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Tab 1 Body weight, blood glucose and GPT of alloxan — induced diabetic rats

Control{n = 10)

Diabetes(n =9)

Before 7 days after Before 7 days after
Body weight/g 224.1+21.3 251.1+26.97 " 229.6+23.0 233.3+23.5
Glucose/mg*dl ™! 112.1+19.6 117.0+14.1 108.7+9.2 509.1+62.57 7~
GPT/u 16.4+7.7 18.1+6.1 16.8+4.0 19.2+5.2

Note: * * P<0.01,

1 P<0.001 vs before.

Tab 2 Changes of content and activities of P450 in control and diabetic rats

Control(zz =100  Diabetes(n =9)

Microsome protein/mgeg ™! liver 9.39+1.56 11.31+1.20" "
Total cytochrome P450/nmol*mg ™! protein 0.33+0.15 0.53+0.11°"
Cytochrome bs/nmol*mg ™! protein 0.49+0.33 1.01+0.38""
Aminopyrine demethylation/nmol formaldehyde*mg ™' Cprotein) *min ™! 3.34+0.90 5.12+0.90" * °
Aniline hydroxylation/nmol p-aminophenol*mg ™ '(protein)*min ! 0.44+0.22 0.80+£0.18" "

Note: " P<0.01,

FT T P<0.001 vs control.
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Fig 1
chlorzoxazone( CZX) and OH-CZX in normal and

diabetic rats after an oral dose of 50 mg* kg !

Plasma concentration-time curve of

CZX(n: normal rat, d: diabetic rat).

Tab 3

zoxazone in nomal and diabetic rats after a sin-
1

Pharmacokinetic parameters of chlor-

gle oral dose of 50 mg kg™

Parameter Control(n =8) Diabetes(n =7)
A/ pgeml ™! 92.44+86.21 31.65+26.91
Ke/h™! 0.51+0.17  0.40%0.11
Ka/h™! 1.55+1.37  1.51%£0.76
T2k’ h 0.65£0.32  0.56+0.23
T1/xxo’h 1.50£0.46  1.83+0.47
T pea’ b 1.22+0.23  1.21%0.16
Crom/ prgeml ™! 12.85+3.09  8.15+2.16" "
AUC/pg*ml™"*h 52.14+18.21 34.16+8.46"

CL/Fo/meeh ™/ Ggond ™) 1.12+0.27  1.43+0.59
V/Eo/metkg ™ /Cugend ™) 2.1540.98  3.98+2.47

Note: “P<0.05, ** P<0.01 vs control.
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CHANGES OF CYP2E1 ACTIVITY IN DIABETIC RAT MODEL

Li Ling(Li L) and Zhang Yuan(Zhang Y)
( Department of Pharmacologys Beijing Medical University, Beijing 100083

ABSTRACT  Diabetic rat model was induced by alloxan. To evaluate CYP2EL activity
indirectly, the activities of aniline dehydroxylase and other drug metabolic enzymes were measured.
The pharmacokinetic profile of chlorzoxazone(CZX), a drug probe for CYP2EL, was obtained after a
single oral dose of 50 mg*kg~!. The results indicated that diabetes increased aniline dehydroxylase
activity by 53% . The C.x and AUC of chlorzoxazone in diabetic rats were reduced 37% and 34 % »
respectively. The Tk of 6-hydroxychlorzoxazone in diabetic rats was shortened apparently. The
hydroxylation index described by the AUC ratio of 6-hydroxychlorzoxazone to chlorzoxazone or the
ratio of concentration of 6-hydroxychlorzoxazone to chlorzoxazones which indicated the ability of
hydroxylations was increased in diabetes. In conclusion, diabetes can induce CYP2E1 activity,
suggesting that diabetic patients should be cautious when taking some therapeutic drugs which
metabolized by CYP2EL.
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