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Exenatide (Byetta®) with Metformin vs. Placebo

Dose dependent 
reduction in A1c

Dose-dependent
reduction in
body weight

DeFronzo, et al Diabetes Care 2005

Sitagliptin (Januvia®)

Aschner, et al. Diabetes Care 2006 Nauck, et al. Diab Obes Metab 2006

Reduced A1c between 0.6 – 1.6%
compared to placebo

Reduced A1c by 0.59 – 1.68%
in combination with Metformin

Reduced A1c by 0.7%
in combination with Pioglitazone

compared to Pio + Placebo

Rosenstock et al. Clin Therap 2006



Incretin-Modifying Therapies

100 mg50 mg b.i.d.Up to 2 mg
5-10 µg b.i.d.
(LAR 2 mg/wk)

Dose

q.d.b.i.d.q.d.b.i.d.Dosing

12-14 hours2.5 hours12-14 hours
2-4 hours

(LAR 1 week)
Half-life

TabletInjectionAdministration

Sitagliptin
(Januvia™)

Vildagliptin
(Galvus®)

Liraglutide
(NN2211)

Exenatide
(Byetta™)

DPP-4 InhibitorsGLP-1 analogues

LAR: long-acting release formulation

Incretin-Modifying Therapies (2)

↓↓↓↓↓↓ (LAR better)
FPG
reduction

-0.5% to
-1.5%

-0.5% to
-1.5%

-0.8% to
2.0%

-0.8% to
2.0%

A1c

reduction

DecreasedDecreased
Glucagon
secretion

IncreasedIncreased
Insulin
secretion

DPP-4 InhibitorsGLP-1 analogues

Incretin-Modifying Therapies (3)

PossibleProbableβ cell mass

NoneNoneNoYes (45%)Antibody
production

NoneNoneLessYesNausea

NoNoNoNoHypoglycemia

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

Sitagliptin
(Januvia™)

Vildagliptin
(Galvus®)

Liraglutide
(NN2211)

Exenatide
(Byetta™)

DPP-4 InhibitorsGLP-1 analogues

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


