Oral Small Molecule GLP-1 Receptor (GLP-1R) Agonists for
Type 2 Diabetes (T2DM) with Negligible Nausea and Vomiting

Therapeutics

Introduction

GLP-1R is a well validated target for the treatment of T2DM, with multiple marketed injectable
GLP-1 analogues/mimetics that provide glycemic control and weight loss in T2DM patients.
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improving glycemic control and reducing body weight with superior tolerability than the peptide Phase 2 ongoing

GLP1 analogues/mimetics.

Phase 1b (TTP273 and TTP0O54) and Phase 2 (TTP054) Studies
Baseline Characteristics:

Baseline characteristics were relatively balanced
amongst groups in each study
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Safety Results:

TTP054 and TTP273 have Comparable Safety Profiles:

Study Design:

Type 2 Diabetic Subjects on Stable

Doses of Metformin Negligible Nausea and Vomiting and No Evidence of Hypoglycemia

] TTP054-108: 4 cohorts evaluated QD or
BID dosing (200-400mg) with TTP0O54 for 4
weeks
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. No weight loss was seen in phase 1b TTP054 trial compared to placebo

In a 3 month phase 2 study with TTP054, significant body weight loss (1Kg) observed in
the target population (Alc 8-11%) at the high dose group (800mg QD)

ATTP273 phase 1b trial showed a trend in weight loss with the BID dose regiments despite

shorter study duration and isocaloric diet

L TTP273 is more efficacious than TTP054 in phase 1b at the
same doses despite shorter study duration.

1 TTPO54 reduces Al c (1%) in the target population (Alc 8-
11%) in 3 month Phase 2 studly.

_ Effects Observed in Patients vTv GLP1r Agonists GLP-1 Analogues
v X

L TTP273 is expected to be more
efficacious based on better Phase 1
results and in vitro potency

No significant gastrointestinal
side effects

Conclusion
With a superior safety and convenience profile, TTP273
could provide an alternative to current GLP-1r therapies
and expand the use of this therapeutic class

Oral

Ideal for co-formulation with
existing OADs

Convenience

No need for medical device
Lowers blood glucose
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