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Harnessing Menin Inhibition
Exploring Icovamenib as a Potential First-in-Class Medicine for Precision Diabetes Care

Icovamenib: A Novel Approach to Diabetes Management Juan P. Frias, MD
Precision Care in Diabetes: Understanding Patient Heterogeneity Steven V. Edelman, MD
Beta-Cell Biology and Menin Inhibition Rohit Kulkarni, MD, PhD
COVALENT-111: Topline Results at 26 Weeks Juan P. Frias, MD

Q&A

biomea We Aim to Cure”

FUSION® Slide 4



Introduction to Biomea Fusion and Icovamenib
A Novel Approach to Diabetes Management

Juan Pablo Frias, MD
Chief Medical Officer and Head of Diabetes
Biomea Fusion
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Biomea — Management Team

A long history of developing successful drugs - together

Thomas Butler
Chairman & CEO
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Icovamenib: An Oral Covalent Menin Inhibitor
Targeting Beta Cells to Advance Diabetes Management

Menin is a scaffold protein that regulates glucose homeostasis

What is menin? - ) — _ _ ,
Inhibiting menin enhances insulin secretion through beta-cell proliferation and

increased GLP-1 receptor expression

Oral Small Well-Tolerated

Safety Profile after
Molecule First Read Out

odﬁ'-,\fmg POtent‘,‘a’,
(=

S beg S5, Beta Cell Mass & Function GLP-1 Receptor Expression

Population May Receptor Expression
& Incretin Effect

Include All P | .
R DIMSB mass and function

Addressable Increased beta cell ﬁ Increased GLP-1

o, oS Increased Insulin Enhanced Weight Loss

@!’@,} a‘?ued Glycem.‘cg
fer Cessation © Synthesis and with Preservation of

Complimentary " : .
Agent to Avsilabie hish %‘;;g‘; Secretion Lean Mass

Diabetes Therapist
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Menin is downregulated by prolactin during
pregnancy allowing for beta cell replication
and preventing gestational diabetes

* In 2007, Stanford University researchers found that
menin regulated adaptive islet growth in pregnant mice

* Prolactin, a hormonal regulator of pregnancy,
repressed beta cell menin levels and stimulated beta
cell proliferation

Beta CellsT

Insulin I Maintenance
of normal
glucose

ProlactinT Menin l
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Menin Controls Growth of Pancreatic
B-Cells in Pregnant Mice and Promotes
Gestational Diabetes Mellitus

Satyajit K. Karnik,® Hainan Chen,™* Graeme W. McLean,* Jeremy ]. Heit,™* Xueying Gu,*
Andrew Y. Zhang,! Magali Fontaine,? Michael H. Yen,* Seung K. Kim'3t

During pregnancy, maternal pancreatic islets grow to match dynamic physiological demands, but the
mechanisms regulating adaptive islet growth in this setting are poorly understood. Here we show that
menin, a protein previously characterized as an endocrine tumor suppressor and transcriptional requlator,
controls islet growth in pregnant mice. Pregnancy stimulated proliferation of maternal pancreatic islet
B-cells that was accompanied by reduced islet levels of menin and its targets. Transgenic expression of
menin in maternal B-cells prevented islet expansion and led to hyperglycemia and impaired glucose
tolerance, hallmark features of gestational diabetes. Prolactin, a hormonal regulator of pregnancy,
repressed islet menin levels and stimulated Bcell proliferation. These results expand our understanding of
mechanisms underlying diabetes pathogenesis and reveal potential targets for therapy in diabetes.

Karnik SK, et al. Science. 2007;318:806-809
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Our product pipeline includes diabetes and obesity

Discovery IND Enabling Phase 1 Phase 2 - Phase 3

>500M COVALENT-111:
People with T2D 52-Week Data

>8.75M Prelimi Dat
People with T1D reliminary Lata

Type 2 Diabetes

Evamenib COVALENT-111

Type 1 Diabetes

icovamenib COVALENT-112

Obesity

GLP-1R >890M SAD/MAD study
BMF-GSO (FirSt_in_Human)

All our assets are in house designed, developed, and wholly owned by Biomea Fusion Inc.

biomea We Aim to Cure”

FUSION™ Slide 9



Precision Care in Diabetes:
Understanding Patient Heterogeneity

Steven V. Edelman, MD

Professor of Medicine
University of California, San Diego
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Multiple Defects Contribute to the Pathophysiology of
Type 2 Diabetes Necessitating Targeted Therapy

Glucose
production

Glucagon
@ production
Yoy .
@ Lipolyisis @ 0 Incretin effect
Glucose Q Neurotransmitter
reabsorption dysfunction

DeFronzo RA. Diabetes. 2009;58(4):773-795 Slide 11
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Natural History of Type 2 Diabetes Is Characterized by
Progressive Loss Of Beta Cell Function

>} Progression of Dysglycemia >

Prediabetes Type 2 Diabetes

-..llll-lllllllll |nSUIin reSiStance

Insulin secretion

Prediabetes and Early Type P « Postprandial glucose
2 Diabetes: Generally ”

Asymptomatic - Fasting glucose

/ L
- ~

Microvascular complications
Macrovascular complications

<— Years to Decades ———> \
Progression to Type 2 Diabetes Diagnosis of Type 2 Diabetes

Can be Prevented or Delayed Typically Delayed

Adapted from Ramlo-Halsted BA, Edelman SV. Prim Care. 1999;26:771-789.
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Natural History | Loss of Beta Cells

100

Time of diabetes

E% 80 diagnosis
it UNDIAGNOSED
ug_., 2 60
D E Beta-cell function
Q5 40 1 is ~50% of normal at time
i of T2D diagnosis
D u=
m © 20

=

0 .

10-9-8-7-6-5-4-3-2-1012232425 6
Year

Adapted from Lebovitz H. Diabetes Rev. 1999;7:139-153. Slide 13



T2D is a heterogeneous disease
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T2D is a heterogeneous disease

What does a group of 1,000
excited, inspired, and movitated
* people with diabetes look like?
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“While diabetes is diagnosed on the basis of a single metabolite, glucose,

hyperglycemia can arise due to multiple complex etiological processes
»nl,2

that can vary between individuals

T1iD

GADA
LADA

SAID = Severe Autoimmune Diabetes

SIDD = Severe Insulin-Deficient Diabetes

SIRD = Severe Insulin-Resistant Diabetes

MOD = Mild Obesity-Related Diabetes

1. American Diabetes Association. 2. Classification and diagnosis of diabetes: Standards of Medical Care in Diabetes—2019. Diabetes Care 2019;42(Suppl. 1):513-528

2. AhlqvistE, et al. Diabetes 2020;69:2086—2093
3. Ahlqvist E, et al. Lancet Diabetes Endocrinol. 2018;6:361-369
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T2D Subtyping

DDZ

German Diabetes Center

THE LANCET

Articles

GAD-Antibodies

MOD Present v
Mild Obesity-Related Diabetes

Novel subgroups of adult-onset diabetes and their association * Lower HbAlc
with outcomes: a data-driven cluster analysis of six variables e Less insulin-resistant than SIRD

Note: When GAD-Antibodies are present the person is automatically
assigned to the subtype 1/SAID.

Age at diagnosis (years)

Emma Ahlquist, Petter Storm, Annemari Kai jaméti”, Mats Martinel”, Mozhgan Dorkhan, Annelie Carlsson, Petter Vikman, Rashmi B Prasad,
i ‘Aly, Peter Almgren, ", Nael Shaat, Peter Spégel, Hindril Eero Lindholm, OlaHansson, 65
Ulf Malmqvist, Ake Lernmark, KajLahti Tom Forsén, TinamajiaTuomi AndersH Rosengren, Leff Groop

Summary BMI (kg/m?)
Background Diabetes is presently classified into two main forms, type 1 and type 2 diabetes, but type 2 diabetes in  Lancet Disvetesendoainel
Insulin Resistant 28

particular is highly heterogeneous. A refined classification could provide a powerful tool to individualise treatment 2086 362-69
Higher BMI SIDD

regimens and identify individuals with increased risk of complications at diagnosis. Published Online
305 Severe Insulin-Deficient Diabetes

e, 2018 S I R D
i Earlier onset
Severe Insulin-Resistant Diabetes
of and of was done in three independent cohorts: the Scania ot - q
Diabetes Registry (n=1466), All New Diabetics in Uppsala (n=844), and Diabetes Registry Vaasa (n=3485). Cox Z‘:‘:ﬁ‘::f”.::.:: “ P e H |gher HbA1lc
: s Poor metabolic control
Insulin Deficient
significantly higher risk of diabetic kidney disease than individuals in clusters 4 and 5, but had been prescribed | *" " 0™
complications. This new substratification might eventually help to tailor and target early treatment to patients who .t Goap i) Department
would benefit most, thereby representing a first step towards precision medicine in diabetes. o Primary Health Care
Foundation, and Swedish Foundation for Strategic Research. KLaht); Department of Public M A R D
HealthandCaingSconces, 5

Methods We did data-driven cluster analysis (k-means and hierarchical clustering) in patients with newly diagnosed
diabetes (n=8980) from the Swedish All New Diabetics in Scania cohort. Clusters were based on six variables
(glutamate decarboxylase antibodies, age at diagnosis, BMI, HDA,, and ic model 2 estimates
of f-cell function and insulin resistance), and were related to prospective data from patient records on development """

Plasma glucose unit (mmol/l or mg/dl)y

mg/dl v

Fasting plasma glucose (fasting blood sugar)

130

B
¢ Lower HbAlc
regression and logistic regression were used to compare time to medication, time to reaching the treatment goal, and  ScineUniversity Hospital,
and metabolic liver disease Lower BMI * Increased risk of retinopathy
similar diabetes treatment. Cluster 2 (insulin deficient) had the highest risk of retinopathy. In support of the ¢ johomprn.
ng/mi -
Vaasa Central Hospital, Vaasa,

risk of diabetic complications and genetic associations. T i * Increased risk of nephropathy
Later onset
50-70% of T2D and neuropathy
clustering, genetic associations in the dusters differed from those seen in traditional type 2 diabetes. Prof O Melander PhD,
ity

N Dok PhD.PYikman PhO:
Findings We identified five replicable clusters of patients with diabetes, which had significantly different patient 8 prsadpbn. DM A M.
istics and risk of diabetic complications. In particular, i in cluster 3 (most resistant to insulin) had " AingrenbSc YWesmanhis:
O Hansson PhD, C-Peptide unit (ng/ml, nmaolAl or pmol/y
Interpretation We stratified patients into five subgroups with differing disease progression and risk of diabetic ;j"m";*;:;"-
Funding Swedish Research Council, European Research Council, Vinnova, Academy of Finland, Novo Nordisk [romffimiits |
Foundation, Scania University Hospital, Sigrid Juselius Foundation, Innovative Medicines Initiative 2 JOInt vya HeaithCarecenter, Fasting C-Peptide
Undertaking, Vasa Hospital district, Jakobstadsnejden Heart Foundation, Folkhzlsan Research Foundation, Ollqvist Vaass Finiand i Karsamaki

Uppsala Universty. Uppsala.

Introduction

Diabetes is the fastest increasing disease worldwide and a

substantial threat to human health Existing treatment

strategies have been unable to stop the progressive course

of the disease and prevent development of chronic diabetic
ications. One ion for th ings is

that diagnosis of diabetes is based on measurement of only
one metabolite, glucose, but the disease is heterogeneous
with regard to clinical presentation and progression.

type 1 diabetes over time.? With the introduction of gene
sequencing in clinical diagnostics, several rare monogenic
forms of diabetes were described, including maturity-
onset diabetes of the young and neonatal diabetes *
Existing treatment guidelines are limited by the fact
they respond to poor metabolic control when it has
developed, but do not have means to predict which
patients will need intensified treatment. Evidence
suggests that early treatment is crucial for prevention of

Sweden (W MartinglIMD); Lund
University Dizbetes Centre,
Department of Cinical
Sciences, Skine University
Hospital (A arisson PhD), and
Department of Chemistry.
Centre for Analysis and
Synthesis (P Spégel, Lund
University. Lund, Sweden:
Clnical Research and Tial
Centes,Lund University

Mild Age-Related Diabetes
¢ Lower HbAlc

* Latest age onset among subtypes

HbA1C (%)

7

Sex

DDZ Diabetes-Cluster-Tool

Ahlgvist et al. Lancet Diabetes Endocrinol 2018; 6: 361-69 https://diabetescalculator.ddz.de/
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T2D is a Heterogeneous Disease — Two Core Drivers
Analysis from two independent 4,000 patient studies (ADOPT and RECORD)

INSULIN-DEFICIENT DIABETES

Severe insulin-

deficient
diabetes

low BMI, severe beta-
cell dysfunction, low
insulin resistance, and
high HbA1c, often with
early onset and a high
risk of complications.

18%

Mild age-related

diabetes

older age at onset,
normal to slightly
elevated BMI, mild
beta-cell dysfunction,
low insulin resistance,
and slow disease
progression

39%

INSULIN-RESISTANT DIABETES

Mild obesity-
related
diabetes

high BMI, insulin
resistance, preserved
beta-cell function, and
a strong link to obesity
with moderate HbA1c
levels.

22%

Severe insulin-

resistant
diabetes

high BMI, severe insulin
resistance, normal or
elevated insulin
production, and a high
risk of cardiovascular
disease and metabolic
complications.

15%

Median HOMA-B

49%

Median HOMA-B

64%

Median HbA1c

8.3%

Median HbA1c

7.0%

Median BMI

29 kg/m?

Median BMI

29 kg/m?

Median HOMA-B | 74% Median HOMA-B | 101%
Median HbA1c 7.2% Median HbA1c 7.0%
Median BMI 36 kg/m? Median BMI 34 kg/m?

Adjusted from: https://www.thelancet.com/journals/landia/article/PIIS2213-8587(18)30051-2/abstract

“Novel subgroups of adult-onset diabetes and their association with outcomes: a data-driven cluster

analysis of six variables”

1. Ahlgvist et al. Lancet Diabetes Endocrinol 2018; 6: 361-69

We Aim to Cure”
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Identifying subtypes of type 2 diabetes mellitus based on real-world
electronic medical record data in China

EMR data from tertiary hospital in Beijing, China (2000-2022)

HbAlc
HOMA-B
HOMA-IR

BMI

n= 2652 people with T2D

SIDD = Severe Insulin Deficient Diabetes
Low insulin secretion, poor metabolic control,
increased risk of retinopathy and neuropathy

SIRD = Severe Insulin Resistant Diabetes
Insulin resistance, obesity, late onset,
increased risk of nephropathy and fatty liver

MOD = Mild Obesity-Related Diabetes
Obesity, early onset

MARD = Mild Age-Related Diabetes
Late onset, low risk of complications

Wang JY et al. Diab Res Clin Pract 2024 Nov;217:111872.

0.151

o
-
o

Cumulative event

Cumulative event

B SIDD ®= SIRD MOD ®= MARD SI DD

Retinopathy

| s=SIDD == SIRD =8 MOD "= MARD

0 25 5 75 10
Time (years)

Coronary Events
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JDS Com

Diabetes and
Endoainalogy
School of Mex
Diabetes, Ende
Hospital, Chib
Medicine, Gfu
Medicine, Alck
Diabetes and

[ Determine if the patient has a relative/absolute indication for insulin ]

Qs

Non-obese patient

[likely involving insulin insufficiency]

DPP-4 inhibitors, biguanides, -glucosidase

inhihitnrs*,linsulin sEcrctaguguesl(glinidcs}*,
sulfonylureas (SUs), SGLT2 inhibitors,' GLP-1

receptor agonists,' and imeglimin

*: To improve postprandial hyperglycemia; T Watch for weight loss in lean patients

Insulin insufficiency and resistance can be
assessed by reference to the various indices listed
in the JDS “Guide to Diabetes Management”.

Bouchi R, et al. ) Diabetes Investig. 2024;15(9):1326-1342

Select medications to address the diabetes pathology involved

N Yes )
’ I I 4 Insulin therapy
Determine the patient's HbAlc target value ]
In reference to the “Kumamoto Declaration 20013" and “Glyeemic targets (HbAlc values)
Favw auldlar mannla widh diakhatas?
ed
Obese patient -
tors,
[likely involving insulin resistance]
P
Biguanides, SGLT2 inhibitors, fapes:
GLP-1 receptor agonists, DPP-4 inhibitors,
thiazolidinediones, -glucosidase inhibitors,
imeglimin, and tirzepatide B
While insulin resistance is analogized based on BMI as well as abdominal
obesity and visceral fat accumulation, an assessment of indicators (e.g., HOMA-
IR) is desirable
m Definition of obesity in Japan: body mass index = 25 kg/m?
m Abdominal standard representing visceral fat accumulation in Japan: 5 _
men: = &5 cm, women: = 90 cm
plOF agenist
= eapedially oven nephsogathy
12 some medicalions
'
Select medication options with relevant patient characteristics in mind
in reference to adherence rates and medication costs listed in the separate table

Review the current medication regimen for possible revision every 3 months
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60

50

40

30

20

10

Number of Treatment Options Approved

0

2005

More Than 55 Type 2 Treatment Options
Have Been Approved in the US Since 2005

INSULIN GLARGINE
FOLLOW-ON
INSULIN ASPART +
INSULIN DEGLUDEC
INSULIN DEGLUDEC
EMPAGLIFLOZIN + METFORMIN
INSULIN LISPRO RECOMBINANT
INSULIN GLARGINE RECOMBINANT
EMPAGLIFLOZIN + LINAGLIPTIN
INSULIN DETEMIR PREFILLED PEN
DAPAGLIFLOZIN + METFORMIN XR
DULAGLUTIDE
CANAGLIFLOZIN + METFORMIN
EMPAGLIFLOZIN
INSULIN RECOMBINANT HUMAN
ALBIGLUTIDE
EXENATIDE SYNTHETIC PEN
DAPAGLIPLOZIN
CANAGLIFLOZIN
ALOGLIPTIN + PIOGLITAZONE
ALOGLIPTIN + METFORMIN
ALOGLIPTIN
METFORMIN + SITAGLIPTIN XR
LINAGLIPTIN + METFORMIN
EXENATIDE LONG ACTING
SIMVASTATIN + SITAGLIPTIN
LINAGLIPTIN
METFORMIN + SAXAGLIPTIN XR
LIRAGLUTIDE
INSULIN LISPRO MIX PREFILLED PEN (50/60)
SAXAGLIPTIN
METFORMIM + PIOGLITAZONE XR
BROMOCRIPTINE
INSULIN GLULISINE PREFILLED PEN
METFORMIN + REPAGLINIDE
COLESEVELAM
INSULIN LISPRO MIX PREFILLED PEN (75/25)
INSULIN LISPRO 100 U/ML PREFILLED PEN
PRAMLINTIDE MULTIDOSE PEN
INSULIN GLARGINE PEN
METFORMIN + SITAGLIPTIN
SITAGLIPTIN
GLIMEPIRIDE + PIOGLITAZONE
METFORMIN + PIOGLITAZONE
INSULIN DETEMIR
METFORMIN
EXENATIDE

PRAMLINTIDE

Food and Drug Administration website.
https://www.accessdata.fda.gov/scripts/cder/drugsatfda/.

Present
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T2D Glycemic Control is not Improving & Even Worsening
NHANES Data Analysis by Massachusetts General Hospital

100
% of T2D Patients at ADA
80 <79
HbAlc Goal (<7%) % of T2D Patients
. Achieving All Four Goals
% of Patients
Achieving 60 52% 52% 47% (HbA1c, BP, LDL-C, and
Treatment Goals Non-smoking)
40
23%

) -_

0
2005-2008 2009-2012 2013-2016 2013 - 2016

NHANES Data Since 2005

P. Kazemian, D. Wexler; JAMA Intern Med. doi:10.1001/jamainternmed.2019.2396. Slide 22



“Poor Adherence” with Type 2 Medications in the Real World

For every

100

Prescri ptions are Pres:riptions wr(i,tten
not always filled, 50%—=70%
ta ken ro erl or Are relayed to the pharmacy
taken properly
’ 48%—66%

refilled as directed Leave the pharmacy

25%—-30%
Are taken properly
15%—-20%

Are refilled

biomea weameocue slide 23



Type 2 Diabetes in the Real World: eV, semar™C and
The Elusive Nature of Glycemic
Control

Diabetes Care 2017;40:1425-1432 | https://doi.orq/10.2337/dc16-1974

REAL-WORLD EFFICACY

HbAlc

CLINICAL TRIAL EFFICACY

Time

Efficacy in Clinical Trials is Not Translating to the Real World

Slide 24



Poor Adherence is a Key Contributor to the Efficacy Gap
Between Clinical Trial Results & Real-World Results

GLP-1 GLP-1
Clinical Trial Real-World Explaining
Results Results® The GAP
0
-0.2
£ o4
(&
2
< 06
= )
T 08 75% ADHERENCE®
: —VU.
S 10 950, BASELINE CHARACTERISTICS,
= ADDITIONAL DRUG THERAPY
i e
S 12
1.4
16

RCT, randomized clinical trial.

*A Linear regression model fitted to estimate the change in HbAlc 1 year after initiating GLP-1 RA or DPP-4i based on baseline and treatment characteristics.

bOptum/Humedica SmartFile database (2007-2014) was used [GLP-1 RA (221 patients); DPP-4i (652 patients)]. Change in HbAlc measured from drug initiation to 365+90 days later.
‘Medical adherence classified as poorly adherent if percentage of days covered (PDC) <80%.

Carls GS et al. 76th ADA Scientific Sessions. June 10-14, 2016; Poster 117-LB.
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Icovamenib: First-in-Class Covalent Menin Inhibitor for the

Treatment of Diabetes

Oral Small Well-Tolerated

Safety Profile after
Molecule First Read Out

odﬁ'-,ying POte”ﬁa;
e r Cause of p. 'y,
G R0° D’%@ r@‘s‘@,
%

Addressable
Population May
Include All People
with Diabetes

C‘-
o 2 GO
Yoy, _, Ued Glycemic =
a .
fter Cessation ©

Complimentary Non-Chronic

Agent to Available
Diabetes Therapist

Dosing

Key MOA: Beta Cell Mass & Function

Increased beta cell mass
and function

Increased Insulin
Synthesis and
Secretion
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Glucose (mg/dl)

Relative amount

Natural history of type 2 diabetes

£
&n
=

P nbebes (PG, 10GT)

=% k3 B i
tn & th &
e a8 9 o

100 4 *ﬂi&}f&m

50 1 f-cell function

i
-5 -10 -5 0

Onzet
diabaoies

T

5

DeFronzo RA. Diabetes. 2009;58(4):773-795.

10

Years

B-cell function (%)

100 1+
b ~
75 s
»
L
2 ~
-
50 »?
%e
®
°
25 bt
~
b
0
-12 -10 -6 2 0 2 6 10 14
Years from Diagnosis
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Menin Inhibition and Beta cell Function

Rohit N. Kulkarni, MD, PhD

Joslin Diabetes Center
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Role of Menin in Beta Cell Physiology

Pregnancy

Hyperglycemia

High fat diet

Menin’s role in nuclear protein complexes regulate
beta cell proliferation

Menin's physiologic role in pregnancy

Menin’s role in glycemic control

Menin’s role in insulin resistance/compensatory
beta cell proliferation

NUCLEUS

)
SN —
o =

ON

Menin-responsive
heta cell growth

repressive genes
Beta cell proliferation

Beta cell growth
promoting genes |

. . Pregnancy
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Ilcovamenib

Preclinical Human Islet Data
in vitro




Icovamenib promotes selective proliferation of islet beta cells

* Assayed under standard (5.5 mM) and high (8.0 mM) glucose
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Longer dosing is predicted to generate an increase in responder rates based on

human donor islet experiments

Proliferating beta cells plotted as fraction of total beta cells

Human islet microtissues cultured in 8mM Glucose

Over time, fewer islet

0.6 : . . microtissues remain, that do
- 0.4 : y : ‘ - - not have proliferating B-cells.
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Ilcovamenib

Combination with GLP-1-based
therapies in vitro




Menin suppresses GLP-1 receptor sighaling*

Menin'’s role in glycemic control
in the context of GLP1 action

Icovamenib enhances glycemic control
in the context of GLP1 action
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Fig 1. Menin, in complex with PRMT5, is a suppressor of
GLP1-R expression, leading to reduced CREB
phosphorylation and GLP1 pathway function. Decreased
GLP1-R expression reduces insulin secretion and expression
of beta cell proliferative genes leading to blunted glycemic
control.

Fig 2. Menin, in complex with PRMTS, is a suppressor of GLP1-R
expression, leading to reduced CREB phosphorylation and GLP1
pathway function. Decreased GLP1-R expression reduces insulin
secretion and expression of beta cell proliferative genes leading to
blunted glycemic control. lcovamenib selectively and covalently
inhibits menin, releasing its repression of GLP1-R expression and
boosting CREB phosphorylation. Elevated GLP1 expression in the
absence of menin leads to increased insulin production and promotes
beta cell proliferation gene activation, enhancing glycemic control.
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*AJP-Endocrinol Metab ® doi:10.1152/ajpendo.00241.2016 * www.ajpendo.org; J. Cell Biol. 2019 Vol. 218 No. 3 855-870; The FASEB Journal. 2025;39:e70370.
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Combination Treatment: Icovamenib enhanced responsiveness of islets to
GLP-1/GIP dual receptor agonist Tirzepatide

Day Culture 7 days under glucotox conditions D@y

1 (8 mM glucose) 8
Cadaver derived - DMSO -
i ) — (')
human islets g‘;ﬁf‘fe_ﬂ, | Icovamenib, 30 nM |

> | Icovamenib, 100 nM | |=> Perform GSIS -/+ Tirzepatide
Non-diabetic donor: |
38-year old white male, BMI: 29.2, HbA1C
5.2%

Icovamenib, 300 nM |

Stimulated insulin secretion

GSIS increased by 58 to 186%
with combination of
icovamenib + tirzepatide vs
tirzepatide alone
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Combination Treatment: Icovamenib enhanced responsiveness of islets to
the small molecule GLP-1 receptor agonists - Orforglipron and BMF-650

Glucose Stimulated Insulin Secretion
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Icovamenib enhances GLP-1 receptor and insulin transcript levels

Culture 7 days under hyperglycemic conditions

Day 1 (8 mM glucose) Day 8
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Icovamenib treatment increases GLP-1 receptor protein expression
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Icovamenib treatment increases cellular insulin expression

Culture 7 days under hyperglycemic conditions
(8 mM glucose)
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Combination with GLP-1 based therapies
in vivo



Icovamenib + Low-dose Semaglutide Study in ZDF Rat Model of T2D

= Efficacy of icovamenib in combination with a GLP-1 receptor agonist (i.e., semaglutide) was evaluated in
the Zucker Diabetic Fatty rats, a T2D animal model of insulin resistance

= Two groups of 10 ZDF rats each
Group 1: Icovamenib (day 1 through day 28) + low dose semaglutide (day 14 through day 28)

Group 2: Semaglutide alone (day 14 through day 28)

ZDF rats, male

12- to 13-week-old,

n=10/group)

‘ ‘
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Group 1

vehicle
Day 0
icovamenib
(200 mg/kg)
Day 0

semaglutide
(0.02 mg/kg)

14 28

icovamenib +
semaglutide

14 28

L 4
“llllllllllll>

C-peptide

Blood glucose
HbA1c

HOMA-IR

HOMA-B

Body composition
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Icovamenib + Low-dose Semaglutide Study in ZDF Rat Model of T2D

Fasting Blood Glucose OGTT - Day 28 HOMA-IR
500 -
450 1 p<0.0001
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Significant reduction in combination group vs. semaglutide alone

m vehicle + C-peptide Index
semaglutide

W icovamenib + 0.018 -
semaglutide 0.016

C . . Day 3 . .. Day2s .
C-peptide index is doubled in combination group vs. semaglutide alone
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Combination treatment of icovamenib and low-dose semaglutide reduces body
weight and boosts lean mass

Body Weight Lean Mass Composition Fat Mass Composition
0.00 ~ 14.00 __0.00
200 |77 . i % 12.00 +43% 2 oo
- “
o -4.00 g 10.00 g o
- - o 8.00
5 % additional p 2 300
S -8.00 2 6.00 - e
S 11.5% k< 5 -4.00 _
-10.00 5] 4.00 3
-12.00 g 2.00 s 50
-14.00 - _tc% 0.00 _(CCU -6.00
velhfele o A E vehicle + semaglutide icovamenib + S -7.00 vehicle + _ icovamenib +
semaglutide semaglutide semaglutide semaglutide semaglutide

Greater body weight loss in combination group

vs. low dose semaglutide at Day 25
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Higher gain in lean mass in combination group  Greater reduction in fat mass in combination group
vs. low dose semaglutide at Day 25 vs. low dose semaglutide at Day 25
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lcovamenib | Preclinical Summary

lcovamenib promotes controlled proliferation of beta cells in human islet microtissues ex vivo,
in a glucose- and dose- dependent manner

In combination studies with GLP-1 receptor agonists, icovamenib enhanced the responsiveness
of human islets to semaglutide and tirzepatide.

In vivo data indicates potential for combination therapy with GLP-1 receptor agonists with
improvements in glycemic control and body composition

Next, we will explore how this mechanism of action translates to real-world patients with T2D
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COVALENT-111: Topline Results at 26 Weeks

Juan Pablo Frias, MD
Chief Medical Officer and Head of Diabetes
Biomea Fusion
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COVALENT-111 Expansion Cohort

Trial Design

Phase 2a Randomized, Double-Blind, Placebo-controlled Study in Participants with T2D

Eligibility Criteria

* Adults (18-65 yo)
with T2D (<7 yrs)

* HbA1c 7.0-10.5%

L= * BMI 25-40 kg/m2
Planned

* Treated withup to 3
antidiabetic agents
(excluding insulin
and SFUs)

Participants

* N=72 participants per

arm (3:1 ratio,
icovamenib:PBO)

biomea We Aim to Cure
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Arm A
(N=72)

Arm B
(N=72)

Arm C
(N=72)

icovamenib
x8 wks 100 mg (QD)

Placebo

Placebo
x4 wks
100 mg (QD)

icovamenib
x8 wks 100 mg (QD)

icovamenib
x4 wks
100 mg (QD)

Placebo

icovamenib
x8 wks 100 mg (QD)

icovamenib
x4 wks
100 mg (BID)

Placebo

Primary Endpoints:

* Change of HbA,
from baseline at
Week 26

» Safety and tolerability
at Week 52

Week 26
Primary Endpoint
December 2024

Secondary Endpoint:

* Proportion of subjects
achieving an HbA _
< 7% at Week 26

* Measure of glycemic
control (plasma
glucose, c-peptide and
insulin) at Week 26

* The B-cell function
(HOMA-B and
HOMA-IR) at Week 26

Week 52
End of Study

e 12-Week Treatment Period * Follow-up Period
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COVALENT-111 Expansion Cohort

Baseline Demographics and Characteristics
Per Protocol Population on 1+ antihyperglycemic agents at baseline (N=165)

ArmA ArmB Arm C Combined Arms Combined Arms
Parameter . . . . . . . ib laceb
Mean (SD) or % icovamenib icovamenib icovamenib icovameni Placebo
(N=45) (N=37) (N=33) (N=115) (N=50)
Age (yr) 55 (7) 56 (6) 51 (10) 54 (8) 55 (7)
Duration of T2D Diagnosis (yr) 4.3 (1.8) 4.7 (1.8) 4.2 (2.2) 4.4 (1.9) 4.3 (2.0)
Sex (% Female) 31 54 36 40 42
HbA1lc (%) 8.3 (1.1) 8.3 (1.0) 8.0 (0.8) 8.2 (1.0) 8.3 (1.0)
Fasting C-peptide (ng/mL) 3.4(1.2) 3.9(1.7) 3.7 (1.8) 3.7 (1.5) 3.5(1.4)
BMI (kg/m?) 30.9 (4.7) 32.6 (4.5) 32.4 (4.9) 31.9 (4.7) 32.6 (4.1)
BMI <30 kg/m? (%) 49 24 30 36 26
BMI 230 kg/m? (%) 51 73 70 63 74

Demographics and baseline characteristics well matched between
icovamenib- and placebo-treated participants
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COVALENT-111 Expansion Cohort

Antihyperglycemic Agents at Baseline

Per Protocol Population on 1+ antihyperglycemic agents at baseline (N=165)

Arm A ArmB Arm C Combined Arms Combined Arms
Parameter icovamenib icovamenib icovamenib icovamenib Placebo
(N=45) (N=37) (N=33) (N=115) (N=50)
Number of T2D Medications, n (%)
0 0 (0) 0 (0) 0 (0) 0 (0) 0 (0)
1 39 (87) 23 (62) 23 (70) 85 (74) 41 (82)
2 4 (9) 11 (30) 7 (21) 22 (19) 7 (14)
3 2 (4) 3(8) 3(9) 8(7) 2 (4)
Metformin Monotherapy, n (%) 36 (80) 18 (49) 22 (67) 76 (66) 38 (76)
SGLT2i, n (%) 6 (13) 13 (35) 8 (24) 27 (23) 8 (16)
DPP4i, n (%) 3(7) 5(14) 3(9) 11 (10) 2 (4)
GLP-1 based agent, n (%) 3(7) 3(8) 5(15) 11 (10) 4 (8)

Most participants treated with metformin monotherapy with approximately 20%
treated with SGLT2i, 10% with DPP4i, and 10% with GLP-based medicines

. Slide 48
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COVALENT-111 Expansion Cohort

T2D Subtype at Baseline

Per Protocol Population on 1+ antihyperglycemic agents at baseline (N=165)

ArmA ArmB Arm C Combined Arms Combined Arms
Parameter icovamenib icovamenib icovamenib icovamenib Placebo
(N=45) (N=37) (N=33) (N=115) (N=50)
SIDD, n (%) 12 (27) 7 (19) 4 (12) 23 (20) 11 (22)
MARD, n (%) 11 (24) 6 (16) 5(15) 22 (19) 8 (16)
MOD, n (%) 20 (44) 21 (57) 23 (70) 64 (56) 27 (54)
SIRD, n (%) 2 (4) 3(8) 1(3) 6 (5) 4 (8)

SIDD, Severe Insulin-Deficient Diabetes
MARD, Mild Age-Related Diabetes
MOD, Mild Obesity-Related Diabetes
SIRD, Severe Insulin-Resistant Diabetes

Despite all participants being overweight or obese, approximately 40% were in the
insulin-deficient subgroups (SIDD and MARD)

. Slide 49
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COVALENT-111 Expansion Cohort

Change in HbA1c from Baseline at Week 26 by Study Arm

Per Protocol Population taking 1+ antihyperglycemic medications at Baseline, by study arm (A, B, C, and Placebo)

Obiomea weamiocne

04

o
o N\

Mean Change HbA1c (%)
)
N

All Participants Across Arms A, B, and C

Mean Change in HbA1c Over Time

(n=115 Active; n=50 Placebo)

@ Placebo (N=50)
=@=Arm A (N=45)
=@=Arm B (N=37)
=@=Arm C (N=33)

Ilcovamenib

Treatment Period

Ilcovamenib

P=0.133

P=0.158

P=0.012*

Off-Treatment Period

Wk 0

Wk 4

Wk 8

Wk 12
Time (Weeks)

Wk 16

Wk 22

Wk 26
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COVALENT-111 Expansion Cohort

Change in HbA1c from Baseline at Week 26, SIDD Participants

Per Protocol Population taking 1+ antihyperglycemic medications at Baseline (study arms combined and placebo)

Participants with Severe Insulin-Deficient Diabetes
Mean Change in HbA1c Over Time
Arm A, B, and C (n=23 Active; n=11 Placebo)
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biomea We Aim to Cure” Slide 51

FUSION"



COVALENT-111 Expansion Cohort

Mean Change in HbA1c from Baseline to Week 26 in Participants with SIDD

Participants with Severe Insulin-Deficient Diabetes
Mean Change in HbA1c Over Time
Arm B (n=7 Active; n=11 Placebo)
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COVALENT-111 Expansion Cohort

Patients with Severe Insulin-Deficient Diabetes (SIDD) had the Lowest Baseline
Insulin Production as Measured by the C-peptide Index During a 2-hr OGTT

C-peptide Index at Baseline
12001 (mITT Population)

1000 1

800 -

600

C-peptide Index

400 1 -

200 A

Severe Insulin- Mild Age-Related
Deficient Diabetes
Diabetes

Mild Obesity-
Related Diabetes
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Severe Insulin-

* The C-peptide Index is a well-validated measure of
beta-cell function

* As expected, the lowest insulin production
occurred in participants with Severe Insulin-
Deficient Diabetes (SIDD)

* By contract, the highest insulin production occurred
in participants with Severe Insulin-Resistant
Diabetes (SIRD)
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COVALENT-111 Expansion Cohort
Icovamenib Increased Insulin Secretion (measured by C-peptide) in

Insulin-Deficient but Not in Insulin-Resistant T2D

Fold-Change in C-Peptide

Fold-Change in C-Peptide

SIDD Placebo-Adjusted C-Peptide
Change from Baseline

1.8-
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- .
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06 ] 1 1 | ] | ] | | | 1 ] L] 1
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18 Change from Baseline
Treatment
Period
1.2+ '
A
)l . &
L -~ B SEE e a
N=91
06 | || ] ] 1 | 1 | | 1

L 1 ] 1
0 2 4 6 8 10121416 18 20 22 24 26
Week
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Fold-Change in C-Peptide

Fold-Change in C-Peptide

MARD Placebo-Adjusted C-Peptide
Change from Baseline

1.8+
Treatment
Period
A
A | )
1.2+ 1
v
N =30
0‘6 1 | | | | | | | | 1 | | 1 1 1 | |
0 2 4 6 8 1012 14 16 18 20 22 24 26
SIRD Placebo-Adjusted C-Peptide
Change from Baseline
1.8
Treatment
Period
1.2 4 I\
‘l ............................. .‘. .......... ‘ -------
A
N=10 _
0.6 | S N P e E p ——

1 1 1 I
0 2 4 6 8 1012 14 16 18 20 22 24 26
Week

Insulin-Deficient participants
demonstrated an increase in
C-peptide over time

Insulin-Resistant participants
did not demonstrate an
increase in C-peptide overtime

SIDD, Severe Insulin-Deficient Diabetes
MARD, Mild Age-Related Diabetes
MOD, Mild Obesity-Related Diabetes
SIRD, Severe Insulin-Resistant Diabetes
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COVALENT-111 Expansion Cohort

Icovamenib Increased Insulin Secretion as Measured by C-peptide
At Week 26, 53% increase in insulin secretion, with over half the increase occurring while off icovamenib

Patients with Severe Insulin-Deficient Diabetes
C-peptide Index Change from Baseline During OGTT

2.0
()
© .
P Ilcovamenib
< Treatment Period & Active (N=23)
Q- 4.5-4 53% e Placebo (N=11)
@)
£
()
o0
c 7% 0 . . - -
L T Ty pRES R SERPTE S TR 53% mean increase in C-peptide in
g RS patients with Severe Insulin-Deficient
S ? Diabetes (Arms A, B, and C, N=23)
0.5 r 1 1 1 1 1T 1T 11

1T T 1
0 2 4 6 8 1012 14 16 18 20 22 24 26
Week
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COVALENT-111 Expansion Cohort

Change from Baseline at Week 26 in C-peptide Index versus HbA1c
Severe Insulin-Deficient Diabetes (SIDD) Participants (Arms A, B and C; N=23)

HbA1c change (%)

-6 | | I |

Reduction in HbA1c correlated significantly with
an increase in insulin secretion (C-peptide Index),
validating the mechanism of action of icovamenib

C-peptide Index
(fold change)

C-peptide Index (CPI) = 104 x Mean AUC C-peptide/Mean AUC glucose
biomea We Aim to Cure”
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COVALENT-111 Expansion Cohort

Change in HbA1c from Baseline to Week 26 in patients taking GLP1-RA at Baseline

Patients taking GLP1-RA at baseline across all active arms (N=10)

Icovamenib displayed clinically meaningful 1.0%
reduction in HbA1c in participants uncontrolled

GLP-1-Based Medicine

on GLP-1-based therapies at Baseline =
°
< o 4
* ~1.0% reduction in HbA1c with icovamenib as add-on % o2
to “failing” GLP-1 RA-based therapy g
S -04 A
* 5/5 pts on 0.25mg to Tmg semaglutide lost additional g
weight when initiating icovamenib = .
* Up to 14% of additional weight loss observed at Week 26 é- -2-4775
© p=0.
> -0.8
* COV-111 did not have protocol-mandated dietary % 0.8 -0.8
requirements/restrictions S p=0.207 p=0.391
1 -
All Participants ArmA Arm B ArmC
n=10 n=3 n=3 n=4

Arm A: 8 weeks of dosing 100mg QD;
Arm B: 12 weeks of dosing 100 mg QD;
Arm C: 8 weeks of 100 mg QD + 4 weeks of 100 BID
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COVALENT-111 Expansion Cohort

Overview of Treatment Emergent Adverse Events Through 26 Weeks

(Safety Population, N=267)

ArmA ArmB Arm C Combined Arms Combined Arms
Parameter icovamenib icovamenib icovamenib icovamenib placebo
(N=67) (N=66) (N=67) (N=200) (N=67)
Patients with 21 TEAE 18 (27) 20 (30) 14 (21) 52 (26) 19 (28)
SAEs* 1(1) 0 (0) 1(1) 2 (1) 1(1)
Treatment Discontinuation due
to TEAE 0(0) 0(0) 0(0) 0(0) 0(0)
Study Discontinuation
e to TEAE 0(0) 0(0) 0(0) 0(0) 0(0)
Deaths 0(0) 0(0) 0(0) 0(0) 0(0)

Data are n (%)
TEAE, Treatment Emergent Adverse event
SAE, Serious adverse event

*Arm A had an SAE of atrial fibrillation. Unrelated to study treatment and occurred during the treatment period. Subject required hospitalization and was discharged in 3 days.

Subject continued in the study.

*Arm C had an SAE of COVID-19. Unrelated to study treatment and occurred during the treatment period. Subject required hospitalization and was discharged in 3 days.

Subject continued in the study.

*Placebo Arm had an SAE of nephrolithiasis. Unrelated to study treatment and occurred during the treatment period. Subject required hospitalization and was discharged in 3 days.

Subject continued in the study.
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COVALENT-111 Expansion Cohort

Treatment Emergent Adverse Events Occurring in 25% in any Study Arm and

TEAEsSs reported for ALT and/or AST Elevations
(Safety Population, N=267)

Arm A Arm B Arm C Combined Arms Combined Arms
Parameter icovamenib icovamenib icovamenib icovamenib placebo
(N=67) (N=66) (N=67) (N=200) (N=67)
Diarrhea 4 (6) 2(3) 1(1) 7 (4) 0(0)
Nausea 2(3) 3(5) 2(3) 7 (4) 1(1)
Hyperglycemia 1(1) 4 (6) 1(1) 6(3) 3(4)
Headache 0 (0) 3(5) 1(1) 4(2) 3 (4)
ALT increase 2(3) 0 (0) 2(3) 4(2) 0 (0)
AST increase 2(3) 0 (0) 1(1) 3(2) 0 (0)

Data are n (%) of TEAE with 5% frequency in any arm and ALT or AST increase irrespective of incidence; Safety population

TEAE, treatment-emergent adverse event; ALT, alanine aminotransferase; AST, aspartate aminotransferase

Diarrhea: In the icovamenib arms, all 7 events were Grade 1.

Nausea: In the icovamenib arms, 6 of 7 events were Grade 1 and 1 event was Grade 2 (Arm B). In the placebo arm, the 1 event was Grade 1.

Hyperglycemia: In the icovamenib arms, 5 of 6 events were Grade 2 and 1 event was Grade 1 (Arm C). In the placebo arm, all 3 events were Grade 2.

Headache: In the icovamenib arms, 3 of the 4 events were Grade 1 and 1 event was Grade 2 (Arm B). In the placebo arm, 2 of the 3 events were Grade 1 and 1 event was Grade 2.
ALT increase: In the icovamenib arms, 3 of the 4 events were Grade 1 and 1 event was Grade 2 (Arm A).

AST increase: In the icovamenib arms, all 3 events were Grade 1. id
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COVALENT-111 Expansion Cohort

Summary and Conclusions

12 weeks of icovamenib therapy resulted in clinically and statistically significant improvements
in HbAlc at Week 26 (14 weeks after final dose)

Improvements in glycemic control were greatest in participants with severe insulin-deficient
diabetes (SIDD)

Participants with SIDD in Arm B (100 mg QD X 12 weeks) demonstrated an ~1.5% placebo-
adjusted reduction in HbA1c at Week 26; this dosing regimen will be assessed further in future
trials in insulin-deficient T2D

Change in HbA1c significantly correlated with change in stimulated C-peptide, validating the
mechanism of action

Icovamenib was safe and well-tolerated, without clinically significant elevations in
aminotransferases and with no treatment emergent hypoglycemia
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Icovamenib: Late-Stage Clinical Development in Type 2 Diabetes

Development of icovamenib to focus on two key patient segments
- People with Severe Insulin Deficient T2D
- In Combination with a GLP-1 RA in people with T2D, irrespective of T2D subgroup

1. Severe Insulin Deficient Diabetes (SIDD)
We aim to improve glycemic control in the patient population with the highest unmet medical need in T2D

2. GLP-1 Combination
We aim to maximize the incretin effect and increase body weight loss with lean mass preservation

A. Patients initiating a GLP-1 RA based therapy
B. Patients uncontrolled on a GLP-1 RA based therapy

biomea We Aim to Cure”
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Redwood City, CA, 94063
biomeafusion.com/diabetes-obesity To learn more:
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