AC2993 (Synthetic Exendin-4) Improved Glycemic Control in Patients With Type 2 Diabetes
During 28 Days of Treatment in a Multicenter, Randomized, Triple-Blind, Placebo-Controlled Study
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+ Patients were randomized to one of four treatment regimens:
Placebo TID
+ BID 0.08 pg/kg AC2993 given at breakfast and dinner (BD)
+ BID 0.08 pg/kg AC2993 given at breakfast and bedtime (BS)
+ TID 0.08 pgikg AC2993 given at breakfast, dinner, and bedtime (BDS)

+ BID treatment arms received placebo as a third injection to maintain study blind
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Introduction

+ AC2993 is synthetic exendin-4, a 39-amino acid peptide that shares 53% homology with human glucagon-fike peptide-1
(©LP1)L2

+In clinical studies, AC2993 has been shown to have multiple mechanisms of action that lower both fasting and
postprandial glycemia and improve metabolic control.* These mechanisms of action include:
+ Stimulation of insulin secretion In a glucose-dependent manner
+ Suppression of postprandial glucagon secretion
+ Coordination of the rate of delivery of food from the stomach to the smal intestine
+ Reduction of appetite

« In this study, we explored the safety and efficacy of 28 days of subcutaneous (SC) administration of AC2993 (BID or TID)
as adjunctive therapy to metformin and/or sulfonylureas in patients with type 2 diabetes who failed to achieve HbA;c
levels less than 8% while stably treated with metformin, sulfonylurea, or both.

Study Objectives

1 To on of injected A two or three times
aday for 28 days in subjects with type 2 diabetes mellitus treated with sulfonylureas and/or metformin, as measured by;
+ serum fructosamine concentrations,

« HbAjc
+ plasma glucose profiles during a standard meal tolerance test

2. To assess the safety and tolerability of 28 days of subcutaneously injected AC2993 (0.08 uglkg BID or TID) in subjects
with type 2 diabetes mellitus treated with sulfonylureas and/or metformin

Study Design/Methods

« Four-arm, multicenter, randomized, triple-blind. placebo-controlled, parallel-group study

« Two-week placebo lead-in followed by 28 days of randomized treatment

+ 109 patients with type 2 diabetes inadequately controlled (HbA1c 2 8) with either
tformin

+ Sulfonylurea
+ Combination of metformin and sulfonylurea

« All patients continued on their current regimen of oral hypoglycemic agents
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+ Plasma glucose was measured in response to a standardized breakfast meal (solid food) at baseline and day 28 (55%
carbohydrate, 15% protein, and 30% fat at 20% of total daily maintenance calories)

« Safety and tolerability were assessed by collection of adverse events, 12lead ECG, physical exam, and safety
lab monitoring

+ Statistical comparisons were computed using one-way ANOVA for overall comparisons. Dunnett's adjustment for
ultiple s used o test p: of active treatment arms o placebo.

atient Population

Table 1: Baseline Demographics Were Comparable Across Treatment Groups.
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Table 2: Majority of Patients on Combination Metformin and Sulfonylurea
e 60 oo | scmoneo | acmooes | acmno o
Wetormin Alone 8(286% | 6(3.1%) 7 259%) 7(250% | 28(25.6%)
Sulloylorea Agents Alone 5(79%) | 4(15.4%) 4(1a8%) 9(3219%) | 22(202%)
Wetormin + Sutoryurea gents | 15 (53.6%) | 16(615%) | 16(59.3%) | 12(429%) | 59 (54.1%)

Table 3: Baseline Metabolic Characteristics Were Comparable Across Treatment Groups
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+ Mean changes in fasting plasma glucose concentrations after AC2993 treatment at day 28 (range of means: -22 to -30
mg/dL) were not significantly different from placebo (-19 mg/dL)
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Figure 3: HbAs. Levels Reduced to 8.1-8.5% At Day 28
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Figure 4: 90% of Patients Treated with AC2993 Ac HbA, At Day 28
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Weight:

+ AC2993 treatment was not associated with a significant increase in body weight (range of means: -0.5 to +0.2 kg)
compared with placebo patients (+0.9 kg; overall ANOVA P-value = 0.178)

Table 4: Most Common Treatment.Emergent Adverse Event Was Mild to Moderate Nausea
<a% of Patients Treated With AC2993 Withdrew Secondary to Nausea

Adverse Event
B Placeso AC2993 sl doses | Severer AC2083 AE
Nausea @ 2609 209
Fypogiycemia 0@ 12018 0@
Vomiing 0@ ) 0@
Dizziness T ) 0@
Oiaren ) 562) )
Heaache 0@ 469 0@

+ Assessments of physical exam, ECG, and laboratory tests shawed no clinically relevant findings across treatment groups

Treatment with AC2993 for 28 days resulted in significantly improved glycemic control as assessed by reductions in serum
fructosamine, HbA,c, and postprandial plasma. “This glycemic not
by mean weight gain and was associated with few adverse events, the most common of which was nausea.

Given that changes in HbAy reflect average glycemia over the prior 3-month period, an approximately 1% reduction in
HbAy over a 28-day period is highly clinically meaningful. These data support the continued clinical evaluation of AC2993
as a potent anti-hyperglycemic agent for the treatment of patients with type 2 diabetes not achieving glycemic control on
metformin and/or sulfonylureas
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