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[Abstract] Objective To study the effect of cefetamet hydrochloride injection on the activity of 3 kinds of cytochrome
P450 (CYP450) isoforms (CYP1A2, CYP3A4 and CYP2EL) in rat liver microsomes. Methods The SD rats were randomly
divided into two groups: control group and cefetamet hydrochloride (CH) group, with each group containing 3 male rats and 3

female rats. The CH group was injected with cefetamet hydrochloride into the tail vein at 50 mg/(kg * d), twice a day for 7
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days. A HPLC method was used for simultaneous determination of the production of metabolites and the degradation of the
prototype probe substrates of 3 kinds of CYP450 isoforms, so as to evaluate the activity of hepatic CYP450. The analytical
column was Diamonsil Cis column (150 mm X 4. 6 mm, 5 pm), with the flow rate being 1. 0 mL/min. The mobile phase
consisted of methanol (0.1% formic acid) (A)-water (0.1% formic acid) (B), 0-5 min; 18 % A, 5-10 min; 18%-60% A, 10-15
min: 60% A and detected at 247 nm for determination of CYP1AZ2 activities; methanol (A)-water (0. 02% formic acid) (B), 0-
11 min: 40%-60% A and detected at 223 nm for determination of CYP3A4 activities; and methanol (A)-water, 0-10 min: 37 %-
75% A and detected at 287 nm for determination of CYP2E] activities. Results Probe substrates and their metabolites showed
good linearity within the determining range (r==0. 999 7). The precision of the method was << 6% (n=75) and extraction
recoveries were 83. 2%-97. 5%. After 7-day injection of CH,CYP3A4 activities were significantly different between the two
groups (P<C0. 05); CYP1A2 and CYP2E1 activities were not significantly different between the two groups (P >0. 05).
Conclusion CH injection can significantly induce hepatic microsome CYP3A4 expression in SD rats, but has no induction or

inhibition effect on CYP1A2 and CYP2EI, indicating that potential drug-drug interaction might occur when CH injection is co-

administered with drugs metabolized by CYP3A4.
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2WESE T d, WEERIEESE 24 h, WSS,
1.4 AR &SN FAARKRBSEIEE,
BT I L S OIS A A 3R KO 1]
I o g T U 2 B, BB S R AR T B
FRE BRI g ZE AT IFREE L A 4 £ TR R
Y 50 mmol/L (pH 7. 4) B Tris-HCl ZZ 0. 5]
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Fig 1

CYP1A2(A,B),CYP3A4(C,D)#1 CYP2EL(E,F)i& 4l & & & HPLC
HPLC chromatograms of CYP1A2(A, B), CYP3A4(C, D) and CYP2E1(E, F) activity determination

A,C,E: Blank of the system of CYP1A2, CYP3A4 and CYP2E1l; B,D,F. Samples of the system of CYP1A2, CYP3A4 and
CYP2E1. 1. Phenacetin; 2: Protocatechuic acid; 3: P-acetamidophenol; 4. Midazolam; 5: Chlordiazepoxide; 6: 1’-Hydroxy

midazolam; 7: 6’-Hydroxy chlorzoxazone; 8: Chlorzoxazone. 1S: Internal standard

R 1 CYP450 B 5T Y0 & K18 7= 0 M 78 4 o dh &%

Tab 1 Standard curves for determination of CYP450 probe substrates and metabolites
CYP450 Analyte Equation Linear pp/(pg « mL™1) r
CYP1A2 Phenacetin Y=0.812 1C+0.099 6 2.061-103. 1 0.999 9
p-Acetamidophenol Y=0.676 0C—0.0155 0.203 0-10. 15 0.999 7
CYP3A4 Midazolam Y=0.802 5C+0.062 4 0.202 8-10. 14 0.999 9
1’-Hydroxy midazolam Y=0.517 6C+0.023 2 0.102 5-5.125 0.999 8
CYP2E1 Chlorzoxazone Y=0.558 0C+0.000 2 0.203 4-10. 17 0.999 9
6’-Hydroxy chlorzoxazone Y=0.2954C—0.0055 0.102 2-5.110 0.999 8
2.1.3 MEEEAERE  ECH SRR Y AL (0.200 6,1.003 F1 4,012 pg/mlL) 4% 1. 5. 3 W F i

P ARG LT LR 3 AN [ e A o 9B A S VR I
FERES L AEARPE T (5. 07,20, 28 H1 81. 12 pg/ml);
Xt 2, B & B (0. 506,2. 024 1 8. 096 pg/mlL) ;K
KWL (0. 508.2. 032 1 8.128 pg/mL) , 1-F2 PR IR
M4 (0. 204, 1. 020 Fl 4. 08 pg/mL); G4 M Vb 5%
(0.507.,2. 028 F1 8. 112 pg/ml) ; 6-3 3 A mk Vb 5%

PEACIAE 5 104 31 5 2 A L B A W BT AT IR 5
0y ESEINE 3 d, 5 H N K H IRDRS % B2 K i B2
S5 R W oOR, & AR W K ST Y o B A
85.0%~115.0% =[], H N X H [A1K; % £ RSD #
T 6. 0% LA 2 U3 AE 83, 2% ~97. 5 0 Z [H],
2.2 kJaf £ SD K &M 4K CYPLAZ,
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Tab 2 CYP1A2,CYP3A4 and CYP2E1 activities in rat liver microsomes

o/ (pg s mL™1), n=3, zts

Probe substrate

Metabolites

Group

Phenacetin Midazolam Chlorzoxazone p-Acetamidophenol ]I;;de};i{:r);y cflig)?zz;i;(z)gzc
Control
Male 6.74040. 963 4.59340. 402 5.04740.506 0.39440. 245 0.24540. 054 0.30940.116
Female 6.58140. 755 3.717£0.674 4.84540. 252 0.40840. 092 0.26040. 054 0.32040.074
Experimental
Male 7.45240.901 2.80140. 955~ 4,88440.270 0.35740. 055 0.70940. 075" 0.31040. 053
Female 6.70040. 882 2.77140.560" 4.94540. 229 0.337+0.054 0.686+0.112" 0.36040. 055

“ P<C0. 05 vs control group

30 @
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