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. biomea BMF-219: A Novel Therapeutic Agent to Re-Establish Functional Beta Cells and Provide Long-Term Glycemic Control

Background Ex-Vivo Human Islet: Beta Cell Proliferation Covalent —111: Baseline Characteristics and Demographics Case Study

Proliferating beta cells as a fraction of total beta cells
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- Percent of participants with any reduction in HbAlc: 80% (BMF-219 100mg QD without food), 40% (BMF-219 100mg QD with food) an initial dose of 100 mg, BM F-219 elicited:

Covalent-111: Increase from Baseline in HOMA-B and AUC C-Peptide * A placebo adjusted mean reduction in HbAlc of 0.8% compared to 0.7% at Week 4

Covalent-111: Study Design * Anincrease in C-peptide and HOMA-B during the treatment and off-treatment period

Ex-Vivo Human Islet: PbK Gene Expression
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* Primary endpoint: Safety and tolerability
BMF-219 treatment results in an increase in PbK (PDZ-binding kinase) expression, similar to results seen in literature After 4 weeks of once daily BMF-219, responders (HbA,. reduction 20.5% at Wk 26) with baseline HOMA-B 1. Butler T. et al. Oral Long-Acting Menin Inhibitor Normalizes Type 2 Diabetes Mellitus (T2DM) in Two Rat Models. Diabetes 1 June 2022; 71
* Secondary endpoints included measures of glycemic control (HbA,.,, CGM metrics), measures describing Menin knockdown experiments. PbK expression has been shown to help drive proliferation of beta cells, <200 (below upper limit) across both cohorts achieved a greater increase in HOMA-B (307%) and stimulated (Supplement_1): 851-P.
of beta cell function (HOMA-B and stimulated c-peptide), and durability of glycemic resulting in an increase in beta cell mass and function. PbK expression is regulated by menin binding partner JunD, in a C-peptide AUC (31%) vs placebo at Week 26 2. Somanath P. et al. Oral Menin Inhibitor, BMF-219, Displays a Significant and Durable Reduction in HbAlc in a Type 2 Diabetes Mellitus Rat Model.
response glucose dependent manner. Diabetes 1 June 2022; 71 (Supplement_1): 113—-LB.
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