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BACKGROUND
• Imeglimin is the first in a novel class of glucose-lowering drugs, the glimins.
• Imeglimin is acting on the two key defects in type 2 diabetes mellitus (T2DM)
improving both insulin secretion in response to glucose and insulin sensitivity,
through a unique mechanism of action targeting mitochondria.

RESULTS
• 299 patients were randomised. 296 were analyzed in the full analysis set.
• Table 1. Baseline Characteristics

AIMS
• This study was designed to determine the efficacy and safety/tolerability of
imeglimin monotherapy at 3 doses compared to placebo in Japanese patients
with T2DM after 24 weeks of treatment.

Inclusion criteria
• Japanese adult patients with T2DM naïve or previously treated with
monotherapy
• Age ≥ 20 to ≤ 75 years
• BMI ≥ 18.5 kg/m²
• eGFR (MDRD) ≥ 50 mL/min at Screening and ≥ 45 mL/min at prerandomisation visit

• Overall good safety and tolerability of imeglimin at all doses versus
placebo
• No SUSAR and no related SAE
• Similar incidence of TEAEs considered related to the study drug for the 2
lower doses versus placebo
• Slight increase of TEAEs considered related to the study drug for the dose
of 1,500 mg bid versus placebo partly due to an increase in the incidence
of gastrointestinal AEs.
• Significant decrease in main hepatic enzymes (ALT & GGT) at 1,000 mg
bid and 1,500 mg bid versus placebo
• Weight neutral
• No documented hypoglycemia

MATERIALS AND METHODS
• This was a randomised, multicenter, double-blind, placebo-controlled dose
ranging trial.
• Randomisation in 4 groups through a web-based system and stratified
according to:
✓ Baseline glycosylated hemoglobin (HbA1c)
✓ Previous antidiabetic treatment status (naïve patients / patients
previously treated by a single oral hypoglycemic agent)

Safety

• Table 2. Overview of safety

Efficacy
• Primary endpoint was met:
✓ Statistically
significant
dose-dependent
placebo-subtracted
decrease in HbA1c at the 3 doses with maximal effect at the 2 top
doses.

Study design

CONCLUSION

Endpoints
• Primary efficacy endpoint: Placebo-adjusted dose-dependent reduction in
HbA1c from baseline after 24 weeks of treatment, evaluated in all randomised
treated patients with at least one post-baseline assessment
• Secondary endpoints included:
✓ Changes in fasting plasma glucose (FPG)
✓ Percentage of responders (HbA1c < 7 %)
✓ HOMA-B
✓ Safety and tolerability

• The secondary endpoints showed:
✓ Significant placebo-subtracted reductions in FPG at the 3 doses
(–24.6 mg/dL at 1,000 mg and 1,500 mg bid).
✓ A significantly greater proportion of responders patients with
HbA1c <7% at week 24 (33% at 1,000 mg bid and 1,500 mg bid
versus 8% for placebo group).
✓ A significantly increase in HOMA-B at all doses versus placebo

This study confirms imeglimin strong efficacy, very good
safety and tolerability profile in Japanese T2DM patients.
The dose of 1,000 mg bid showed a maximal efficacy with a
similar safety and tolerability profile compared to placebo.
This study suggests that the dose of 1,000 mg bid of
imeglimin is the optimal dose for phase III program in
Japan.
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