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The Effect of Anti Ada Ocean Drug Candidate on CYP3 A4

SHI Jie, ZHANG Xin-hui, ZHUANG An-shi (Dmg Research Department of Qingdao Municipal Hospital, Qingdao 266011,
China)

ABSTRACT: OBJECTIVE The inhibitory or inducible effects of the ocean dmug candidatt on CYP3A4 in rats and their sex-based
diffe rences were studied. METHODS All rats, half in male and half in female, were divided into four groups random ly: male antitheses
group(l ), male drug-added group( Il ), female antitheses group(‘Ill), female dmug-added group(' IV). All liver microsome was pre-
pared by calcium-ion deposition method. Both the probe dmug and the drug candidate were added into different groups and- incubated,
The samples were selected at different tine point and the residual concentration of probe drug Was dem m ined. Furthem ote, the ¢ , in
vivo was calculattd. RESULTS This drug had no significant effect on CYP3A4 in both male and female rats: CONCLUSION As

concem as rats, this drug has no effect on CYP 3 A4, it is rlatively safe when it is used in future experiments, or adm inistrated with oth-

er drugs related to CYP3A4.
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Tab 1 Resulis ofm icrosane data in rats
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Fig1 Calbration curve ofm idazolan m m icrosam e
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Tab 2 Resulis ofm dazolan of intro-day and Interday(n= 3 x
)

Intra-day Inter-day

Concentration

/(Hg* mL~ .

reproducib ility

Concentration ~ RSD
/(Hge mL” ")

reproduc b ility
Concentration RSD
f(Mge mL”= ') o

a 25 Q252002 794 a27kQ 01 370
2 L9030 005 Q26 2031008 394
40 41 69 *1. 32 317 40 4410 09 Q22
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R 3 OKRMEMESIRIUR (n =3, X £s)

Tab 3 The extract rate of midazolam( n =3, x *s)

Concentration Detected concentration
Rate /%
/(Hge mL™ ") /(Hge mL™")
0.25 0.252 £0.02 100.8
2 1.90 0. 005 95.00
40 41.69 *1.32 104.23

2.4 RIMNETH

Bl & I U OB AR R R 2 mg/m L, 3 mLUk
2 RORLAE I R RL O E T A 1 m LIRS 25
TAE R CREEMEA IR EN 0.2 mg/mL) 25 U AL
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Tab 4 The concentration of midazolam at different times in rats

in different groups

iR TEPEIRE /(Rge mL™1) WEPERBE (Bge mL™")
/m in Xf A X ZH

HSH 41 HSH 41

0 33.04 £3.96 35.87 £2.37 33.11 £3.11 34.42 £2.56
5 30.15 £3.66 30.41 £2.16 27.87 £1.92 30.40 *1.73
10 26.07 £3.58 27.75 £2.49 24.41 *1.61 26.97 £1.52
20 22.53 £3.49 22.98 £1.07 21.11 £2.02 22.73 %0.91
40 16.73 £5.14 17.63 £1.91 1591 £2.65 18.83 *1.25
60 13.21 £4.29 13.06 £2.13 11.83 £3.08 14.58 *1.55
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Fig2 Ln(C)-time curve of mizazolam in male rats m icrosome
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Fig3 Ln(C)-time curve of mizazolam in female rat's micro-
some
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Tab 5 Results of half-time in-vitro of m idazolam in m icrosome

pogicEil HSH 4L P
i 41.87 £13.94 40.24 £9.32 0.83
A 38.04 £12.13 46.75 £5.07 0.18
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