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The Mechanism of DPP-IV Inhibitors and Their Clinical Application

Yukio Horikawa, Mayumi Enya and Jun Takeda™

*Department of Diabetes and Endocrinology, Graduate School of Medicine, Gifu University

Inhibition of dipeptidyl peptidase—4 (DPP-4) has a variety of peptide substrates, the best stud-
ied being glucagon-like peptide-1 (GLP-1), NPY and CXCL12. The increase of circulating levels
of active GLP-1 stimulates insulin secretion and inhibits glucagon secretion and, at least in ro-
dents, increases f—cell mass, resulting in lowering of glucose levels and improvement of glycemic
control in patients with type 2 diabetes. Because these effects target the main pathophysiologic
defects in the disease, DPP—4 inhibition is a treatment that targets pathophysiologically relevant
aspects of type 2 diabetes. The therapy therefore holds the promise of improving the disease condi-
tion if these effects can be preserved on a long—term basis. The main clinical application for DPP-
4 inhibitors will be in the early stage of the disease as a single first drug or in combination with
metformin or @-GI in subjects with inadequate glycemic control on these treatments alone. Clini-
cal trials also show the efficacy of the strategy, and the safety profile shows low risk for adverse
events or hypoglycemia. DPP—4 inhibition is therefore a novel and promising new treatment for
type 2 diabetes.
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