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Study on Pharmacokinetics of Azilsartan and Its Salt in Rat Plasma by LC-MS/MS

XU Lingling, WANG Fang, WANG Benwei, LIU Xiaoyu, LU Haiyan, LIU Aiming, JIA Qingwen,
QI Min*(Shandong Academy of Pharmaceutical Sciences, Jinan 250101, China)

ABSTRACT: OBJECTIVE To establish an LC-MS/MS method to determine azilsartan and its salt in rat plasma and
investigate their pharmacokinetics. METHODS  After protein precipitation with acetonitrile, the analytes and internal standard
were separated on Eclipse Plus Cis column(50 mm x 3.0 mm, 1.8 um) with acetonitrile-water (60 : 40) as mobile phase eluted at
a flow rate of 0.35 mL-min~!. Detection was carried out by electrospray positive ionization mass spectrometry in the multiple
reaction monitoring(MRM) mode. The MRM transitions of m/z 457.3/233.1 and m/z 436.2/291.4 were used to quantify azilsartan
and valsartan, respectively. SD rats were given azilsartan of 1.0 mg-kg™' while the salt of 1.2 mg-kg™!. RESULTS The
calibration curve of azilsartan was linear over the concentration range of 5-30 000 ng-mL~!. The RSDs of accuracy were <15%.
The main pharmacokinetics parameters of the salt in rats were estimated as follows: AUC(-24nmywas (12.9£3.2)ug-mL~"-h~!,
AUC(0-) was (14.2+4.1)pug'mL ' -h7!, Cmax was (3.8+0.3)ug-mL~!, 712 was (13.4+0.5)h. The main pharmacokinetics parameters
of azilsartan were estimated as follows: AUC0-24 hy was (8.1£2.6)ug-mL~1-h™!, AUC(0-0) was (9.7£3.1)ug-mL~1-h7!, Crax was
(2.3+0.5)pg'mL"", T12 was (10.5+0.5)h. CONCLUSION The established method can be applied on the determination of
azilsartan and its salt in plasma of rats and is suitable for the pharmacokinetics study.
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Tab. 1 Precision and accuracy of the assay of azilsartan in rat plasma

o P (n=5) L8] (n=3)
FER IR /ng-mL! —_ - . — - _
W58 /mg-mL! HEHf /% % P52 {f /mg-mL~"! HER /% K% ¥ RSD/%
5 5.50+0.17 110.1 3.09 5.49+0.25 109.8 4.55
10 10.38+0.36 103.8 3.46 10.920.28 109.2 2.56
5000 54264266 108.5 4.90 5 4954463 109.9 8.43
20 000 20 3964745 102.0 3.65 20 9484961 104.7 4.59
0.870 . A, SRR AL EE R (EE) FALE 8 h. 3
ANAURMEEE . 30 d —20 CHETE LA S AT 5 i)
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04 05 06 07 08 09 1o 11 12 13 3, T BT R A P TR b B
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Fig.1 Chromatograms of azilsartan(A) and valsartanin(B)
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Tab. 2 Results of matrix effect and recovery test of
azilsartan in rat plasma(n=6)

HAGWRAE/  WAREER  SEBUASIIOM E EICERAAE
ng'mL™'  MMRET xthRdERZE F/%  disiEmZE
5 0.99 5.46 93.22 6.14
10 1.00 3.79 90.19 2.17
5000 1.03 3.41 88.29 8.65
20 000 1.02 7.25 93.06 4.11
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Fig. 2 Mean drug plasma concentration-time curves of
azilsartan and its salt in rat plasma

Tab.3 Results of stability test of azilsartan under different conditons(n=>5)

PRAE VR E/ @G h) URRREIR 3 Ik 30 d(-20 C) H 3l R 4324 h)
ngml™ W EA/mgmL" HERIE/% P AE /g mL R /% WEE/mg-mL WERIE/%  WE{E/ng mL HEHIE/%
5 5.17 103.4 521 104.2 5.19 103.8 4.96 99.2
10 10.65 106.5 10.71 107.1 9.91 99.1 10.51 105.1
5000 4984 99.7 5485 109.7 5113 102.2 5385 107.7
20 000 20 095 100.5 20 906 104.6 19316 96.6 19923 99.6
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Tab. 4 Main pharmacokinetics parameters of azilsartan and
its salt in rat plasma

e Fif 557 11 R 55 b 15 s
Tin/h 10.5+0.5 13.4+0.5
Tmax/h 1£0 1+0.1
Crnax/pg-mL™! 2.3+0.5 3.840.3
AUC (024 n/pg-mL ! -h! 8.1+2.6 12.9+3.2
AUC (0ey/pg'mL™"-h! 9.7+3.1 14.2+4.1
MRT g/ 12.5+0.5 15+£1.3
3 g
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