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Legal Disclaimer & Forward-Looking Statements

Certain statements in this presentation and the accompanying oral commentary are forward-looking statements. These statements relate to future
events or the future business and financial performance of Biomea Fusion, Inc. (the “Company”) and involve known and unknown risks, uncertainties
and other factors that may cause the actual results, levels of activity, performance or achievements of the Company or its industry to be materially
different from those expressed or implied by any forward-looking statements. In some cases, forward-looking statements can be identified by
terminology such as “may,” “will,” “could,” “would,” “should,” “expect,” “plan,” “anticipate,” “intend,” “believe,” “estimate,” “predict,” “potential” or
other comparable terminology. All statements other than statements of historical fact could be deemed forward-looking, including any projections of
financial information or profitability, the initiation, timing and results of pending or future preclinical studies and clinical trials, the actual or potential
actions of the FDA, the status and timing of ongoing research, development and corporate partnering activities, any statements about historical results
that may suggest trends for the Company's business; any statements of the plans, strategies, and objectives of management for future operations; any
statements of expectation or belief regarding future events, potential markets or market size, or technology developments, unfavorable global
economic conditions, including inflationary pressures, market volatility, acts of war and civil and political unrest, and other factors affecting the
Company's financial condition or operations. The Company has based these forward-looking statements on its current expectations, assumptions,
estimates and projections. While the Company believes these expectations, assumptions, estimates and projections are reasonable, such forward-
looking statements are only predictions and involve known and unknown risks and uncertainties, many of which are beyond the Company's control. For
a discussion of these and other risks and uncertainties, and other important factors, any of which could cause our actual results to differ from those
contained in the forward-looking statements, see the section entitled "Risk Factors" in our most recent annual report on Form 10-K filed with the
Securities and Exchange Commission, as well as discussions of potential risks, uncertainties, and other important factors in our other subsequent filings
with the Securities and Exchange Commission. The forward-looking statements in this presentation are made only as of the date hereof. Except as
required by law, the Company assumes no obligation and does not intend to update these forward-looking statements or to conform these statements
to actual results or to changes in the Company's expectations. This presentation also contains estimates and other statistical data made by independent
parties and by us relating to market size and growth and other data about our industry. This data involves a number of assumptions and limitations,
and you are cautioned not to give undue weight to such estimates. In addition, projections, assumptions, and estimates of our future performance and
the future performance of the markets in which we operate are necessarily subject to a high degree of uncertainty and risk.
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Excellent Science - Combining Validated Targets with Breakthrough Chemistry

We Aim to Cure

° Experienced Management Team

biOmea We Aim to Cure”
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Biomea Fusion is a clinical-stage biopharmaceutical
company focused on the discovery and development
of oral covalent small-molecule drugs to treat
patients with genetically defined cancers and
metabolic diseases. We believe that our approach may
lead to significant improvement and extension of life
° BMF-500 — Phase | Stage for patients. Our team is engaged in all phases of drug

discovery and development, including target selection,
small molecule design, and preclinical and clinical
studies to develop innovative medicines.

e Novel FUSION™ System

e BMF-219 - Phase Il Stage

° Development of Combination Assets
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Aiming to Develop Some of the Most Impactful Medicines of Our Time

A Long History of Developing Successful Drugs - Together

I 24110, g ;3]
Thomas Butler
Chairman & CEO
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Co-Founder

The FUSION™ SYSTEM

BMF-219"

Co-Inventor
. M

imbruvica®
(ibrutinib)

560-, 420, 280,?40 mg tablets \ 140,70 mg capsules

Veklury
remdesivir s
Co-Inventor
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Juan Frias, M.D.

President & COO Chief Medical Chief of People
Officer
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075mg | 15mg 30ma45mg semaglutide injection 24 mg

jyetta® ‘ Invokanar
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(exenatide) injection
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semagutie injectionsng s g sitagliptin

*Note: BMF-219 is an investigational new drug
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Heow Tan
Chief Technical &
Quality Officer
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Officer
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Chief Financial
Officer
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Biomea Leverages the FUSION™ System to Create a Suite of Novel Covalent Agents to Potentially Improve and Extend the Lives of Patients

Biomea’s Development Principles

. A Drugs pursuing Validated Disease Targets have a ~2x
Validated Targets N & &P &
: HE T Qﬂl higher likelihood of approval than molecules pursuing

For Covalen i : . .
or Covalent Covalent Chemistry Validated a new mechanism of action

I n h | b ItIO n Ta rgets Sources: Nelson et al. (2015) Nat Genet.; Thomas et al. (2016) BIO; In a Landscape of 'Me Too' Drug
Development, What Spurs Radical Innovation? HBS Weekly Review (Jun 2018)

Biology Chemistry M :
= Covalent Small Molecule Inhibitors provide deep
b target inactivation and a wider therapeutic window,
Covalent allowing for longer duration on therapy
Inhibitors Sources: Singh et al. (2011) Natur.'e Reviews Drug Discovery," Cheng et al. (2020? Journal of Hematology &
Pro prl et a ry Oncology; Strelow (2017) SLAS Discovery; Kalgutkar & Dalvie (2012) Expert Opin. Drug Discov.;

Combinations

Medicine

g Combination Therapy with non-overlapping
resistance mechanisms results in more durable

Proprietary  responses and better outcomes

Combinations Sources: Palmer et al. (2019) eLife; Mokhtari et al. (2017) Oncotarget
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Case Study PCI-32765 IMBRUVICA - Prolonged Target Occupancy Effect without Prolonged Systemic Exposure

Covalent Inhibitors Have Long Kinetic but Short Biological Half Life

100% -

BTK Active-Site Occupancy
U
O
=

Long Kinetic Half Life
% Active-Site Occupancy (left axis) indicates
irreversible BTK Inhibition at cancer sites

Short Biologic Half Life
Plasma concentration (right axis) reflects
systemic exposure to body

8 12 16 20 24
Time Post-dose (hours)

*Pharmacyclics Corporate Deck 2012
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High Selectivity

Two-step inhibition: 1) Initial reversible binding followed by
2) covalent interaction, increasing target selectivity

Deep Target Inactivation

Permanent inactivation of bound protein drives target
elimination through normal cellular degradation processes

Greater Therapeutic Window

Designed to maintain an effect without sustained
systemic exposure, unlike conventional non-covalent
inhibitors
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Our FUSIONTMSystem

We leverage our FUSION System to discovery and develop
Novel covalent inhibitors against targets essential for
many diseases.

* Novel Target Selection Process
» Crystal Structure based Drug Design
* Proprietary Scaffold Construction



Fusion System — Discovery and Development of Novel Covalent Inhibitors

Human Genome Wide Covalent Pocket Analysis

e 23,391 human genes as predicted
structures; 14,159 novel vs PDB
* Remove spurious N- and C-termini (blue)
* Analyze individual domains if needed —
potential artificial inter-domain pockets
* Manual curation for high interest targets
(®O biomea weamtocure:

FUSION

* Analyze Apo structures without
ligands

* Pocket identification using
established methods SiteMap 2>
“bindability” ranking

CONFIDENTIAL

* Top ranking pocket with sufficient
hydrophobic character
- Virtual screening for ligands
- Biomea Linker/Warhead
Determination Protocol
- Lead Molecule(s)

Page 8



Biomea’s Pipeline Expands into 5 Clinical Trials with 2 Novel Agents

Multiple Upcoming Milestones in the Near Term

COVALENT-111 Type 2 Diabetes Phase Il - Dose Escalation Completion, ATTD 1Q 2024
COVALENT-112 Type 1 Diabetes Phase Il - Initial Proof of Concept 2024

COVALENT-101 Liquid Tumors Phase | - Dose Escalation Completion, RP2D 2024

BMF-219
Menin
Program

COVALENT-102 Solid Tumors Phase | - Dose Escalation Completion, RP2D 2024

BMF-500
AML/ALL

FLT3 COVALENT-103 e Phase | - Dose Escalation Completion, RP2D 2024
Program
ACCIUEIEL Target # 3 Progress Update 2024

Program

biomea We Aim to Cure”
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Aiming to Develop Some of the Most Impactful Medicines of Our Time

Juan Pablo Frias, M.D. is Appointed as Biomea’s Chief Medical Officer
August 31, 2023

Dr. Frias is a board-certified endocrinologist who has served as principal
investigator on over 250 clinical diabetes studies, with over half of
those being Phase Il studies, and has participated in the clinical
development of more than 20 approved diabetic agents

* Previous Pharmaceutical Leadership Positions: in Clinical and
Medical Affairs at Eli Lilly, Amylin Pharmaceuticals, Pfizer, and
Johnson & Johnson, where he served as CMO and Global Vice
President of Clinical and Medical Affairs, Diabetes Care.

* Academic Positions:

* University of Colorado Health Sciences Center, Barbara Davis
Center for Diabetes
* Clinical Faculty at University of California San Diego School of

Medicine
* Published over 125 articles in peer reviewed journals
once weekly ° . OZEMP".C qa & ” @ . onfeweekly ONCE-WEEKLY \ j ett ® @
mounjaro’ DZEVIE farxiga Jardiance trulicity. wegovy- YEUA'  Januvia: ¢ Invokanar
(irzepatide)injectionosm.  SCIMUUCE INECTO o o (dapagliflozin)ie" (empag"f'oz'”)LiBEEtE (dulaglu‘tide)in‘jection\o.smL semaglutide injection 2.4 mg(exeﬂa“de) |n]eC[|0n sitagliptin (canagliflozin) tablets
0.75mg |1.5mg |3.0mg |4.5mg

2.5mg |5mg|7.5mg | 10mg | 12.5mg | 15mg
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2 in 5 Americans Will Develop Diabetes during Their Lifetime

b i (o) mea We Aim to Cure

Diabetes is the 7t" leading cause of death in the US. 80% of 37.3 million US adults have
people with diabetes will die from this disease. Premature diabetes today; A total of $413 ...
mortality caused by diabetes results in an estimated 12-14 Billion was spent in 2022

years of life lost. source: National library of Medicine 1(2); 2007 Jul PMC3068646 1

60
|

40

30
|

Diabetes creates one of the largest economic burdens on the
US health care system. $1 out of every $4 in US health care
costs is being spent on caring for people with diabetes. In 2022
the US spent $412.9 Billion to treat diabetes. On average,
people with diagnosed diabetes have medical expenditures 2.6

times higher than would be expected without diabetes. ! ' ! ! !
2020 2030 2040 2050 2060

Diabetes Population (Millions)

20

— Diabetes population (Base case) 2014-2060
Lower bound of 95% confidence interval
====- Upper bound of 95% confidence interval

10
|

According to the CDC, worldwide 537 million adults have diabetes. In the United States alone, 37.3 million adults have diabetes,
11.3% of the population. 96 million adults (more than 1in 3) in the US have prediabetes. CDC.gov - By the Numbers: Diabetes in America

In a study conducted by Prime Therapeutics, 68% of patients using GLP-1 drugs to address weight loss, stopped using them within

the first year, according to 16M insured members.
https://www.primetherapeutics.com/news/real-world-analysis-of-glp-1a-drugs-for-weight-loss-finds-low-adherence-and-increased-cost-in-first-year/

In a study published by the Obesity Journal, only 59% of adults were still taking GLPs after three months and only 32% after one
year (semaglutide was used 40% after 1 year). Early- and later-stage persistence with antiobesitymedications: A retrospective cohort study
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https://www.ncbi.nlm.nih.gov/pmc/issues/195515/
https://www.cdc.gov/diabetes/health-equity/diabetes-by-the-numbers.html#:%7E:text=Total%20Diabetes&text=37.3%20million%20people%20have%20diabetes,not%20know%20they%20have%20it.
https://www.primetherapeutics.com/news/real-world-analysis-of-glp-1a-drugs-for-weight-loss-finds-low-adherence-and-increased-cost-in-first-year/
https://onlinelibrary.wiley.com/doi/epdf/10.1002/oby.23952

Diabetes — the Biggest Epidemic of the 21st Century

Number of Patients with Diabetes Relying on Insulin Continues to Rise despite Novel
Diabetic Agents Approved, without Improving the Alc Outcome

| 7 i First SGLT2 6th GLP-1 RA 4th SGLT2 7th GLP-1 RA
approved by /&? /&? /;& /A& /&? approved by /A& approved by E approved by  approved by /éy
FDA 1 @3 @3 El FDA EDA = it i
Year 2004 2006 2008 2010 2012 2014 2016 2018 2020 2022
30 : . . .
o Number of Patients Diagnosed with Diabetes
Q 25 . ------------------------------ ‘ ---------- u.
g ? Q... ..... .......... @..covvnee @ & o
= § 20 & PSS . ......... .. .......... @ [UTTUITY PORTPPRIT T
4-’ = leesccscecse a ---------- . --------
SEis e
5 10
(a
7.7
8 Number of Patients with Diabetes Relying on Insulin L /
2 o e
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biomea We Aim to Cure” United States Diabetes Surveillance System. Diabetic medication use. Centers for Disease Control and Prevention.
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Diabetes — the Biggest Epidemic of the 21st Century

Investigational BMF-219 - A Unique Value Proposition: Beta Cell Health

BMF-219: 15t in Class Potential for Differentiated Profile

Complementary Agent
Oral Small Molecule to Available Diabetes
L EETIES

Non-Chronic Well-Tolerated Profile
Dosing After First Read Out

Disease Modifying Potential Continued Glycemic Control Even After
Addressing the Root Cause of Diabetes Cessation of Dosing

Addressable Market May Include All Diabetic Patients

biomea We Aim to Cure”
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Role of Beta Cells in Diabetes

Beta Cells Proliferate
- Just not enough to overcome pre-existing metabolic disorder

British Journal of Obstetrics and Gynaecology
November 1978.  Vol. 85. pp 818-820

REVIEW

A MORPHOLOGICAL STUDY OF THE ENDOCRINE PANCREAS
IN HUMAN PREGNANCY

F. A. VAN AssCHE

L. AErTS

AND

F. DE PRrINs

The Unit for the Study of Reproduction, Department of Obstetrics and Gynaecology, Academisch
Ziekenhuis St Rafaél (KUL), Capucienenvoer 35, 3000 Leuven, Belgium

Summary
During human pregnancy an enlargement of the islets of Langerhans and hyper-
plasia of the B cells is present. These morphological changes indicate that the
endocrine pancreas is able to adapt to the metabolic changes of pregnancy.

THere is evidence that in normal human
pregnancy hyperinsulinism develops (Speliacy
and Goetz, 1963; Spellacy, 1971; Nitzan et al,
1975), perhaps as a response to the increased
anabolic requirements of the developing con-
ceptus (Nitzan et al, 1975; Saudek et al, 1975).
In the pregnant rat it has been shown that the
number of insulin producing & cells is increased
and that the islets have an increased sensitivity
to secretagogues “~ "~ Taylor, 1972;

five women of comparable age, who died in car
accidents and were not using oral contraceptives,
were used as controls.

A sixth case is included, for interest, of a
woman who died of post-molar choriocarcinoma.

The clinical data are shown in Table I. A
biopsy of the pancreatic tail was taken within
24 hours of death and fixed in Bouin’s solution
for 48 hours.

Sections of 3 um thickness were made from

=

“This quantitative morphological study
shows a marked enlargement of the islets

of Langerhans in pregnant women.”
F. A. Van Assche et al. British Jornal of Obstetrics and
% Gynaecology, 1978 November

atic B-Cell Proliferation in Obesity'?

temann,’ Mieke Baan,’* and Dawn Belt Davis™**

Serinology, Department of Medicine, and *School of Veterinary Medicine, University of Wisconsin-Madison, Madison, Wi; and
leton Memorial Veterans Hospital, Madison, Wisconsin

Jates have

increased dramatically over the past 3 decades, type 2

proliferation.

Nutr. 5: 278-288, 2014

g a-cel
g somatostatin, pancreatic polypeptide, and
amount of insulin secreted in response to

as a comy 10 ODesHyY M MICe ana numans.

Individuals with type 2 diabetes have decreased B-cell
mass compared with nondiabetic individuals of similar
BML. In fact, there seems to be a threshold effect whereby
fasting blood glucose becomes elevated if B-cell mass is
less than ~1.1% (3). More than 25 y ago, a study of autopsy
specimens revealed 2 key points about B-cell mass in hu-
mans (4). First, B-cell mass is increased in nondiabetic obe-
sity, and second, there is decreased B-cell mass in both lean
and obese patients diagnosed with type 2 diabetes (Fig. 1).

T Y

4
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p) Much is still ur
|-
,LJ “In nondiabetic obesity, an expansion in

beta cell mass occurs to provide sufficient
insulin and to prevent hyperglycemia. This
expansion is at least in part due to beta cell

Linnmann et al. American Society for Nutrition. Adv.

DIABETES-INSULIN-GLUCAGON-GASTROINTESTINAL

Participation of Akt, Menin, and p21 in Pregnancy-
Induced p-Cell Proliferation

Elizabeth Hughes and Carol Huang

University of Calgary, Faculty of Medicine, Departments of Pediatrics and Biochemistry and Molecular
Biology, Calgary, Alberta, Canada T2N 4N1

B-Cell mass increases during pregnancy to accommodate for insulin resistance. This increase is
mainly due to p-cell proliferation, a process that requires intact prolactin receptor (Prir) signaling.
Signaling molecules that are known to regulate p-cell proliferation include Jak2, Akt, the tumor
suppressor menin, and cell cycle proteins. Whether these pathways are involved in prolactin-
mediated p-cell proliferation is unknown. Using the heterozygous prolactin receptor-null (Prir*/)
mice, we isolated pancreatic islets from both Prir*/* and Prir*/~ mice on d 0 and 15 of pregnancy
and examined the expression lewals of these signaling molecules. In the wild-type mice (Prir*/*),

both phospho-Jak2>="

4

and p21”

sticity so tha

uch as obesityam, .

secretory capacity can increase significantly to meet

ttabolic demand (1, 2). Several lines of evidence sug-
it prolactin and/or placental lactogens are responsible
pregnancy-associated changes in B-cell mass and

in. First, during pregnancy, the increase in serum pro-

Aﬂ‘nd placental lactogen levels parallels the increase in

~_«fll mass (3). Second, prolactin receptor, the receptor for

both prolactin and placental lactogens, is present on pancre-
atic B-cells (4), and its expression increases during pregnancy
(5). Furthermore, in vitro exposure of isolated islets to pro-
lactin/placental lactogen showed that these hormones can
increase insulin secretion and B-cell proliferation and lowers
ISSN Print 00137227 ISSN Oniine 1345-7170

Printed in US A

Copyright © 2011 by The Endocrine Society

doi: 10.1210/en.2010-1250 Received November 3, 2010. Accepted December 9, 2010
First Published Online January 14, 2011

~=<ign in pancreatic islets increased during pregnancy,

maintenance of normal serum glucose during pregnancy (9).
We found that transgenic mice with heterozygous deletion of
the prolactin receptor (Prlr*/~) have impaired glucose tolerance
during pregnancy but normal glucose homeostasis during the
nonpregnant state. In addition, the pregnant Prlr*/~ mice have
lower serum insulin levels in comparison with the Pelr*/*
which correlated with a reduced B-cell mass and a decreased
B-cell proliferation rate in the pregnant Prlr*/~ mice. These re-

mice,

sults suggest that during pregnancy, the action of pregnancy
hormones is essential for maintaining adequate insulin re-
sponses by enhancing B-cell proliferation, thereby increasing
B-cell mass.

Abbreviations: CDK, Cydlin-dependent kinase; CIP, cyclin inhibitory protein; IR, insulin
receptor; IRS, IR substrate; PI3K, phosphoinasitol-3-kinase

e//:sdyy wouy papeojumoq

€202 Ae Gz uo 1senb|

“We conclude that during pregnancy, placental
hormones act through the prolactin receptor to
increase beta cell mass by up regulating beta cell
proliferation by engaging Jak2, Akt, menin/p18,

i “""“k Hughs et al. Endocrinology, March 2011, 152(3):847-855

F
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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,l Magali Fontaine,” Michael H. Yen,'? Seung K. Kim"’f

Role of Menin in Diabetes

Menin Controls Beta-Cell Proliferation and Mass

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 regulator,
controls islet growth in pregnant mice. Pregnancy stimulated proliferation of maternal pancreatic islet
B-cells that was accumpanied by reduced islet levels of menin and its targets. Transgenic expression of
menin in matemal B-cells pi d islet pansion and led to hyperglycemw and impaired glucose
tolerance, hallmark features of g | Prolactin, a h of pregnancy,
repressed islet menin levels and snmulated B{ell proliferation. These results expand our undefstandlng of
““““ hogenesis and reveal potential targets for therapy in diabetes.

= Menin is a transcriptional scaffold protein

that controls the expression of proteins that | e
regulate beta-cell proliferation. g

Menin is thought to act as a brake on beta
cell turnover / beta cell growth, supporting
the notion that inhibition of menin could

- Menin has been found to control islet
growth in pregnant mice. Pregnancy
stimulated proliferation of maternal
pancreatic islet b-cells was accompanied by

reduced islet levels of menin and its targets.

ic islet expansion in

‘m\' (1-3) suggests that
ll

growth is a mecha-
Fbalance in pregnancy,
d by increased insulin
8§ with rats (2, 3) sup-
liferation of insulin-

ficy, but the molecular
il B-cell proliferation is
unclear if impaired
on leads to reduced
ial diabetes (4).

fnisms controlling ma-

yrincipal mechanism of

commodating increases in matemal body mass
(fig. SIB). After parturition, matemal B-cell mass
and body mass retumed to prepartum levels (fig.
S1, A and B). To assess matemal islet cell prolif-
eration, we parformed labeling studies with bromo-
deoxyuridine (BrdU). B-cdll proliferation increased
in pregnant mice untll 15 days postcoitum (dpc)
and then declined to prepartum levels (Fig 1, A to
C). Thus, matemal islet B-cell expansion and mass
are dynamic in mice.

Hyperplasia of the matemal pituitary (5) and
islets in pregnancy is reminiscent of endocrine
proliferation in multiple endocrine neoplasia type
1 (MEN1), ahuman cancer syndrome characterized

- Prolactin, a hormonal regulator of
pregnancy, repressed islet menin levels and
Department of Pathology,

stimulated b-cell proliferation.
Dr. Kim, S.K. et al., Science. 2007 Nov 2. doi: B asion Uniesi,
\ 10.1126/science.1146812. /ély 10 this vork

lead to the reactivation, protection, and
regeneration of beta cells, which could be a
disease-modifying approach to treat type 2
diabetes.

tamined B-cell mass in by synchronous tumors of the pituitary, endocrine
€ found that maternal ~ pancreas, and parathyroid. Most MENI cases re-
wofold (fig. S1A), ac-  sult from mutation of Men /, whose protein product
is menin (6, 7). In mice and humans, mutation and
pathological Men/ loss promote neuroendocrine
tumors, including islet B-cell tumors (7, 8). Thus,
we postulated that physiological changes in Men/
expression might regulate facultative maternal
B-cell growth in pregnancy. Immunohistology,
Westem blotting, and real-time reverse transcription
polymerase chain reaction (RT-PCR) studies of

Biology, Stanford Univer-

ld be addressed. E-mail:
—
806 2 NOVEMBER 2007 VOL 318 SCIENCE www.scier|

BMF-219 is a small molecule designed by the Biomea Fusion Team to covalently inhibit menin.
Preclinical studies have shown that the inhibition of menin leads to the overall rehabilitation of
beta cell health and function, and thereby to increased insulin production and glycemic control.
Clinical trials with BMF-219 are under way to investigate oral dosing for a limited time only until
the pool of healthy beta cells are restored. The goal is to address diabetes with BMF-219 at the root

cause.
. blomea We Aim to Cure
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Diabetes — the Biggest Epidemic of the 21st Century

Beta Cell Compensation in Physiological and Pathophysiological States in Mammals
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BMF-219 — Mechanism of Action

The Goal for BMF-219 is to Improve Glycemic Control without Continuous Medication

(%) : ; B cell workload
Obesity, Insdlin resistanceE _'___......---"‘
200 - _ - :..TI “-#'h .; I
‘ BMF-219 is aimed to
f increase beta cell mass
100 P —— and function, thereby
. ; 1‘ Proposed effect of BMF-219 [Ialef=E=RIa¥]iTy
o B cell mf'fs , N production in order to
50 N S~o ! i achieve glycemic control
~N TS ! I Proposed effect of BMF-219 .
B cell functiion D) S~ ~ il TS - without the need of
: TS — continuous medication.
_——— s — >
{INGT |:[><}:| IGT |:[>_T2DM ———>
Time
.blomea We Aim to Cure” Page 17
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BMF-219 Induced a Glucose-Dependent Enhancement in B-Cell Proliferation

Donor 2 Proliferating beta cells as a fraction of total beta cells

Standard glucose High glucose Donor 2; Day 14, High glucose
Day 14 Day 21 Day 14 Day 21
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Data represent mean +SEM of 1 donor with n = 9-12 technical replicates.
One-way ANOVA with Dunnett’s post hoc test rel. to DMSO control. *p < 0.05, **p < 0.01, ***p < 0.001

Dlee & Age  BMI  HbAlc Proliferation observed only under elevated glucose conditions,
Caucasian 32 25.0 5.2 which mimic diabetic levels.
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BMF-219 — Mechanism of Action

BMF-219 Preserved, Reactivated and Regenerated Beta Cells in Preclinical Studies

segeneaion
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Quantitative Analysis of pancreatic islet tissue
cross sections shows BMF-219 treated ZDF animals
show novel effects in Beta Cell Mass growth and
maintenance. BMF-219 was able to maintain Beta
Cell function and prevent Beta Cell Mass loss in a
model of insulin resistance. Importantly, Beta Cell
Mass is maintained, despite cessation of dosing.

BMF-219 demonstrated a significant level of beta
cell function compared to vehicle at day 31 in an
insulin resistant type 2 diabetes animal model
(ZDF). Homa B, a measurement of Beta Cell
function, was analyzed using 4 h fasting glucose
and insulin levels. It increased up to ~351% versus
vehicle, despite cessation of therapy.

BMF-219 increased HOMA-B by 96% in a type 2
animal model (STZ = 50% Beta Cell destruction).
Homa B, a measurement of Beta Cell function, was
analyzed using 4 h fasting glucose and insulin levels.
BMF-219 in ex-vivo Human Donor Islets (Ex-Vivo)
statistically significant increased beta cells with
BMF-219.

biomea We Aim to Cure”

Butler et 4 Otal long-acting menin inhibitor normalizes type 2 diabetes in two rat models; Ex-vivo Human Islets data EASD 2022
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BMF-219 is a Potential First-in-Class Diabetic Agent — Addressing the Root Cause of Disease

I
. Metformin b N
Glucose uptake j— ol o 7 T2Ds
....'\._' S —_—
TZDs o —— iR R T Glucose uptake
s q—J '- Sl .
Glucose uptake b
Meglitinides, y .
Sulphonylureas +———/ = T o | B T RN
T Insulin release \ N
DPP-4i, GLP-1RA | S :
%Glucagon secretion a & (5 oy :
Insulin secretion - 3 e ;
- f Metformin
NeE) Y ap
TZDs I i 1 Glucose absorption
T Insulin sensitivity l
Metformin SGLT-2i

+ Gluconeogenesis T Renal glucose excretion

Nat Rev Endocrinol 12, 337-346 (2016).
https://doi.org/10.1038/nrendo.2016.51

Currently approved therapies are primarily targeting the
Symptoms of Type 2 Diabetes: Hyperglycemia

biomea We Aim to Cure

FUSION

BMF-219: Menin Inhibition
a Potential New Class of
Diabetes Agents

S~

Beta cell reactivation,
preservation and proliferation

Beta Cell Mass 9 Beta Cell Health

Control of Glycemia even after Cessation of Dosing

BMF-219 represents a potential new class of diabetes
agents addressing the: Root Cause of Diabetes
- Loss of Beta Cell Mass and Function -
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COVALENT-111 Study Design (Type 2 Diabetes Patients Failing Standard of Care)

Additional Dose Levels and Various Dosing Durations Are Being Explored in the
Escalation and Expansion Portion of COVALENT-111

Part 2 Dose Expansion, n=216 — 288 incl.

Part 1 Dose Escalation, >
4 weeks dosing+ 12 weeks follow up

12 weeks dosing + 40 weeks follow-up

" Healthy Volunteers
L n=16 Y,

Arm A* | 100 mg ]

50 mg QD, n=10 . x 8 wks

_ X 4 wks ) S .
Arm B 100 mg
. x4 wks )

Arm C 100 mg 200 mg

. X 8 wks X 4 wks
[ Anticipated to be added based on data from
_ 400 mg cohort of escalation portion

200 mg QD / 100 mg BID, n=22
. X 4 wks )

Arm D

200 mg QD, ﬂ:){ 400 mg QD

. X 2 wks, n=10 X 2 wks )

*Redosing if required at Week 22 for another 4 weeks.

l
|
l
l
l
l
l
|
l
l
l

100 mg QD, n=20 \ : | x 12 wks |
l
l
|
l
l
l
l
l
l
l
|
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Baseline Characteristics and Demographics

BMF-219 100mg QD

BMF-219 100mg QD

without food with food Placebo
(n=10) (n=10) (n=6)

Age (year, min-max) 52 (38-63) 51 (35-60) 46 (31-61)
Sex (n, M/F) 6/4 7/3 6/0
Duration of diabetes (year, min-max) 4.2 (0.5-9.0) 8.7 (4.0-14.0) 4.2 (1.0, 10.0)
HbA,_ (%-point, SD) 8.1(0.9) 8.0 (0.6) 8.3 (0.7)
Diet and exercise alone (n, %) 0 (0%) 1(10%) 0 (0%)
1 antihyperglycemic agent (n, %) 9 (90%) 7 (70%) 5 (83%)
2 antihyperglycemic agent (n, %) 0 (0%) 2 (20%) 1(17%)
3 antihyperglycemic agent (n, %) 1 (10%) 0 0 (0%)

7\ :
‘\ ‘) b|OI NEeA weaimtocure
— | ON
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Glycemic Results Summary at Week 26

BMF-219 100mg QD BMF-219 100mg QD

without food with food Placebo
(n=10) (n=10) (n=6)
Mean change in HbA,, -0.5% 0.1% 0.3%
Placebo adjusted mean change in HbA,_ -0.8% -0.2% N
Percent of participants with 21.0% reduction in HbA, 20% 20% 0%

Percent of participants with any reduction in HbA,: 80% (BMF-219 100mg QD without food) and 40% (BMF-219 100mg QD with food)

“k./ b |omea We Aim to Cure Page 23



COVALENT-111 Phase 2 Study (Type 2 Diabetes)

Greater BMF-219 Exposure at Week 4 Resulted in Greater Reduction in HbA,_ at Week 26

. 100 mg QD without food 100 mg QD with food
BMF-219 mean AUC_, at Week 4 Change in HbA,_ at Week 26
03+1.7
300 0-
- 224 £ 2.5 ) 4
= X
= 200; < 05
* <
0o o
= T
7 =
=3 el 84 +4.7 o g0
< =
<
O
0. -1.5
100 mg QD 100 mg QD 100 mg QD 100 mg QD
without food with food without food with food Placebo

biomea We Aim to Cure
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COVALENT-111 Phase 2 Study (Type 2 Diabetes)

% Increase in HOMA-B and C-peptide AUC in Responders
Patients with HbA, reduction 20.5% at Week 26 and baseline HOMA-B <200

% change HOMA-B % change C-peptide AUC

3004 30+

N

o

o
1

. 100mg BMF-219 (N=4)

B Piacebo (v=3)

. 100mg BMF-219 (N=5)
. Placebo (N=3)

104

- 01

BMF-219 Placebo BMF-219 Placebo

100 4

Mean % change in HOMA-B
Mean % change AUC C-peptide
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COVALENT-111 Phase 2 Study (Type 2 Diabetes)

Case Study 2: 29-Year-Old Man with 4-Year History of T2D

e 29-year-old man with 4-year history of T2D
* Metformin and empagliflozin
* HbA, 9.5%; FPG 146 mg/dL; BMI 25.6 kg/m?

Change in HbA,_ (%)

* BMF-219 200 mg once daily without food for 4 weeks
* CGM at Week 21 with ~90% TIR;4 150 mg/dt

* No tolerability issues or related adverse events

Change in HbA1c (%)

Treatment

period > Off treatment period

Day1 2 3 4 8 12 16 20 26
Study Visit (Weeks)

biomea We Aim to Cure”

FUSION

Continuous Glucose Monitoring

100 -

75 - .
50~
25- .
0-

1 1 1
Baseline Week 12 Week 21
Study Visits

I >250mgraL

181-250mg/dL

% time in glucose ranges

. <54mg/dL
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COVALENT-111 Phase 2 Study

Case Study 2: 29-Year-Old Man with 4-Year History of T2D

e 29-year-old man with 4-year history of T2D
* Metformin and empagliflozin
* HbA,_9.5%; FPG 146 mg/dL; BMI 25.6 kg/m?

BMF-219 200 mg once daily without food for 4 weeks
CGM at Week 21 with ¥90% TIR;4 150 mg/aL

No tolerability issues or related adverse events

Change at Week 26
HOMA-B
100 A
HOMA-B increases
by 190%
80 4
o
<
p=
O 60
5 B
£
S 40-
[ omy
©
!
O
20+
0 .
Basleline Weelk 26
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Change in C-peptide (ng/mL)
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C-peptide increases
by 71%
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WE AIM TO CURE

2023 Accomplishments

[ DiaBeTes |

COVALENT-111: Type 2 Diabetes Patients failing standard of care (Metformin, SGLT2, GLP-1, DPP-4)

*  84% of patients responded to BMF-219 while on treatment (any reduction in HbAlc at Week 4)

* 74% of patients continued to respond to BMF-219 despite off-treatment (any reduction in HbAlc at Week 12)
* 20% of patients achieved at least a 1% reduction in HbAlc, 5 months off treatment (100mg @ Week 26)

* 36% of patients achieved at least a 1% reduction in HbAlc, 5 months off treatment (200mg @ Week 26)

* Expansion Cohorts initiated — exploring 8 and 12 weeks of dosing

COVALENT-112: Type 1 Diabetes IND (FDA) & CTA (Health Canada) cleared
[ oncoogy |

COVALENT-101: Relapsed/ Refractory Acute Leukemia
* Initial Phase | topline data with first Complete Responses, including MRD-

COVALENT-103: Relapsed/ Refractory Acute Leukemia
* IND for BMF-500 accepted and first patient in FLT-3 Leukemia enrolled

[ Fusion™ svsTEM |

* New lab facilities built out to expand in-house capabilities
* Continued development of the Biomea FUSION™ Platform Technology

biomea We Aim to Cure
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WE AIM TO CURE
2024 Anticipated Milestones

DIABETES

- COVALENT-111 Phase Il - BMF-219 in type 2 diabetes — Dose Escalation Completed

- COVALENT-111 Phase Il - BMF-219 in type 2 diabetes - Expansion cohorts fully enrolled (n=216+)
- COVALENT-112 Phase Il - BMF-219 in type 1 diabetes - Open Label cohorts fully enrolled (n=40)
- COVALENT-112 Phase Il - BMF-219 in type 1 diabetes - Initial proof of concept established

ONCOLOGY

- COVALENT-101 Phase | - BMF-219 in liquid tumors - Dose Escalation Completed and
Recommended Phase Il Dose established

- COVALENT-102 Phase | - BMF-219 in solid tumors - Dose Escalation Completed and
Recommended Phase Il Dose established

- COVALENT-103 Phase | - BMF-500 in AML — Dose Escalation Completed and
Recommended Phase Il Dose established

FUSION SYSTEM

- Third pipeline asset from FUSION™ Platform Technology announced

biomea We Aim to Cure”
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WE AIM TO CURE
Our Development Plan: Next 4 Years BMF-219 in Diabetes

Phase Il Expansion Phase Completed in type 2 diabetes
Proof of concept in type 1 diabetes established

Pivotal Phase Ill study in type 1 diabetes initiated
Pivotal Phase lll studies in type 2 diabetes initiated

NDA for BMF-219 in type 1 diabetes filed

2027
NDA for BMF-219 in type 2 diabetes filed

biomea We Aim to Cure”

FUSION
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Company Financials (NASDAQ: BMEA)

Three Months Ended
September 30, 2023

Operating expenses:

R&D S 25,347
G&A 5,772
Total Operating Expenses 31,119
Loss from operations (31,119)
Interest and other income, net 2,690
Net loss S (28,429)

Other comprehensive loss:
Changes in unrealized gain on short term investments, net _

Comprehensive loss $ (28,429)

Net loss per common share, basic and diluted $ (0.80)

Weighted-average number of common shares used to compute basic and diluted net loss per common share
35,653,988

Q3 Operating Expenses minus Stock Based Comp $24.8 M

Cash, Cash Equivalents, Investments, and Restricted Cash as of 30 September 2023 $199.5M

biO mea We Aim to Cure
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THANK YOU

biomea We Aim to Cure”

FUSION"

Biomea Fusion

900 Middlefield Road, 4th floor
Redwood City, CA, 94063
biomeafusion.com



https://biomeafusion.com/
https://www.instagram.com/biomeafusion/
https://www.facebook.com/biomeafusion
https://twitter.com/biomeafusion
https://www.linkedin.com/company/biomeafusion
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