TTP399, a Novel, Liver Selective Glucokinase Activator:
Results from a 10 Day Pilot Study in Patients with Type 2 Diabetes Mellitus (T2DM) Naive to Drug
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Introduction

Study Design

Dose-dependent improvement on postprandial

glucose without increasing plasma Lactate

Previously identified GKAs evaluated in the clinic for the

Randomized, Double-blind, Placebo-Controlled,
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incidence of hypoglycemia and hyperlipidemia and an 1500 =

apparent lack of durability. These liabilities have been
correlated to hyper-stimulation of the [3-cells (as could be
predicted by the phenotype of patients with GK-activating
mutations) and/or the accumulation of lipids in the liver
(consistent with the disruption of GK and GKRP interaction
by these activators).
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normalization of glycemic control in animal models and in
Type 2 diabetic subjects on stable doses of Metformin.
These results came about without inducing hypoglycemia or

Postprandial C-peptide changes mimic those of insulin. No changes in postprandial lactate from BL at any dose.
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. activators for the treatment of Type 2 Diabetes.
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