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TE:HM F 5 CYP2D6 476 7 vh F BT L sh $ A £ R R A AR A F O Fm ik LM TR TIA AR, &34 A Diamon-
sil Cis A2 (150 mm x 4. 6 mm,5 wm), FFHHAAH FEE — K - Fag(85:15:0. 1, V/V/ V), FEHM,RikA 1.0 mL/min, & % 30 C
40 R A AP SD K ALY A LI Ao x BRLE, & 20 R, LI K SOE B 1 ¥ B iTER 2 mg/kg, TR K [T FF 1% TR
FhZER, KR/ ELELTTIHARKATH S RHEF L 54 # F ik (20 mg/kg), 4 0 B e, ) 5T o 25 5% B, KR DAS
2.1 1 R Mah - s & (AUC), i LRI A PR AH, KA SPSS 13. 0 A F UM ER 1M 0- o hrr & T @R
(AUCy-=) # (1 730.4 £606.5)mg/ (h + L) 2 & F - 82885 (1331.3 2 592.6)mg/ (h - L) (P<0.05); 5 3 20 499 3K & ( Cou) A
(192. 1 +70. 8)mg/ L, % & T aF P20 (162.2 £53.0)mg/L( P <0.05); %2069 F R 5 (CL) 4 (0.01 0. 01)L/ (kg * h), % B4k F
x4 (0.02 + 0.01)L/ (kg * h) (P <0.05) .25 CYP2D6 #p#) v ¥ G iT AL ey K X, LA R LB E AN RE TR, Ak s
B oCYP2D6 4] A% T 303k % A £ K R AR R a9 R, 4R 18T CYP2D6 A5 7 305 5 A 69 K.
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Effect of an Inhibitor of CYP2D6 on the Pharmacokinetic of Imrecoxib in Rats
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To study the effect of CYP2D6 on the pharmacokinetic of imrecoxib in rats. Methods

2 Harrison International Peace Hospital, Hengshui, Hebei,
Abstract : Objective Tolbutamide was selected
as the internal standard. The samples were separated on a chromatographic column of Diamonsil Cis (150 mm x4.6 mm,5 pm) and a
mobile phase consisting of acetonitrile — water — formic acid(85:15:0.1,V/V/V) was used at a flow rate of 1.0 mL/min and a col-
umn temperature of 30 °C. Forty healthy male SD rats were randomly divided into the test group and control group, 20 in each
group. The test group were pretreated with paroxetine(2 mg/kg) and the control group with the same dosage of 1% carboxymethylcellu-
lose, once a day, for consecutive 7 days, respectively. On day 8, imrecoxib was administered orally at a dose of 20 mg/kg to all
rats. Blood samples from plexus venous at fundus oculi were collected and detected. The Area Under Curve(AUC) and pharmacokinetics
were calculated with DAS 2. 1.1 software and analyzed with SPSS 13.0 software. Results
(1 730.4 £606.5) mg/(h + L),which was significantly higher than(1 331.3 £592.6) mg/(h *+ L) in the control group(P < 0.05).
Cuex in the test group was(192. 1+70.8) mg/L,which was significantly higher than(162.2 +53.0) mg/L in the control group(P < 0.05).
Clearance rate(CL) in the test group was(0.01 +0.01) L/ (kg * h),which was significantly higher than(0.02+0.01) L/(kg + h) in

AUCo-» of imrecoxib in the test group was

the control group( P < 0.05). Conclusion The metabolism of imrecoxib is slowed down in rats pretreated with paroxetine with in-
creased exposure and decreased clearance. We infer that CYP2D6 is involved in the metabolism of imrecoxib.
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B 34T Diamonsil Cis 47 (150 mm x 4. 6 mm, 5 ;Lm) ;
FEIR 230 C s sl HEE - K - HER(85:15: 0.1, V/
V/ V)3 SEREBEI s % 2 1. 0 mL/ min; FERERE 10 pl.
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B W R 2 22 RO W (MRMD) 5 55 U5 1 55
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A1 @SKRRBRAEFTERBER(X £s,n=5)

A2 BUAXIKLHEHRHERHAFESEH(X +5,n=18)

BRH ) F AR FlA X 820 P1a

gk E  RSD(%) FEERE RREKE

A eml) AR 8R (Teow) (%)
L EH 20 1.81 1.13 102.2£8.07 61.65+1.79
80 2.21 2.38 98.71£2.76  65.33+3.27
320 5.90 8.19 97.01+1.84 72.57+2.39
A AR 500 51.84+1.71
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SEFRIFIE , 25 SRR ORAF AR E P s — 2H A% 2. 4 T T
T AL S BP 2RI |, O — 204K 2. 4 BT J7 ik A0 B
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2.6 HRI}HDFAR

Wi fd B HEPE SD K B 40 HEEHLA P4, %% 20
HSEIG A SE 7 d HEE WS VT E (2 mg/kg) %)
PR HE 1% /R W L2 Y- RIS, B K T3] 2 I B) 25 245
55 8 K, B KB B 3 HG 1 0 (20 mg/ kg, Z5 25110 12 h
ERERERK) 43 T 25 2451 (0 min) FI45 25 )5 10,20,
30,45 min % 1,1.5,2,3,4,6,8,12,24 h B AR RS # ik AR
1M 0. 5 mL, BT ZRAMHTEERS L ,6 500 x g B0 5 min,
UM - 40 CEHIRTTE
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) A A 25 R 3, 25 3P 3 2 - il £k CAUC) 1D
B2, K H DAS 2. 1.1 44 X 1 25 e B 47 8 31 40
G A B 1 2= S8 TE LR 20 R A SPSS
13. 0 Gt A5t Wi 2 K BRI 32 225 3l ) 2= 2 800H
TG b A5 R R , & AP PIT a3 & A
AUCo -1, AUCy - , WE R P ( Cow) B9 .35 TH 5, VG PR R
(CL) B FRAL, ZRA ST #E L (P<0.05), BN
G TT Al ) S E A AR, CYP2D6 25 T U E
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R 705
CYP2D6 FEAR N Y& ALK F CYP3A, 0 fii T 24~

AUCy »ulmg/(h+1)]  1485.5+480.3 1125.1+457.6  0.02
AUCy .[mg/(h+1)]  1730.4+606.5 1331.3+592.6 0.05

t12(h) 7.3+5.2 7.4+3.8 0.96
Tua(h) 1.5£0.7 1.5£0.6 0.89
CLIL/(h * kg) ] 0.01+0.01 0.02+ 0.01 0.03
V(L/kg) 0.12+0.06 0.17£0.07 0.10
Cuu(mg/L) 192.1+70.8 162.2+53.0 0. 04
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