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[ Abstract] Objective To explore whether streptozotocin-induced diabetic rat models are suitable to evaluate the
pharmacokinetic processes of glibenclamide in the diabetic state. Methods Diabetic rats induced by intraperitoneal
injection of 60 mg/kg streptozotocin and normal rats were administered glibenclamide at a dose of 10 mg/kg. The
concentration of glibenclamide was determined by high performance liquid chromatography. Pharmacokinetic parameters
were calculated using DAS 2. 0 software. Results The pharmacokinetic parameters of glibenclamide in normal rats were as
following: T, was 84.784 min, C_  was0.259 mg/L, CL/F was 0. 092 L/min/kg and AUC , _,,,;,, was 509. 523 mg/L

*min. The same parameters in diabetic rats: T, was 255. 427 min, C,, was 0.910 mg/L, CL was 0. 092 L/min/kg and
AUC §_730min) 1528.280 was mg/L-min. Conclusions There were significant differences between pharmacokinetic values
of normal and diabetic rats. The results were different from that reported in the literature. Therefore, streptozotocin-induced

diabetic rat models might not be suitable for pharmacokinetic evaluation of drugs in type Il diabetic conditions.
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Fig. 1 HPLC chromatograms of blood plasma of the rats
Note: A: Blank plasma; B: Blank plasma spiked with glibenclamide
and internal standard; C: Nomal rat plasma collected at two hours after
intragastrically administration of glibenclamide 10 mg/kg; D: Diabetic
rat plasma taken at two hours after intragastrically administration of

glibenclamide 10 mg/kg; (1. internal standard; 2. glibenclamide )
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Fig. 2 Mean plasma concentration-time curves of
glibenclamide after intragastrically administration
in a dose of 10 mg/kg in normal rats and

diabetic rats( x £s, n = 5)
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Tab.1 Pharmacokinetic parameters of glibenclamide in the
normal and diabetic rats ( x + s,n = 5)
S8 NN Kl AT PN
Parameters Normal rats Diabetic rats
T\ (min) 84.784 £15.961 255.427 £23.795"
Coax (pg/mL) 0.259 +0.031 0.910 +0. 142~
CL(L/min/kg) 0.092 £0.012 0.019 £0.008 "

AUC (4 - 720miny (mg/L-min)  57.752 +18.932 321.24 +130. 374 *
T 0 C oy 0 0 I 26 Wk BB 5 T, , I 25 W€ B 3K U W) 1] 5 CL, ¥ BR R
AUC(0~720 min) SRR TR, HSIEWAMEL, " P < 0.05

Note: C,,,.: peak plasma concentration; T : time to reach C , ; CL:

total body clearance; AUC y_739 iny» area under the plasma
concentration-time curve from time 0 to 720 min. Compared with the

normal rats, * P < 0.05
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