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Icovamenib Background

• Icovamenib is an oral, selective, small molecule menin inhibitor that is currently in clinical 
development for the treatment of type 1 and type 2 diabetes

• In T2D patients, 4 weeks of daily icovamenib resulted in improved glycemic control at Week 26 
      (22 weeks after cessation of treatment with icovamenib) and was safe and generally well tolerated 

In human islet microtissues ex vivo, icovamenib has reproducibly demonstrated:

• Selective proliferation of islet beta cells. Limited proliferation, if any, of non-beta cells

• Proliferation only under high glucose (8 and 11 mM). Restricted under euglycemia 

• Icovamenib dose- and treatment duration-dependent proliferation

EASD 2025
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Menin Regulates Gene Expression and Signaling in a Cell Type- and 
Context-Dependent Manner

EASD 2025

 Regulates compensatory beta cell proliferation in response to 
physiologic needs (hyperglycemia, gestation, obesity)  
 Menin reduction  beta cell proliferation

 Regulates commitment of multipotent mesenchymal cells to 
osteogenic or myogenic lineages 
 Menin expression antagonizes BMP-2 and TGF-β1 mediated 

inhibition of myogenesis 

 Regulates GLP-1 receptor expression
 Recruitment of PRMT5 represses transcription

 GLP-1 signaling  menin phosphorylation  relieves 
menin mediated suppression of insulin expression 

Menin

JunD, NFkB, ASK, TGFβ/ 
SMAD3, PRMT5, 
Sin3A/HDAC

FANCD2, CHES1, 
RPA2

DNA repair, maintenance

Gene repression

Gene transactivation

MLL, LEDGF, 
β-catenin, 
nuclear receptors

Cell function, proliferation

tissue/cell environment
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Icovamenib Downregulates Menin Protein Levels in Human Islets

*normalized to vinculin/loading control

Day 1 (8 mM glucose)

DMSO
Icovamenib

Day 8 

human islets
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Donor 1: 49-yo male, 167 lbs, 
BMI 24.5, HbA1C 5.0%
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Icovamenib Enhances GLP-1 Receptor and Insulin Expression
EASD 2025
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Icovamenib Enhances the Responsiveness of Human Islets to GLP-1 Therapeutic Agents

Icovamenib in combination with tirzepatide

EASD 2025
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Icovamenin + Semaglutide Combination Treatment in ZDF Rats

Icovamenib: p.o, QD
Semaglutide: sc, QD

Readouts at multiple time points: 

• Glycemic control:  
• Fasting blood glucose and insulin
• HbA1c
• oral glucose tolerance test (OGTT)
• C-peptide index
• beta cell function (HOMA-B)
• insulin resistance (HOMA-IR)

• Food & water consumption
• Body weight 
• Body composition by Minispec analysis

EASD 2025
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Combination Treatment of Icovamenib and Low-Dose Semaglutide Improves 
Glycemic Parameters
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Combination Treatment of Icovamenib and Low-Dose Semaglutide Improves 
Beta Cell Health and Insulin Sensitivity
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Combining Icovamenib with Low-Dose Semaglutide Enhances Appetite 
Suppression and Body Weight Reduction
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Plots show mean ± SEM
** p<0.01, *** p<0.001, **** p<0.0001 
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Combination Therapy Drives Body Weight Reduction Almost Exclusively by Fat Mass 
Loss with Preservation of Lean Mass 
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Summary and Conclusions

 Icovamenib downmodulates menin levels in ex vivo human islets. Effect is reversed upon drug washout  

 Icovamenib enhanced the responsiveness of human islets to GLP-1 RA therapies. This enhancement was 
associated with increased GLP-1 receptor and insulin expression

 Icovamenib enhanced the efficacy of low dose semaglutide in the ZDF rat model of T2D. 
         Combination treatment was superior to low dose semaglutide: 

 Superior appetite suppression and 10% greater body weight reduction
 Body weight reduction exclusively from fat mass loss with preservation of lean mass
 Superior glycemic control vs semaglutide alone

 60% lower fasting blood glucose and 50% lower glucose OGTT AUC
 Greater reduction in HbA1c (>2% by Day 39)
 Significant increase in C-peptide index
 Greater improvement in insulin sensitivity 

EASD 2025
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Summary and Conclusions

 Preliminary results suggest icovamenib may promote muscle health and protects against atrophy (ADA 2025)

 Overall results demonstrate the enhanced efficacy of the combination of icovamenib and low dose 
semaglutide (vs semaglutide alone), potentially allowing lower doses of GLP-1-based therapies to achieve the 
glycemic and weight loss targets and improve tolerability of these agents. 

EASD 2025
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