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New Oral Hypoglycemic Agents for

the Management of Type 2 Diabetes

Mellitus - DPP-IV Inhibitors

Chien-Liang Chen1,2, Chang-Hsun Hsieh2, Tai-sheng Kuo1, and Tzu-Chiang Lin1

Oral hypoglycemic agents frequently exhibit reduced efficacy over time, leading to inadequate glycemic

control. Moreover, these agents may be associated with adverse side effects that include weight gain, hypo-

glycemia, and gastrointestinal discomfort. Incretins are peptide hormones secreted from the gastrointestinal tract

that appear to have multiple mechanisms of action, including glucose-dependent enhancement of insulin secre-

tion, suppression of inappropriately high glucagon secretion, slowing of gastric emptying and decreased food in-

take. Furthermore, animal studies have demonstrated preservation or restoration of -cell mass with incretin

treatment. Inhibition of DPP-IV activity prevents the rapid breakdown and stabilizes the postprandial levels of

bioactive endogenous incretins, thereby prolonging their physiologic actions. Treatment with DPP-4 inhibitors di-

minished postprandial glucose excursion, fasting plasma glucose and was well tolerated with neutral weight ef-

fect and a low incidence of hypoglycemia event in subjects with type 2 diabetes. Meanwhile, there is some con-

cern about off-target actions with nonselective inhibition of DPP-IV and probably abnormal immune response.

Therefore, it needs long-term, large scaled clinical trials to demonstrate the efficacy and safety of this new anti-

hyperglycemic agent.  ( J Intern Med Taiwan 2007; 18: 20-28 )
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