%368 12 AR MRBEXFZRARBFHO Vol. 36 No. 12
2008 4F 12 A Journal of Northwest A&F University(Nat. Sci. Ed.) Dec. 2008

:I

CEEHEAEREEFIGERER R
ERNHZAFEFR

1 1 2 3 JE ob 1 ++1 2 Ny
MEM . Z9lE' , xARB KER AR TONEY, K E!
(1 PUIbAC B K2 s BEFBe  BEVPE i 71210052 Wﬁwfﬁj@ SR 2B R B 4710035
3P E AR BE BB BT HR 22 M 730050)

[ E] [HAY L LBk v e fd R D) B8 5 3 5K G 04 N 14 245 8 2 R AE L A 1 R 4 3L FE 245 4R 1L B8R A2 36
s . ) 12 AR RBENL 40 2 H, — @ REXT B4 o — A T IR AT L) 0. 4 mL/kg 504 K F 43 |48 70
At RIS ge B FE A B R . 24 h 5. X% 2 A KR LA 20 mg/ke By 5 & B % ik P ol i 55 2 Bk v 20
mg/kg,6 h YA [F] B ] Co R SR 0 8 YR . FH e He VRORR €533 05 I 58 0 T FE s i 2 Wk B L AR B B R R R LA 2 il 4k
uﬁ%éﬁﬁﬁﬁtu%%ffﬁﬂﬁﬁ*’iij”%ﬁ L4555 2k W w75 5K S ik P9 19 24 3 2 TG 8 A7 5 TE IR IR 3R — =8 o

U - i R AT R C = 25.564 2 ¢ 710, Cpryg =24.308 9 e ' SRR KRR L, R DB A K
ﬁﬁiaﬁi Bl WAL R 6 B 166, 4990, TH BR HR T ko 980D 61,2500 WG EREE CLy /NS4, 9550, 24~
A Hl 28R B K 155, 87 %0, K458 KA IIREAR T )5 » £ 1k B v 8 HL 1A A 1 305 ok o R S 2 el 1 o IR OO A P O 4 5
IS 87 A 970N £ P MY s ) 2 245 5]k i K 4 245 1) R P 1]

[X@in] W e F o FUIRe s & 25 8l ) 2

[(hESES] S859.573 [x#trifa] A [XEHS] 1671-9387(2008)12-0029-06

Pharmacokinetics of maquindox in rabbits with
experimental hepatic injury

LU Chen-wei' , LI Yin-qian' s GUAN Yong-juan',ZHANG Yu-bo',BAI Dong-ying'?,
MIAO Xiao-lou® , XIONG Yong-jie'

(1 College of Veterinary Medicine , Northwest A& F University ,Yangling s Shaanxi 712100, China;
2 Collge of Animal Science and Veterinary Medicine , Henan University of Science and technology »Luoyang, Henan 471003, China;
3 Lanzhou Institute of Animal and Veterinary Pharmaceutics Sciences »Chinese Academy of

Agricultural Science s Lanzhou,Gansu 730050, China)

Abstract: [Objective)] The study compared the pharmacokinetics of Maquindox in control Chealthy
rabbits) and treated (rabbits with hepatic injury) groups to provide materials and references for clinical
therapy. [Method) 12 rabbits were randomly and averagely divided into 2 groups. One was the control
groupsand the other one was treated with a hypodermic injection of CCl, (0.4 mL/kg) 24 h before the ex-
periment for the replication of hepatic injury model. 24 h later,rabbits were treated with a rapid single-dos-
age intravenous injection of Maquindox (20 mg/kg). The blood samples were collected from heart 8 times
within 6 hours after injection. The concentrations of Maquindox in serum were detected by HPLC. [Result]

The results showed that the disposition of Maquindox in rabbits matched with non-absorption one-com-
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partment open model. And the optimal concentration-time equations of the 2 groups were: C.onuol growp —

25.564 2 ¢ "0 Chopatic injury = 24. 308 9 e “'"". Compared with control groups fi/s hepaic inury prolonged by
166.49% ; &, hepatic injury decreased by 61. 25% ; CLy hepatic injury decreased by 54. 95% ; AUC hepatic
injury increased by 155. 87 %. [Conclusion) It can be concluded that Maquindox distributed in vivo abroad,

and eliminated rapidly. The pharmacokinetics parameters of Maquindox in rabbit pathological model

changed apparently,so it is necessary to lengthen the dosing interval or lessen the dosage of Maquindox on

the pathological occasions.
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Table 1 Determination of hepatic functions in rabbits

iH A B4
Ttem Control Group Treated Group

114 R R A -

4+ /

T AST 73.59129.64 A 519.04+89.27 D

W R 5 N co v ngn

PR ALT 61.43428.58 C 387.88+67.31 B

W« AT B G AR AN [ K5 5 8 3 3R 26 5k i 3 (P<<0. 01)
Note: Different capitals in the same line indicate significant

difference (P<C0.01).
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Fig.1 HPLC Chromatigram of Maquindox standard solution, blank rabbit serum and Maquindox serum
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Table 2 Recovery of Maquindox in serum

IR/ I A v R/

e o [l =2/ %
(‘ug *mlL™1) (’ig * mlL ) Recover
Added Measured Y
1 0.960 34+0.041 5 96.03740.045 1
10 9.611 34+0.109 5 96.1240.010 9
30 29.302 64+0.539 1 97.6740.018 0
SEIMH Average — 96.6140.024 7
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Table 3 Precision of Maquindox in serum

R EL ik B/ I / ) 2 / . )
IR WO B v RSD) %) W R R L RSD
(pg * mL=5) (pg > ml™"5) Intra-assay precision (pg > mL=5) Inter-assay precision

Added Measured Measured

1 0.968 440.036 8 3.800 1 0.960 340.041 5 4.701 4

10 9.611 3£0.109 5 1.139 6 9.420 7£0.274 5 2.913 8

30 30.934 440.422 1 1.364 5 29.302 640.539 1 1.839 9

S Average — 2.101 4 — 3.151 7
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Table 4 Serum concentration of MAQ in control group

M 2 MR 3L, CmEHR MR FX IRy 2.3
96. 617, H [E] A H Y734 RSD 433 3. 151 7% Al
2.101 4% ¥/NF 5% . Ty ikl &, CFH AT
WM IE

pg/mL

15 %% No. 1 rabbit 2 5 % No. 2 rabbit 3 5 % No. 3 rabbit 4 5% 4 No. 4 rabbit

SR 1 i [8] /b

Post dosing SR FRIB(E SR FRIB(E SR FRIB(E SR FRIB(E
hour Deter-mined Calcu-lated Deter-mined Calcu-lated Deter-mined Calcu-lated Deter-mined Calcu-lated
volume volume volume volume volume volume volume volume
0. 083 27.63 23.38 21.11 18. 80 25.56 28. 66 26. 44 24,97
0. 25 24. 60 21.90 19. 64 17.87 24.52 27.01 21.25 23.31
0.5 20.78 19. 87 16.01 16.72 22.45 24.71 20.13 21.04
1 17. 86 16. 35 13.53 14.53 22.14 20. 69 18. 05 17.13
2 8.71 11.07 11.64 10. 40 18. 37 14. 50 12.72 11. 35
3 5.25 7.50 6.96 8.73 10. 94 10. 16 6.57 7.53
4 4. 34 5.08 5.28 6.25 7.94 7.12 5.31 4.99
6 3.26 2.33 4. 30 3.56 2.87 3.50 2.16 2.19
- - 5 5 % No. 5 rabbit 6 5 % No. 6 rabbit -39 Means
R I 1 (8] /b - - -
Post dosing S A HIs(H S I A LR S I A BLiNN =]
hour Deter-mined Calcu-lated Deter-mined Calcu-lated Deter-mined Calcu-lated
volume volume volume volume volume volume
0.083 27.67 30.52 26.78 22.34 25.8742.50 24,7844, 28
0.25 27.48 28.48 21. 64 20.98 23.194+2. 86 23.2643.93
0.5 25.57 25.68 20. 14 19.09 20.85+3. 14 21.1643.43
1 23.53 20. 88 12. 64 15. 80 17.96+4. 39 17.56+2. 64
2 16. 36 13. 80 11. 26 10. 83 13.18+3.56 11.99+1.71
3 8.07 9.12 7.09 7.42 7.48+1.93 8.41+1.12
4 5.74 6.03 4.06 5.09 5.45+1.38 5.7640. 86
6 2.69 2..64 2.89 2.39 3.03+0.72 2.77+0.61
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Table 5 Serum concentration of MAQ in rabbits with experimental hepatic injury pg/mL
- ‘ 1 5% No. 1 rabbit 2 5% % No. 2 rabbit 3 5% No. 3 rabbit 4 5% 4 No. 4 rabbit
}fé]]leTj‘ltﬂ/h N N N NN
Post dosing SENAE LN SEAE BLINI=N SEAE LN SEAE i (H
hour Deter-mined Calcu-lated Deter-mined Calcu-lated Deter-mined Calcu-lated Deter-mined Calcu-lated
volume volume volume volume volume volume volume volume
0.083 33.12 30. 66 31. 17 28. 14 20. 66 19.13 22.18 21.13
0. 25 27.47 29.90 28.21 27.56 18. 41 18. 84 19. 90 20.49
0.5 26.75 28.78 25.73 26.72 17. 71 18. 40 18.12 19. 56
1 25.76 26. 68 22. 80 25.10 16. 59 17.57 16. 82 17. 83
2 22.76 22.93 22.08 22.16 15. 80 16.01 15.78 14. 81
3 21.74 19.71 19. 38 19. 56 15.08 14. 59 12. 84 12. 31
4 20. 15 16. 94 17.19 17.27 14. 19 13. 30 11. 40 10. 22
6 10. 79 12.51 13. 80 13. 46 10. 58 11.04 6. 40 7.06




Continued the table 5

- ‘ 5 5 % No. 5 rabbit 6 5 % No. 6 rabbit SE-H4{E Means
R AL 15 (] / b . . o e RSN A
Post dosing SEAE Mg LA M S A BB
hour Deter-mined Calcu-lated Deter-mined Calcu-lated Deter-mined Calcu-lated
volume volume volume volume volume volume
0.083 18.79 17. 31 30. 40 27.74 26.0546.19 24.0245.52
0. 25 16. 69 16. 84 26. 88 27.09 22.93%5.15 23.454+5.39
0.5 15.57 16. 15 25.14 26.14 21.5044. 89 22.6345.22
1 14. 67 14. 86 23.14 24.33 19.96+4. 49 21.0644. 89
2 11. 69 12.58 20. 22 21.10 18.06+4. 33 18.27+4. 34
3 10. 72 10. 65 18. 62 18. 29 16.40+4. 22 15.85+3. 89
4 9.54 9.01 16. 52 15. 86 14.83+3.92 13.77+3.53
6 6. 38 6. 45 11.78 11.92 9.96+2.99 10.41+£2.94
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Table 6 Pharmacokinetic parameters of MAQ in rabbits

o
izl

;I ESH it B X HE 4L JHF- 3 fig 450 5 41
Parameter Control group Group of hepatic injury
W Uf 1M 24 e BE /
(pg mL~') 25.564 24+4.476 6 a 24,308 9+5.578 4 a
Co

N /
J{ﬁ/ﬁ;ﬁ/ 1.897340.2953 A 5.056 1--1.330 6 B

172

25l 2 T AR/
(pg -+ mL~! «h) 68.922 148.962 7 C 176.347 9£+52.139 7 D
AUC
TH Bk 3 2 4/
(h™ 1)
ku
B3 i TE AV
(L+kg™ D
Va
W R/
(Lekg '+h1) 0.302840.047 5 E
CLg

T« AT B AR AN 7] RS 5 B 3 7R 28 S 2 35 (P<<0. 01) .
FRTF) /NG 5B 3 RN 28 5 AN 3 (P=>0..05)

Note: Different Capitals in the same line indicate significant

0.371 640.049 3 A 0.144 040.0325 C

0.8127£0.0282 B 0.953 8£0.045 2D

0.136 4£0.026 9 F

difference (P<C0. 01) ,and the same letters mean there are

no significant differences (P>>0. 05).
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