R 2B ap B A2 2R 2005 19 (6): 448-451  1SSN: 1000-3002 CN: 11-1115/R

W&

U bR 11 IR 75 s 51055 1 9446 8 1 2%

=4 ow 1% ckeeml ERRRY ksl phoowl, seEs

(R ER B L B wr i 25 A 5 25080 ) 7T, 2. T8UN S5 B 2wt e iy
RIS, JE5t 100850)

Wo ki Y] 2005-4-22 &[0 H B 199 46 i A 1 JY) 2008-8-18 #25%2 H ] 2005-9-19

W2 HW BRI E 2R SR KR AR R, JsUB AR FEAR RAR A 35S )y 2%, LAVEAR Pl i
FUIRIN A 5 B e /KT, e B e ACT- 54 257 AP A EL G R . D7 V6 R W ROBAR G0 M 757k

SHTERS R M R 2GRk s . 45 1 LR R RA 21K (6, 18F154 mg » kg D) ¥E4L14 d, d 1425 MEMELLAS
RIFIBIAUC (oopy 43,4, 8.4F133.0 mg = h = L1, HEVELUR R ITIYAUC (opy (4.2, 5.9F132.3 mg+h -

Ll d 1A% 25 JRMEE LERS RIGPPIAUC (o py fEM2.5, 13.9F116.0 mg = h« L1, HEMELLRRIPHYAUC (o qy 14
2.0, 18.68115.5 mg » h « L7, XEHTAH MR ACTRIBIRIERFBIAUC (o oy RS SR, Ve, [
RSB GHRAN I, S 1K 25 5 MERELEAS R VB¢, fH 90 45, 1.598014. 93 mg « L1, MEME LU RGP
Bc, fEN0. 94, 1.437018.69 mg = L1, d 144525 fGMEbELLRS RIGFHC, R0, 40, 2.97H013.49 mg « L1, MEtk
A% RIGT35 6 (490,39, 4. 16F14. 01 mg « L7V Pyt (H52~8 h, RUIRIILKZENS. WHERLEMt o
1.6~5.7 hZ [, K7 h2~3 ho 450 VUi&FIRIEIE AP 4 5 5 A S AR AR DCHE R . ke 2y

JRIEARSR, HSE14 de 2y )5 b m A B LA S IEA ) 2

i

i PUREIR SRS
s R969.1

Toxicokinetics of chiglitazar following oral administration to beagle dogs

MENG Zhi-Yun!, GAO Yue?, ZHU Xiao-Xial, TAN Hong-Ling%, ZHANG Liang®, SUN Wen-Zhongl,
DOU Gui-Fang!"

(1. Laboratory of Drug Metabolism and Pharmacokinetics, Institute of Transfusion Medicine, 2.
Laboratory of Pharmacology and Toxicology, Institute of Radiation Medicine, Academy of Military
Medical Sciences, Beijing 100850, China)

Abstract
AIM To study toxicokinetics of chiglitazar, a new drug for treating diabetes, and evaluate the relationship between
exposure level and dose, exposure level and sex. METHODS HPLC-UV assay was used to analyze drug concentration in

plasma. RESULTS The mean AUC (o.T) Was34,84 and 33.0 mg-h-L'1 for female dogs, 4.2, 5.9 and 32.3 mg-h-L'l for
maledogsond 1, 2.5, 13.9 and 16.0 mg-h-L'1 for female dogs, 2.0, 18.6 and 15.5 mg-h-L'1 for male dogs on d 14 after po 6,
18 and 54 mg-kg™! chiglitazar to beagle dogs for 14 d, once daily. The mean cmax was 0.45, 1.59 and 4.93 mg-L ™! for female
dogs, 0.94, 1.43 and 8.69 mg-L'l for maledogsond 1, 0.40, 2.97 and 3.49 mg-L'1 for female dogs, 0.39, 4.16 and 4.01 mg-L"
Lfor mae dogs on d 14 after administration. The mean tmax was2—8 h, ty, was 1.6—5.7 h, most was 2—3 h.
CONCLUSION In the study of toxicity of chiglitazar, systemic exposure level increased with doses proportionately on d
1, and that of 18 and 54 mg-kg‘1 groups were not so relevant to dosage on d 14.
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