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INDUCTION OF CYP2E1 ACTNITY IN CTENOPHARYNGODON IDELLUS HEPATOCYTE

WANG X iang-Ling, YANG X an-Le' >, ZHANG N ing, YU W en-Juan' and HU Kun'
(1A quatc Pathggen Collection Center of M inisiry of Agriculture Shanghai Fisheries University Shanghat 200090
2. E-Instinte of ShanghaiM unicpal Eduaution Canm ission Shanghai  200090)

Abstract CYP2E1 can m etabolize m ost of the drug and toxicant To study the CYP2E1 actwity Ctengpharyngodon wdellis
hepatocyte was prepared and used as reactbn systan, selecting chlorzoxazone ( CZX) as substrate and joining ant pyrne as
nner standard. RPH PLC m ethod was established to detect the product of 6jOH-chbrzoxazone (HCZX) and the Lowry
m ethod was used tom easure the concentration of poten n cell then the actvity of CYP2E1 i cell was reflected. The
m edicne was exiracted by dichloran ethane fran cel] and then the extmcts were evaporated to diyness under 45C  and
were dissolved nmobile phase. The fat of the solute was degreased by hexane.CZX and HCZX analyses were perfomed by
RP-HPLC. The m obile phase used for the analys® consisted of 0. Imol/L. anmon um acetate acetonitrile and tetrahydrofu-
ran (72:22.575.5 v/v) delwvered at a flow—rate of 1. OmL /m in. The mob ile phase was degassed and filtered hrough a
0.45Mm m embrane before be ng used.The cbmn temperaure was 40C and UV detection wasm easured at 280nm. Then
the Ctenpharyngodon idellus hepatocyte was treated with ethanol n different dosage which was specific nductor of
CYP2EL and them etabolmm of CZX after nduction in vifro was also studied. The result demonstrated that he RP-HPLC
m ethod established was smple and accurate for the detem mation of activity of CYP2E 1. The m ean recoveries for san ples
were all exceed 79. 9% , Intra-day CV and inter-day CV w ere under 5. 18% and 5. 40% respectively. The elementary m e-
tabolim for CZX was bw, while after the optin ization and screening br inducton condition ethanol coul signifrantly ae-
celerate them etabolism of CZX i fish cellW hen the cellwas nducted by ethano lw ith dosage of 4l g/mL for 24h and n-
cubated wih CZX ( 50Hg/mL ) for 1h CYP2E1 activity achieved the hghest leve] which was 0.47Hg/m n/
mg. E lin inatbn equations of CZX metabolin i contwol group and ethanokrelated w ere Cr= 46.56¢ "% (* = 0. 8370)

and Ci= 44.54¢ “™* (7 = 0.8771), respectively. The elm natbn half-liveswere 202. 10h and 28. 75h respectively. The
difference betw een then was consp ruous and it ndicated that ethanol could accelerate he metabolisn of CZX. The enzy-
m atic equations for control group and induction gwoup were 1/V=192. 76 x 1/[S] + 1.71 and 1/V= 52.44x 1/[S] +

0.9Q respectively. Enzyn atic paran eters dem onstrated CY P2E1 induced by ethanol n cell has h gher affinity with sub-
strate and stronger potency to catalyze CZX than the control In conclusbn ethanol has big nducton intensity to CY P2E1
n fish cell The resulis of h is study using an m vitro appwach to clearly show the potential properties of P450 n fish dug

restue and environmental tox icant.

K ey words RP-HPLC; Cienpharyngodon iellis hepatocyte CYP2E 1, Chbrzoxazong Inductn



