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The Incretin Effect:
Normal vs. Type 2 Diabetes
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GLP-1 Effects in Humans: Understanding
Glucoregulatory Role of Incretins
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Incretin Secretion and

Intestinal Decreased gastric emptying,
GLP-1 food imake, and glucagon
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DPP-4 Inhibitor

Exenatide (Byetta®) with Metformin vs. Placebo

Dose dependent
reduction in A1c

Dose-dependent
reduction in
body weight

DeFronzo, et al Diabetes Care 2005
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GLP-1 Actions Glucose-Dependent
in Patients with T 2 Diabetes
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Incretin-Modifying Therapies

GLP-1 analogues DPP-4 Inhibitors

Exenatide Liraglutide | Vildagliptin Sitagliptin
(Byetta™) (NN2211) (Galvus®) (Januvia™)
Administration

) 2-4 hours
Half-life (LAR 1 week) 12-14 hours | 2.5 hours 12-14 hours

5-10 pg b.i.d.

(LAR 2 ma/wk) Up to 2 mg | 50 mg b.i.d.

LAR: long-acting release formulation

Incretin-Modifying Therapies (3)

GLP-1 analogues DPP-4 Inhibitors

Exenatide Liraglutide Vildagliptin Sitagliptin
(Byetta™) (NN2211) (Galvus®) (Januvia™)

Body weight
reduction Yes (3-5 kg) Yes (3-5 kg)

Antibody 5
production VO “m

B cell mass Probable Possible

Incretin-Modifying Therapies (2)

GLP-1 analogues DPP-4 Inhibitors
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Key Points

Incretin-modifying therapies
New treatment strategy in T2 Diabetes
Reduces hyperglycemia, A1C levels
No hypoglycemia or weight gain

Possible beta cell preservation

Incretin mimetics - higher levels of GLP-1
weight loss, nausea
DPP-4 inhibitors oral administration

little/no nausea



