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Effects of Oxiracetam on the Activity of Hepatomicrosome Enzyme CYP2C9
CHEN Wei, ZHANG Zhi-qing, GONG Ying, HE Wen-juan, HAN Yu-bing(The Second Hospital of Hebei Medical
University, Shijiazhuang 050000, China)

ABSTRACT OBIJECTIVE: To investigate the effects of oxiracetam on the activity of hepatomicrosome enzyme CYP2C9.
METHORDS: Rats were randomly divided into control group and test group with 18 rats in each group. Control group was given
distilled water intragastrically, while test group was given oxiracetam (80 mg/kg) intragastrically, twice a day, for consecutive 8
d. Both groups were given hepatomicrosome enzyme CYP2C9 probe tolbutamide (50 mg/kg) intragastrically on the eighth day im-
mediately after gavage; the blood samples were collected from epicanthal folds within 0.25, 0.5, 0.75, 1, 1.5, 2, 3, 4, 6, 10,
12, 24 h after tolbutamide. The blood concentrations of tolbutamide were determined by HPLC. The pharmacokinetic parameters of
the two groups were calculated and compared. RESULTS: The main pharmacokinetic parameters of control group and test group
were as follows: . were (5.45+1.98) h vs. (6.54+1.45) h; cpu: (169.12+58.14) mg/L vs. (146.19 +49.44) mg/L; AUCy1s:
(1 113.01 +264.32) mg-h/L vs. (1 120.14 +208.91) mg-h/L; Vu:(0.77 £0.32) L/kg vs. (0.91 +0.40) L/kg; CL:(0.08 +0.03)
L/(h-kg) vs. (0.08+0.02) L/(h-kg). There was no significant difference between 2 groups (P>0.05). CONCLUSIONS: The phar-
macokinetics of tolbutamide in rats has no significant change after treated with oxiracetam; it is preliminary considered that oxirace-
tam has no obvions effect on the products metabolized by CYP2C9.
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Fig1l HPLC chromatograms
A.blank plasma;B. blank plasma+tolbutamide-+internal standard; C. plas-

ma sampletinternal standard ; 1. internal standard; 2. tolbutamide
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Fig 2 Plasma concentration-time curves of tolbutamide in
rats of 2 groups
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Tab 2 Pharmacokinetic parameters of tolbutamide in rats
of 2 groups(x+s,n=18)
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fash L15£0.64 151£0.72
CL,L/(h+kg) 0.08£0.03 0.0840.02
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2% 2 25 0L R ALK LA P TR R T IR0 2 824 28
] 22 5 TG H2 7 L (P>0.05) , W B P 3H AS 52 0 Y 26T
THRAARH
3 it

AT 2R e 200 TRORE € 8 320 2 A Bt 5 v PP R T iR
B S5 SOk R K ol 230 ™, 78 BEAG I KR
RIS T IR S5 R IR, R 2 PPt A et i, L TR 2%
JFR A AR/ DN , RGN 8K 72 4 230 nm,

SRR S 5 2% AP 22 PIEYET AR ZE A 740
G 2 7 1o o FEIHEA T AL B, 8 P A I A i b By 1A A R
PRI, H I BERBGH R 1k A TR LR R &
iEkE2, PR T IR TR =& ke, T T CBE, L
FAREF K, F P AP A SR, E P s A H
St AL L S 45 2, e P — S T e b A 7 A, 25 B s L
PEBRICREE LT

S 25 SCRRT, A S S at ) R - KA R TR Bh A, 45 R

THEZD 20144555 25 455 21 1

I FEORTE T 0RO B8 A el ak 4, H P9 i 2 o TP 5 )5 el

GRS R AR B 4, B IR 2% B Ay B R

I AR TR 4 2 5 DR MG U Sl AH Hhoin A = 2 g LA BT 1 4

FEM, 53R T AR ISR, LE R S A T A KSR (L i

P AN E T B A 2 - K- VKBS R - = 2 5 (45:55: 0.4 :

0.5, VIVIVIV) o AZTRANAH T 12 7 I RIS B, D3 TR 2% B AN 32 1

T, NARFIZ1 53 B BT, BEN 2 SR .

FHETE T R0 0.4 5.5~6.5 h, 8843 [l st a] 0] 28 /0 548
3~54 tye, R I BEE SR AML A 4 0.25,0.5,0.75,1,1.5.2.3 .4,
6.10.12.24 h, FFHEAT US04 5 /R BT It [) ST LA
W FH R T IRAE R SRR N B 24 Bl 2 ol ELOR B 32 R4, T

BARLPG IR AE RN 19 45 2570 1t B 800 mg, B H 2~3
W ARG HN NGB 2R 615, AR L 60 kg 1T,
AR S A K B 45 2557 5 80 mg/kg, B H 21k, AT
{41 BT PH I AE R BRUAR N X CYP2CO BIFVE IR BIFasE | i Le 2424
BRIPYIH 8 d.

AHFGTEE RN, A F R PE AT IS T OREE T IR 230
2SR F IS A A S, B SR PG S R TR AE K R
PRI 245 30 oK DL BH S 52 ), )25 AR BT PG 3 %48 CYP2C9
NS ESE R e SRS A S
S 3Tk
[1] SFHtek, FER, Rl A28 25 B va 38 BT itk g ().

SR BRI R4 &,2010,7(5) : 147.

[2] 4dd, A, s, 3 85y PO HE A9 IR R 1T 25 2R 2= BF9E D).
P EIG ARG F 5557 5,2011,16(3):354.

[3] Z=8t, W 20t 6 2 Sk CYP2C9 JE R Z Ak I L 55
o I8 25 A B 56 RIF AT S [ 7], o 8 7 5
J&,2010,31(2):279.

[4] Miners JO,Birkett DJ. Cytochrome P 2C9: an enzyme of
major importance in human drug metabolism[J]. Br J Clin
Pharmacol,1998,45(6) : 525.

[5] BRER, £, T WA ECHPLC A A= P A il v HOR
fitf 1 IRFAACI ™ 4 B I N Bl ) 258 [3). 25 40 &
#r 4 &,2005,25(1) :50.

[6] Mroess, iG55 30 R, 55 G IR 2SR 24 04 I DR R
U] P B %A E 24 &,2006,13(3):33.

[7] SkAEE, 28, X8 RP-HPLC 32 [A] B 58 R Bl 3%
4 CYPAS0 FREF 25 (R MR 5 [J]. 26 40 o0 A7 26 &, 2012, 32
(11):1903.

[81 HBE Iy, B AR skl F 2R T ik i & = [J]. F
E2535,2011,9(14):13.

[9] Z=fil, CEIE, T4, % M2 Ps CYP2CO FEH 275
PEXT H R T R Bl ) 2 52 [3]. 25 & 42 4k, 2005,
40(8):695.

[10] AHfEs R, sk, 5 Hufb(rh EZ ) B 21853 HPLC
Er il g AR ] F B 25 % ,2011,22(17) : 1 604.

(Wi H99:2013-08-19 & al H 1:2013-09-09)

China Pharmacy 2014 Vol. 25 No.21 - 1939 -



