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M echanism of combined action of 18 a-diammonii glycyrrhizinatis and
glibenclamide on glucose metabolism in experimental diabetic rats
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(Department of Pharmacology, Medical College, Wuhan University, Wuhan 430071, China)

Abstract

AIM To investigate whether 18 a-diammonii glycyrrhizinatis(DG) influences the metabolism and hypoglycemic effect of
glibenclamide(Gli), their combined action and mechanism. METHODS DG(25 mg-kg-d ™%, ip) and/or Gli(1 mg-kg-d?, ig)
were given to the alloxan(150 mg-kg'l, ip)induced diabetic rats for 5 consecutive days. The fasting plasma glucose(FPG),
plasmainsulin, insulin sensitivity index (1SI), hepatin and the activities of CY P3A were measured. Pathological
morphology of pancreatic islets and B cell and the expression of insulin were investigated by immunohistochemical method
and image analysis. The markers of liver injury were also observed. RESUL TS Treated with Gli, FPG reduced by 28%,
insulin and hepatin increased by 65% and 64%, respectively, as compared with model group. Treated with DG+Gli, FPG
reduced by 69%, insulin and hepatin increased by 172% and 179% as compared with model group, which were significantly
different from Gli-treated group. The activities of CYP3A and the markers of liver injury significantly decreased in rats
treated with DG and DG+Gli. The activities of CYP3A were negatively correlated with insulin and the reduction rate of
FPG in rats treated with DG+Gli. The results of immunohistochemistry showed that DG could potentiate the effect of Gli
on the pathological morphology of pancrestic islets and B cell and the intensities of positive immunostaining for insulin.
CONCLUSION DG potentiates the hypoglycemic effect of Gli, which may be associated with the inhibition of the
activities of CYP3A and promoting the repair and regeneration of the damaged islet B cell. The results suggest that DG has
the possibility to be used as an adjuvant drug of oral hypoglycemic agents.
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