016)10-1627-06

“WRE"XNFERNERAMEKRR CYPIA2,
CYP2E1 ,CYP3A4 & 14 & 24 0

L KR RRE
K S W2 SR TR K5 T BRI TR 404120, PERIAAE, TLJK 400716

B OB ACCEEHE AR X TR A RO K BUIFHORL IR CYPIA2 CYP2EL CYP3A4 ¥ eI, %
16 10 SD K BBARLAT Jy28 (U0 IRAL E 342541, 16 SRR SD o BUBEHL A B X IR 4L FIBEARI A 25201 . TE %
U2 RV 2 2520 R T 20 T PRSI 235 FE 2L RVREIR0 R RS 15 40T 37 4 22 B ¥ 2
EET A, TH 8 d 44T Cocktail” HEEF 25 HIIME R S0 7 55 IR HE MO P25 38 3 HPLC Ky Cocktail J54F25
YRR IEAN 45 240 CYP450 f CYP1A2 CYP2EL CYP3A4 itk 253800, 510 % 41 Hu s , A A R 21 sl
SAZHLLMED SR TD 52RO b I BRI TERG 1 B K T M2 5 (P > 0. 05) 3 15 1E 3 41 LA, BEA X T
SRR 2L S50 AUC, ) B 5 FHE (P <0.05) , REHEHLT- 19 AUC, ) (B0 350, 29]
Py S X T P S RO AR CYPIA2 CYP2ET  CYP3A4 (03 M A 17 45 i 25 R FL A

SEERR I AU (5 2 PASO  FBORE P

FE S R285.5 SCHERFRINAD - A DOI:10. 16333/j. 1001-6880. 2016. 10. 024

Effect of Neiyixiao on Hepatic CYP1A2 ,CYP2E]1,
CYP3 A4 in Rats with Endometriosis
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Abstract: To observe the effects on the activity CYP 1A2,CYP2E1 and CYP3A4 in model rats of endometriosis following
administration “Neiyixiao”. 16 Sprague-Dawley rats were randomly divided into 2 groups ; normal control group and nor-
mal administration group. 16 Sprague-Dawley model rats were randomly divided into 2 groups:model control group and
model administration group. All the rats of control group were given CMC-Na and all the rats of administration group were
given “Neiyixiao” for seven days. After eight days, the plasma concentrations of Cocktail probe drugs of CYPI1A2,
CYP2E1 and CYP3A4 were determined by HPLC. Compared with normal control group,the level of t,,, of caffeine and
chlorzoxazone in model control group and model administration group had diminished (P >0.05) ,the level of t,,, of
nifedipine had prolonged (P >0.05). The level of AUC 4, of caffeine and chlorzoxazone in model control group and
model administration group was increased significantly (P <0.05) ,the level of AUC,,,, of nifedipine was not signifi-
cant. The results showed that " Neiyixiao" cannot interact with CYP 1A2 ,CYP2E1 andCYP3A4 in model rats of endome-
triosis.
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Fig. 1

HPLC chromatogram of sample without caffeine and chlorzoxazone ( A), sample without nifedipine ( B), caffeine and

chlorzoxazone standatd (C) , caffeine and chlorzoxazone sample (D) ,nifedipine standard (E) and nifedipine sample (F)
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1 MHEE M R ERE( x £SD,n=3)
Table 1  The recovery for caffeine, chlorzoxazone and nifedipine ( x £SD,n=3)
W [m] g S22 [l .
Concentration ( pg/ml) Recovery (% ) Average recovery (% ) RSD (%)
WNER Caffeine 0.45 88.70 87.73 £0.02 2.41
85.31
89.19
2.25 112.75 106.59 +0.05 5.01
103.27
103.75
4.50 102. 84 100.42 +0.03 3.20
101. 65
96.77
Wb Chlorzoxazone 0.58 103.17 98.54 +£0.06 5.61
92.43
100. 02
2.32 110.72 108.09 +0. 05 4.25
110.76
102.78
11.60 102.58 101.44 £0.02 1.52
99.68
102. 06
7R Nifedipine 1.02 104.98 98.50 +0.06 5.82
96. 46
94.07
5.10 91.83 92.07 £0.03 3.02
89.41
94.96
10.20 99.33 106.63 +0.06 5.93
110. 16
110. 40
2 UMHEE SRR T AREEE( « £SD,n=5)
Table 2 The precision for caffeine,chlorzoxazone and nifedipine ( X+ SD,n=5)
W H P4 Intra-day H i) Inter-day
Concentration I RSD R RSD
(pg/mL) n Precision (%) n Precision (%)
(pg/mL) (ug/mL)
MHER Caffeine 0.45 5 0.31£0.03 9.47 5 0.25 +£0.01 5.69
2.25 5 2.51 £0.08 3.05 5 2.64 £0.05 2.45
4.50 5 4.38 £0.24 5.49 5 4.48 £0.14 3.01
AWk Ybo2 Chlorzoxazone 0.58 5 0.62 £0.06 10.22 5 0.59 £0.05 7.91
2.32 5 2.57 £0.10 3.74 5 2.45+£0.09 3.53
11.60 5 11.43 £0.46 3.98 5 11.38 £0.25 2.19
fili 5 1 Nifedipine 1.02 5 0.72 £0.07 9.26 5 0.74 £0.05 7.09
5.10 5 3.09 £0.22 7.04 5 2.41 £0.10 4.03
10.20 5 13.46 £0.76 5.63 5 9.56 £0.71 7.48
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Fig.2 The C-T curves for caffeine, chlorzoxazone and nifedipine in rats from control group in model rats ( A) ,administration group

in model rats (B) ,control group in normal rats (C) and administration group in normal rats (D)
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Table 3 Comparison of pharmacokinetic parameters for caffeine , chlorzoxazone and nifedipine in rats

29 1EH T R ZH IEH 25U BEAINS B 2H Bz 25201

Control group in Administration group ~ Control group  Administration group

Parameter normal rats in normal rats ~ in model rats in model rats
Ak caffeine AUC g,y (mg - h/L) 9.49 +2.96 7.53£3.12 6.30 £1.45* 4.91£1.92*4
Ly, (h) 2.16 £0.57 2.04 £0.33 2.01 +£0.54 1.92 £0.66
SmpYb 5% chlorzoxazone AUC g, (mg - h/L) 13.26 +2.81 13.29 £1.71 16.19 +4.34 % 14.86 £3.20
Ly, (h) 2.72 +0.56 3.07 £2.01 2.36 +0.38 2.29 2. 11
TG H - nifedipine AUC (o) (mg - h/L) 10.66 +2.62 12.17 £2.57  11.55+1.72 13.88 +4.92
ty, (h) 1.92 £0.59 1.97 £0.36 2.17 £1.78 2.70 +0.57
T HIER A IRALILE, * P <0.05; 5 IE W AZH4H AL, 4P <0.05,

Note ; Compared with control group in normal, * P <0. 05 ; Compared with administration group in normal P <0.05.

MIE 2 F15E 3 Al LAE R, SIEFALIE BRI AESAEH X CYP2EL BEHRET 25 ) S Vb 53 i A
LRSI 25 25 LU DY SR VD53 09 b, /N, B BRI, X CYP3 A4 iR AT 24 1 it 78 i 1 9 4Q
FHFHY L B, TR R FMEZR(P>0.05) 5 HPATEAENIHIIE N SRR BA N IKE
TEH A LA RS IR ZH AR 25 25 L R LR e “ PSRIE 7 X CYP1A2 (CYP2EL #ifk PASO FigHR T2y
I AUC ) BE TR (P <0.05) R/ P AIAER)iE AR, X CYP3A4 A5 755 £ 14 1 il

AUC, o, HOSE TS 3 51 FEFH. % 4h, %F CYPLA2 i, 5 i B K Bl AUC
s (630 +1.45 mg + h/L) i {16 T 1E 3 % JK L (9
4 Fig

.49 £2.96 mg - h/L), % CYP2ED # # % B8 K B
HIPE 2 F04 3 Wha] LUE 7R IR REUAR ML AUC(16.19 £4.34 mg - h/L) W 3 & T 1E 5% BOK
gorb, N SIH 6 CYPLA2 4T 25 pmnml IR A AL BL(13.26 £2. 81 mg - h/L) , $27 0 AR ZE T K
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