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Effect of Glipizide and Glibenclamide on the Pharmacokinetics of Losartan
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ABSTRACT: OBJECTIVE To study the effect of glipizide and glibenclamide on the pharmacokinetics of losartan in rats.
METHODS Fifteen rats were randomly divided into 3 groups(control group, glipizide group and glibenclamide group) and
administrated orally with 0.5%CMC, 10 mg-kg™" glipizide and 10 mg-kg™" glibenclamide, respectively. The 5 mg-kg™" losartan
potassium was administrated orally to the rats 0.5 h later and blood samples were collected via tail vein at different time point,
which were further processed and analyzed for the concentration of losartan and E-3174 by HPLC. The pharmacokinetic
parameters were calculated by DAS, followed by statistical analysis. RESULTS When co-administrated with glipizide, the
AUC, MRT and C,,,x of losartan and E-3174 were significantly increased and the clearance of losartan was significantly
decreased; when co-administrated with glibenclamide, only the 7)., of losartan and MRT of E-3174 were altered.
CONCLUSION Glipizide significantly affected the pharmacokinetics of losartan and its metabolite E-3174 in rats. In clinic,
when these two drugs are co-administrated, drug adverse reaction of losartan induced by drug-drug interaction should be paid
attention to.
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Fig. 1 HPLC chromatograms

A-blank plasma; B—plasma spiked with losartan and E-3174; C—plasma

sample; 1—internal standard carbamazepine; 2—losartan; 3—E-3174.
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Fig. 2
E-3174
A-losartan; B-E-3174.

®1 EELHTSmgkg AEEEELADIEN L ¥

HZH(n=5, Xts)
Tab. 1 Pharmacokinetic parameters of losartan after an oral

Mean concentration-time curve of losartan and

administration of 5 mg-kg™' losartan potassium(n=5, X s)

ZH X IR AL & Z ik e 4 B A IR ZH
AUCo./ug'h' L™ 1926.99+426.63 3 771.94+519.61" 2 035.40+159.40
MRT,./h 8.19+0.55 6.53+0.49" 7.89+0.43
Ty/h 8.10+1.56 5.1543.35 10.04+1.68
Tomax/h 2.60+0.55 2.60+0.55 1.60+0.55"
CL/F/L'h™" kg™ 2.32+0.46 1.28+0.13" 2.01+0.18
Crax/ng'L™ 215.63+37.90  612.98+90.96"  241.18+33.83

T SXRRALLEL, PP<0.05.
Note: Compared with the control group, "P<0.05.

F2 EELTS mgke AVHEEEELR E3174 07
HFESM(n=5, Xts)

Tab. 2 Pharmacokinetic parameters of E-3174 after an oral
administration of 5 mg-kg™' losartan potassium(n=5, ¥ +s)

ZH of R4 1% B L gk 241 % B A= iR 41
AUC./pgh- L™ 2075.94£163.06 3 547.36x412.01" 2 396.26+788.91
MRT,./h 11.02+0.62 9.17+0.44" 9.61+0.68"
Ty/h 25.84+11.41 19.50+14.50 12.03+5.88
Thnax/h 5.20+1.79 4.00£0.00 3.60£0.55
CL/F/L-h™" kg™ 1.23+0.49 0.98+0.28 1.65+0.37
Crnax/g L™ 166.32+21.82  469.51+28.38"  257.01+143.36

E: Sx AL, VP<0.05.
Note: Compared with the control group, VP<0.05.
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