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In vitro metabolism of anti-tumor compound E7 in different
species of liver microsomes

TANG Ming-hai WANG Haiwong WANG Chunyan YE Hao-yu
( State Key Laboratory of Biotherapy West China Hospital ~Sichuan University Chengdu 610041  China)

Abstract  To investigate the metabolic stability of E7 in liver microsomes of human Beagle dog Cynomolgus monkey and SD rats
and compare the metabolic differences between different species. Selective chemical inhibitors were used to determine the effects of dif-
ferent inhibitors on E7 metabolic rate and predict the main enzymes involved in E7 metabolism in rat liver microsomes. The experi—
mental results showed that the in vitro halfdives ( T,,) of E7 in liver microsomes of human dog monkey and rats were 57.75
69.30 16.90 30. 13 min respectively. Their intrinsic clearance rate was 0.004 8 0.004 0 0.016 4 and 0.009 2 mL * min~' «
mg "' respectively. Hence it could be speculated that the metabolic rate of E7 was similarly slow in human and dog liver microsomes;
while it was similarly fast in monkey and rat liver microsomes. There was significant difference in metabolic rate of E7 between different
species. The results showed that CYP2E1 CYP2A6 CYP1A2 and CYP2D6 might participate in metabolism of E7 while the contribu—
tion of polymorphic CYP3A4 was small.
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Table 1  Accuracy precision and matrix effect of E7( n =5)

RSD/%
/pg = L7 1% ) 1%
50 92.40 £6.03 7.0 8.5 12. 11
200 101. 80 +4. 14 3.7 4.5 10. 85
1 000 99. 14 +£5. 31 4.4 5.5 10. 19
Vp=3
3.2 E7
E7 NN
E7 4
2. E7 NN
20 min ; 20 ~30 min
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y=-0.041x +4.410 R’ =0. 880;
y=-0.012x +
4.475 R* =0.732.
20

Table 2 Halfdife in vitro intrinsic clearance of E7 in human

dog monkey and rat liver microsomes

T\, /min CLjy /mL * min ™" « mg™!
57.75 0.004 8
69. 30 0.004 0
16. 90 0.016 4
30.13 0. 009 2
3.4 E7
E7  CYP
( CYP2E1 )
( CYP2A6 ) a-
( CYP1A2 ) ( CYP2D6
)
78.24% T72.65% 68.28% 60.03%
(P<0.01) CYP2E1 CYP2A6
CYPIA2 CYP2D6 E7 3.
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Table 3  Effect of inhibitors on metabolism of E7 in rat liver microsomes
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1 2 3 /g + L7 1% 1%
( CYP2EI) 276. 63 286.76 265. 87 276.42 +£10. 45 3.8 78.24
( CYP2C19) 179.22 177. 11 151. 62 169.32 +15.36 9.1 4.70
a— ( CYPLA2) 268.71 256.01 261.01 261.91 +6.40 2.4 68.28
( CYP2D6) 250. 14 243.18 256. 38 249.90 +6. 60 2.6 60. 03
( CYP3A4) 203.22 200. 87 219. 68 207.92 £10.25 4.9 31.21
( CYP2A6) 264. 49 276.71 263. 63 268.28 +7.32 2.7 72.65
(CYP2C9) 172. 14 167.77 188. 69 176.20 =11.03 6.3 9.43
166. 22 159.71 161. 49 162.47 £3.36 2.1 0. 00
309.72 308.31 306. 31 308. 11 +1.71 0.56 -
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