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Background Figure 2: Icovamenib Increases Expression of GLP-1 Receptor in Human Islets Figure 3: Icovamenib Increases Expression of Insulin in Human Islets
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Figure 1. Effects of icovamenib (BMF-219) on beta cell proliferation were evaluated using human islet microtissues (MTs) Figure 4. The effects of combination treatment with icovamenib and a GLP-1 peptide agonist on beta cell function were evaluated using human islet from " The overall results demonstrate SYnergy of the combination thera Py. Addltlona”y' the increase in
generated from cadaver-derived islet from non-diabetic donors. Experimental set up and Donor characteristics are shown. non-diabetic donors. Islets were cultured ex vivo under 8mM glucose conditions for 7 days in the presence of icovamenib (30nM, 100nM or 300nM) or beta cell mass and improved beta cell function induced by icovamenib may allow lower doses of
Assa-ys were perforr-n‘ed under 5.5 mM (§tandard glucose) o.r 8 mM (I\lgh gluc.ose) culture COhdItI.OnS. Islet MTs (9 to 12 vehlc.le (DMSOQ). On Day 8, 5|ze-rT1atched islets were ha.rvested and e\{aluated for functlf)n using GSIS assaY in .the prese-nce or alf?sence of GLP-1 receptor GLP-1-based therapies to achieve glycemic targets, potentially improving toIerabiIity of these agents.
replicates per condition) were cultured in the presence of icovamenib, harmine (10 uM) or vehicle (DMSO) for 2 or 3 agonist (GLP-1 RA). (A) Schematic of the overall experimental setup is shown. Human islets pretreated with icovamenib or vehicle (DMSO) were tested
weeks, or 2 weeks followed by 1 week no treatment (washout). EdU incorporation was used to detect proliferating cells. for glucose-stimulated insulin secretions in the absence (-) or presence of 200nM semaglutide (B and C), or 30 nM tirzepatide (TZP) (D and E). Data are 1. ButlerT. et al. Oral Long-Acting Menin Inhibitor Normalizes Type 2 Diabetes Mellitus (T2DM) in Two Rat Models. Diabetes 1 June 2022; 71 (Supplement_1): 851-P.
. . . . . . . . . . . . . . . . . . . . . 2.  Somanath P. et al. Oral Menin Inhibitor, BMF-219, Displays a Significant and Durable Reduction in HbA1lc in a Type 2 Diabetes Mellitus Rat Model. Diabetes 1 June 2022; 71 (Supplement_1): 113—-LB.
At the end of treatment islets were fixed, stained and imaged to quantify proliferating beta and non-beta cells. Y-axis expressed as stimulated insulin secretion normalized by total DNA (B and D) or secretion Index (stimulated insulin secretion/basal insulin secretion) (C 3. Rodriquez J. et al. Durable Glycemic Control With BMF-219 During Off-treatment Period At Week 26: A Phase 1/2 Trial Of BMF-219 In Patients With Type 2 Diabetes. Diabetes Technol Ther, 2024; 26:52: PD064.
represents proliferating beta ceII fraction (proliferating beta CE”S as a fraction Of total beta ceIIs). and E) Icovamenib was hot inciuded during testing Of GS|S ZSI |i/tiiais;,Juan Z.:’;al. BMF-Zl?:ANoveI Therapeutic Agent to Reestablish Fimctional Beta Célls and Provide Lon.g-Term Glycemic Control MetaboIism-CIini.caIand Experimental, Volume 153, 155884
. uhamma et al. Menin and PRMTS5 suppress GLP1 receptor transcript and PKA-mediated phosphorylation of FOXO1 and CREB. Am J Physiol Endocrinol Metab. 2017
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