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2 in 5 Americans will Develop Diabetes in their Lifetime

* One of the largest economic burdens on the US health care _ 34.2 million US Adults have
system and the 7th leading cause of death in the US source: ®7| diabetestoday atotal of $380 ...
Diabetes.org _ - Billion was spent in 2021
* 80% of people with diabetes will die from this disease. % g - 1
Premature mortality caused by diabetes results in an 5
estimated 12-14 years of life lost. source: National library of Medicine 1(2); 200; %L 8
Jul PMC3068646 %
N
* In the United States S1 out of every S$4 in US health care costs o | —— Diabetes population (Base case) 2014-2060
is being spent on caring for people with diabetes. In 2021 the i "= Upper bound of 957 confidence intarval
US spent $380 Billion to treat diabetes. © | | | | |
2020 2030 2040 2050 2060
* Diabetes Remains Unresolved For Almost 50% of Patients on Year

Current Standard of Care Source: Clin Diabetes. 2020 Jul

* According to the International Diabetes Foundation, worldwide 537 million adults have diabetes growing to 643 million by
2030. In the United States alone, 34.2 million adults have diabetes, 10.5% of the population. 96 million adults (more than 1 in
3) in the US have pre-diabetes.
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https://www.ncbi.nlm.nih.gov/pmc/issues/195515/
https://www.ncbi.nlm.nih.gov/pmc/issues/195515/

Background Diabetes - Current Standard of Care Solutions and Unmet Need

Ever-Increasing Global Prevalence of Diabetes

* /P Complications

* J Life expectancy
* 4 Quality of life

* P Healthcare costs

* A significant unmet need exists for
developing therapeutics that address the
root cause of diabetes (beta cell
dysfunction) and that are potentially
disease modifying

* We, at Biomea Fusion, are at the
forefront of this effort!

biomea We Aim to Cure” %E&fﬁ:ﬂ O

g SIoN IDF Diabetes Atlas, 10th edition

C | e T

EXH 753 million o, EZH &3 mition oy EZH 69 million o ETH 260 million o
EZ 643 million 46% EZE 57 million I 24% 67 million ¢ I > 13% BT 238 million ‘ I > 27%

increase increase increase increase
EZA 537 million ° 7 51 million . EZ 61 million o [EZEH 206 million °

EE 49 million m million mﬂ 136 million mﬂ 152 million
’ 0% > 134% - 87% - 68%
507  EE 53 mition EZE o5 miltion EEEA 113 million

increase H increase increase

S0 40 million

increase 2 .
32 million . [EZEE 24 million . 2 73 million
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Over 60 Approved Therapies but Diabetes Remains Unresolved

% A “Diabetes is a common disease that affects nearly 40 million people in the U.S. and is projected to affect more

I- in the coming years. The need for more antidiabetic treatment options is clear,” said Lisa Yanoff, M.D., deputy
director of the FDA’s Center for Drug Evaluation and Research, alongside FDA’s updated draft guidance for
industry titled, “Diabetes Mellitus: Efficacy Endpoints for Clinical Trials Investigating Antidiabetic Drugs and Biological
Products Guidance for Industry” published on May 25, 2023.

/

@ PRIME

THERAPEUTICS"

ﬂAmong those individuals who initiated GLP-1a drugs for \
weight loss at one year follow-up, [...] Adherence to these
drugs was also poor, with just 27% of individuals taking GLP-
1a drugs after one year.” Source: Real-world analysis of GLP-1a
drugs by Prime Therapeutics and MagellanRx based on 16M

insured members
\ J
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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://www.primetherapeutics.com/news/real-world-analysis-of-glp-1a-drugs-for-weight-loss-finds-low-adherence-and-increased-cost-in-first-year/
https://www.fda.gov/media/168475/download#:%7E:text=Diabetes%20Mellitus%3A%20Efficacy%20Endpoints%20for%20Clinical%20Trials%20Investigating,any%20rights%20for%20any%20person%20and%20is%20not
https://www.fda.gov/media/168475/download#:%7E:text=Diabetes%20Mellitus%3A%20Efficacy%20Endpoints%20for%20Clinical%20Trials%20Investigating,any%20rights%20for%20any%20person%20and%20is%20not
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We’ve come a long way in the management of T2D...

Efficacy of B
NPH Insulin

Sulfonylurea
of Type Il Di

Standards of Medical Care for
Patients With Diabetes Mellitus

Riddle MC, et al. Diabet:

complications and to reduce the risk of long-

term complications. People with diabetes should
receive their treatment and care from physicians with
expertise and a special interest in diabetes. The follow-
ing standards define basic medical care for people with
diabetes. These standards are not intended to preclude
more extensive evaluation and management of the pa-
tient.

iabetes is a chronic illness that requires contin-
uing medical care and education to prevent acute

INITIAL VISIT

Medical history. The comprehensive medical history
can uncover symptoms that will help establish the di-
agnosis in the patient with previously unrecognized di-
abetes. If the diagnosis of diabetes has already been
made, the history should confirm the diagnosis, review
the previous treatment, help evaluate the present degree
of glycemic control, determine the presence or absence
of the chronic complications of diabetes, assist in for-
mulating a management plan, and provide a basis for
continuing care. Elements of the medical history of par-
ticular concern in patients with diabetes include:

® Symptoms and laboratory test results related to the
diagnosis of diabetes

e Dietary habits, nutritional status, and weight history;
Growth and development in children

® Details of previous treatment programs, including
diabetes education

* Current treatment of diabetes, including medications,
diet, and results of glucose monitoring

® Exercise history

DIABETES CARE, VOL. 12, NO. 5, MAY 1989

Frequency, severity, and cause of acute complica-
tions such as ketoacidosis and hypoglycemia

Prior or current infections, particularly skin, foot, den-
tal, and genitourinary

Symptoms and treatment of chronic complications
associated with diabetes: eye, heart, kidney, nerve,
sexual function, peripheral vascular, and cerebral
vascular

Other medications that may affect blood glucose
concentration

Risk factors for atherosclerosis: smoking, hyperten-
sion, obesity, hyperlipidemia, and family history
Psychosocial and economic factors that might influ-
ence the management of diabetes

Family history of diabetes and other endocrine dis-
orders

Gestational history: hyperglycemia, delivery of an in-
fant weighing >9 Ib, toxemia, stillbirth, polyhydram-
nios, or other complications of pregnancy

Physical examination. A complete physical examina-
tion should be performed during the initial evaluation.
Individuals with diabetes are at high risk of developing
eye, kidney, nerve, cardiac, and vascular complica-
tions. Patients with type | (insulin-dependent) diabetes
also have an increased frequency of thyroid disease, and
all individuals with diabetes are at increased risk of in-
fections. Children may have delayed growth and mat-
uration. Therefore, certain aspects of the physical ex-
amination require special attention. These include:

® Height and weight measurement (and comparison to
norms in children)

Sexual maturation staging

Blood pressure determination (with orthostatic mea-
surements)

365

Donald ). Bou
Beverley E. Phi
Gerald Youker,

1 clini
yet tc
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Interest in Taking Weight Loss Drugs Drops to 14% with the Understanding the Weight
is Coming back once they Stop Taking the Medication

About Half Of Adults Are Interested In Taking Weight Loss Drugs As
Pill, Fewer Are Interested If They May Gain Weight Back After
Stopping  (14%)

" A
“Nearly half of all adults (45%) continue to be either “very” or
“somewhat” interested in taking medication like this if it could
be taken as a pill. Interest decreases substantially to 23% once

Percent who say they would be very or somewhat interested in taking a prescription weight loss drug if...

...they heard that it was safe and effective 45% . .. .

people understand they would need routine injections.
Percent who say they would still be interested if... Interest in taking a medication for weight loss drops to 14%
it could be taken as a pil 44 when people hear they may gain weight back after stopping

. itwere self-administeraed as a weekly injection 23% use.” Source: KFF Health TraCking Poll (JUIV 11'19r 2023) " J

_..itwas not covered by their insurance

...it was not approved by the FDA for weight loss,
but was approved for another use

__.they heard they may gain the weight back if they m
stopped using the prescripticn drug —

MOTE: Percentages based on total. ltems asked of those not currently taking weight loss drugs. See topline for full question wording.
SOURCE: KFF Health Tracking Poll (July 11-19, 2023) * PNG
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https://www.kff.org/health-costs/poll-finding/kff-health-tracking-poll-july-2023-the-publics-views-of-new-prescription-weight-loss-drugs-and-prescription-drug-costs/view/footnotes/#footnote-594887-3
https://www.kff.org/health-costs/poll-finding/kff-health-tracking-poll-july-2023-the-publics-views-of-new-prescription-weight-loss-drugs-and-prescription-drug-costs/
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Only 32% of Wegovy Users Remain on Treatment after 12 Months

Patient persistency on anti-obesity medications after 12 months Characteristics for patients on Wegovy® in the US

Patients remaining on treatment (%) o |
¢ ferale

100% Persistency for other chronic diseases’
(after 12 months)
+ Diabetes: ~50% * Asthma ~40% Average of 47 years
75% + HIV-~50% + Psoriasis ~30%
Average BMI of 38
50% ; :
Patients on Wegovy® with type 2
32% diabetes diagnosis: 8%
25% With comorbidities:
21% 21:78% 22:53% 23:32%
= 75% naive to AOM
0% treatment 0 Average Wegovy®stay time >6
5t months despite supply constraints?

— Saxenda® == Wegovy®

'Hichborn, et al. (2018). Improving patient adherence through data-driven insights. McKinsey & Company; 2 Based on real world data, patient cohort included those initiating therapy between Oct 21 and Mar 22, followed for 1 year;
AOM: Anti-obesity medications; BMI: Body mass index; HbA1c: Haemoglobin Alc; HIV: Human Immunodeficiency Virus; US: United States CMD24

Source: IQVIA LAAD AOM Rx August 2023; Real world evidence based on prescription data CAPTTAL MARKETS DAY
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Inadequate Glycemic Control and Poor Adherence and Persistence is Common and have
not Changed over the Years

Poor glycemic control Poor adherence and persistence
—g— Glycated hemoglobin <7%
@ Glycated hemoglobin <8% T = J
100 - - American
80 2 é Diabetes
770 794 75 4 Mamgemfn_t of Hyperglycemia '-"*'-"*;'__"-' =A330C131I0ng
— 80- 70.7 ' A Cooenns Repor by the S
\9\_ 66'2 American Diabetes Asscciation
e 56.7 57.4 (ADA) v the European Association
2 60- 51.8 50.5 fr o Sty o D (EASD ” : - i
= 4W Suboptimal adherence, including
S 40- poor persistence, to therapy affects
E almost half of people with diabetes...”
20~
Davies MJ, et al. Digbetes Care. 2018;41:2669-2701
0 1 I 4 I 1
¥ §° > > »° About 50% patients still fail to achieve the Alc goal of <7% (based
S S i~ S S ou 6 patients still fail to achieve the Alc goal of <7% (based on a cross-
o,°5°’, @n,’ QQ'\’ &x’ Q.c;’ sectional analysis of data from over 6600 adults with diabetes in the United
~ Vv v % %

States participating in the National Health and Nutrition Examination Survey

(NHANES) to assess national trends in diabetes treatment and risk-factor
SRRy el control from 1999 through 2018) N EnglJ Med 2021;384:2219-28.

DOI: 10.1056/NEJMsa2032271

biomea We Aim to Cure”
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https://www.nejm.org/doi/full/10.1056/NEJMsa2032271
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Number of Patients with Diabetes and Relying on Insulin Continues to Rise

coovoredll First SGLT2 6th GLP-1 RA 4th SGLT2  7th GLP-1RA
approved by /ég /y /&? /;& /A& approved by approved by E approved by approved by
FDA l @D @D ENY FDA 1 > FDA ;:DA1
Year 2004 2006 2008 2010 2012 2014 2016 2018 2020 2022
30 . . . .
o Number of Patients Diagnosed with Diabetes
-Q 25 . sesse ---.-.-.-.o-.-.-.-.-...-.--.-o-.-..
E E ( } ..... .......... @...co000 P AR ® 5
2 g 20 N @t . .......... . ......... Bhoceccocnn [ TR, PP
2E & 6 . "
o = 15 e
$ 10
7.7
8 Number of Patients with Diabetes Relying on Insulin — .,
: ) R O L I, N . \ AU o . -
g g ................... @ oeoecct @:eeerer @ 6.8
Z =, g PR " 5
g & 4.5
® 2
[a
qqo_) e Percentage of Diabetes Patients with Alc<7
W o
= GC.) 60 T —— .52, 7. e, Boeineineernenenes PSRRI . W @ @ eannn P T {oo0000000000 TN ® 529
S 5
L QA
(a¥,
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United States Diabetes Surveillance System. Diabetic medication use. Centers for Disease Control and Prevention.
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Glycemic Control among Patients with Diabetes Has not Improved Over the Years
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NO CHANGE IN % OF PATIENTS AT HbA1c <7%

Type 2 diabetes U.S. drug approvals: 2005-2015. Food and Drug Administration website. https://www.accessdata.fda.gov/scripts/cder/drugsatfda/.

biomea We Aim to Cure”
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https://www.accessdata.fda.gov/scripts/cder/drugsatfda/
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Even in Controlled Clinical Trials many Patients do not Achieve Target HbAlc
Despite better glycemic control with higher-dose dulaglutide (3.0 and 4.5 mg) and semaglutide (2.0 mg)

AWARD-11:
High-dose dulaglutide (3.0 and 4.5 mg) in T2D

Diabetes e

L] s

Efficacy and Safety of Dulaglutide
3.0 mg and 4.5 mg Versus A
Dulaglutide 1.5 mg in Metformin-
Treated Patients With Type 2

Gonl T (WARD 1 41% did not achieve
Frias JP, et al. Diabetes Care 2021;44:765-73 ta rget H bAlc
100 - despite high-dose
HbA,, <7% TRULICITY
80 1.78 1.58
(1.39, 2.27)™ (1.24, 2.01)t
| |
1.32 1.23
go { (1,03.1.68)" (0.96, 1.56)"

N
o
'l

Proportion of Patients at Goal HbA,, <7%
N
o

36 weeks 52 weeks

blomea we aim e Frias JP, et al. Diabetes Care 2021;44:765-73
FUSION Frias JP, et al. Lancet Diabetes Endocrinol 2021;9:563-74

SUSTAIN FORTE:

High-dose once-weekly semaglutide (2.0 mg) in T2D

Articles I_

Efficacy and safety of once-weekly semaglutide 2-0 mg *» @
versus 1-0 mg in patients with type 2 diabetes (SUSTAIN
FORTE): a double-blind, randomised, phase 3B trial

Juan PFrias

Frias JP, et al. Lancet Diabetes Endocrinol. 2021;9:563-574

Baseline HbA, - 8.9%

Semaglutide

(SD 0.6) .
HbA,, <7%
100 - Estimated odds ratio: 1.60
[95% CI: 1.21:2.13]  —

A p=0.0010
T g0
2
=
(1]
% 60 4
dd
]
S 40
£
2
(=]
= 20 4

0 -

Semaglutide
1.0mg

20mg

32% did not achieve
target HbA1lc
despite high-dose
OZEMPIC
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Type 1 diabetes is A Growing Disease Burden in the US and Globally and is Associated

with Significant Morbidity

(

Approximately

1.6 million Americans
are living with T1D1

187,000 youths / 1.4 million adults

INCIDENCE

Approximately

are diagnosed
with T1D each year®

-

64,000 people

/

Overall
increase
T1D incidence

2% =i
is increasing?®

4 )

- /

1. Centers for Disease Control and Prevention. National Diabetes Statistics Report, 2020. Atlanta, GA: Centers for Disease Control and Prevention, US Department of Health and
Human Services; 2020. 2. Rogers MAM, et al. BMC Med. 2017;15(1):199. 3. Divers J, et al. MMWR Morb Mortal Wkly Rep. 2020;69(6):161-165.

biomea We Aim to Cure”
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Worldwide Trends in T1D Incidence: Number of New Cases Doubling Every 20 Years

50
45 A
40 -

[* 0-14 years J Finland

35 -

30 A United States
25 - N

20 A

Australia

15 1

T1DMIncidence per 100,000

Vehik & Dabelea . DMRR 27: 3-13, 2011
biomea We Aim to Cure
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Since the Discovery of Insulin in 1920’s, there Have Been Advances in Insulin Formulations,
but No Therapies that Directly Affect Beta Cells and Function

Advances in insulin formulations over the years

Early insulin concentrations Semisynthetic Long-acting basal Long-acting degludec
U-5, U-10, U-20, U-40, U-80 human U-100 insulin analog insulin U-100 U-100 and U-200
1922-1925 1981 2000 2015 ~
’ ( )
Semi-lente, rDNA human o . Biosimilar -
Insulin Intermediate- lente, and regular U-100  Rapid- Sym lin rapid-acting TZ' e, d
discovered acting NPH  ultralente insulin insulin BN (pramiintide acetate) U-100 analog (teplizumab-mzwv)
1921-22 1950 1954 1982 1 Lot 2018
2005 \ 2022
1960 1970 1980 1990 2000 2010 2020 ‘ Lantidra™ (donislecel)
2023
Longer-acting Beef regular ~ U-100 insulins Human regular ~ Rapid-acting  Long-acting
protamine zinc insulin ~ U-500 insulin 1973 U-500 insulin = U-200 analog  U-300 analog
1936 1952 1997 2015 2015
Globin, surfen, oo+ Chromatographically Human inhaled insulin
histone insulins Des %";7'33“"" purtfisd insulins Exubera 2006-2007, Afrezza 2014
1930s 1978
Animal insulin Human insulin Rapid-acting analogs Long-acting analogs

biomea We Aim to Cure”
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Insulin is the Only Approved Therapy for Type 1 Diabetes Patients

100%
)
]
1]
2
]
Q
ua'
®
c
o
°
S Variable
L Genetic &
Environ-
mental Risk
for Type 1
Diabetes

= > —fF———f———> -

biO mea We Aim to Cure

Functional beta cells decline
over the course of T1D

Presymptomatic S ati
Type 1 Diabetes TWT fl;;:m:a

Time

Insel, et al. (JDRF) Diabetes Care. 2015 Oct; 38(10): 1964—-1974
Roep, et al. Nature Reviews Endo. 2020 Dec; 17, pages150-161

Type 1 diabetes is a chronic autoimmune
disease characterized by T-cell mediated
destruction of insulin-producing pancreatic
beta cells.

The loss of beta-cell function requires
exogenous insulin for metabolic control and
survival. Insulin is the only approved therapy
for T1D patients, with the risk of hypoglycemia,
increased morbidity and mortality.

Teplizumab is the only drug approved to delay
the onset of stage 3 T1D.

Page 17
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T1D Clinical Progression Well-Understood Continuum of 3 Predictable Stages

STAGE 1 STAGE 2 = AT-RISK STAGE 3 = CLINICAL T1D
2 2 Autoantibodies

Normoglycemia Dysglycemia Hyperglycemia
Presymptomatic Presymptomatic Symptomatic

100%

% Functional
Beta Cell
Mass

Decline in C-peptide production = decline in endogenous insulin production

0/ | Y

Time

Adapted from Insel RA, et al. Diabetes Care. 2015;38:1964-74.
Teplizumab Endocrinology and Metabolic Drugs FDA Advisory Committee, May 27, 2021. www.fda.gov/media. Accessed February 12, 2023

biomea We Aim to Cure”
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http://www.fda.gov/media
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Progression of Type 1 Diabetes

A Genetic B Environmental € Initial CD8 kil D B cell autoantibodies E Epitope F Clinical diabetes
susceptibility triggers Solidification CD4, CD& responses spreading
by APC
— Virus
HLA, Bacteria | potabolic switch B
Insulin, Nutﬂtl-;m Proinflammation -
IL2Ra, CTLA4, Chemicals Autoantibodies &
PTPN22, IFIH T,ag function down E
N
| <

: P
1 -
; 5
' p-cell Ag Q
. presentation 4
i ) o
| p-cell Ag ,—,-/ cD8 =
! transport [ = ?1
(] ()Lef__‘"‘
VIFN-o. up S
: g Gf gl W .
] a H
k- i A O E,m: TF"'yL = New epitopes 8
3 > 85 V| e, g/ “Sp- released 2
5 R ' \ . / “cos - o 2
g Tl 1- : o P 7 . =]
£ B
2
5
@
o
Relative time
Healthy beta-call " MHC | positive B-cell P Proliferating B-cell “ Regulatory Tcell @@ Autoreactive CD8 or CD4 T cell

0 IFN-y producing B-cell Insulin-negative B-cell E—,‘-, Antigen-presenting cell + Auto-antigen - Auto-antigen, after epitope spreading

biomea We Aim to Cure”
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Insulin Doses of Type 1 Diabetes Patients Rise with Disease Duration

th
tn

Based on a meta data analysis of

i. ol 23,633 T1D patients, the regression
-§ analysis indicated that the daily insulin
E doses of type 1 diabetes patients rises
; with the progression of the disease, in
= ] the range of disease duration of 0-15
Z years.

w0 ] ¢

01 2 3 4 5 6 7 8 910111213 1415
Disease duration, yrs

Insulin (units/day) = 0.7326 x duration (years) + 43.74 (coefficient of linear correlation, R = 0.899, p < 0.001).

biOmea We Aim to Cure KhalangOt et G/., 2009

FUSION
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Some Type 1 Diabetes Patients Show Insulin Production even after 50 Years

ORIGINAL ARTICLE y

Residual Insulin Production and Pancreatic [3-Cell
Turnover After 50 Years of Diabetes: Joslin Medalist
Study

Hillary A. Keenan,'” Jennifer K. Sun,"”* Jared Levine,'” Alessandro Doria,'” Lloyd P. Aiello,"**
. ) . 3 . 2
George Eisenbarth,” Susan Bonner-Weir,'? and George L. King"*

'

“S ~
COURACEOUS

FUAUAAN
( -‘.‘

; u‘,'EARS* 4
\ - WiIT™ _‘\. -
\OTABETESA

Keenan HA, et al. Diabetes 2010,59:2846-2853

“Demonstration of persistence and function of insulin-producing pancreatic cells
suggests the possibility of a steady state of turnover in which stimuli to enhance
endogenous beta-cells could be a viable therapeutic approach in a significant number
of patients with type 1 diabetes, even for those with chronic duration.”

biomea We Aim to Cure
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Increased Beta Cell Proliferation Prevents Progression of Type 1 Diabetes

nature .
metabolism

LETTERS

https://doi.org,/ 10,1038 /s12255-018-0061-8

Increased p-cell proliferation before immune cell
invasion prevents progression of type 1diabetes

Ercument Dirice @, Sevim Kahraman© 2", Dario F. De Jesus©'%31° Abdelfattah El Ouaamari'?,
Giorgio Basile'?, Rocky L. Baker @4, Burcu Yigit®, Paul D, Piehowski®, Mi-Jeong Kim’,

Alexander J. Dwyer®, Raymond W. S. Ng 22, Cornelia Schuster’, Heidrun Vethe', Tijana Martinov®,
Yuki Ishikawa®’, Adrian Kee Keong Teo™'?, Richard D. Smith®, Jiang Hu'?, Kathryn Haskins?,
Thomas Serwold’, Wei-Jun Qian®, Brian T. Fife®, Stephan Kissler” and Rohit N. Kulkarni®©"2%*

Volume 1 Issue 5, May 2019

Link to Nat Metab: https://www.nature.com/articles/s42255-019-0061-8

biomea We Aim to Cure”
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C-Peptide is Established as a Quantitative Biomarker of Beta-Cell Function

Pancreas

biomea We Aim to Cure

FUSION

& SO

Beta cells

Latres et al. IDRF. Diabetes. 2024 Feb;

Pro-insulin

/ C-peptide and insulin are secreted in a

1:1 molar ratio
C-peptide is a quantitative biomarker of
beta-cell function

~

C-peptide can be measured in the peripheral

blood (most of insulin is cleared by liver)
C-peptide levels are not affected by insulin

K that one may take.

/
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Improvements in HbA1lc are Directly Proportional to the Degree of C-Peptide
Preservation

C-peptide and metabolic outcomes in trials of disease “ ®
modifying therapy in new-onset type 1 diabetes: o
an individual participant meta-analysis

Peter N Taylor*, Kimberly S Collins*, Anna Lam*, Stephen R Karpen, Brianna Greeno, Frank Walker, Alejandro Lozano, Elnaz Atabakhsh m

Simi T Ahmed, Marjana Marinac, Esther Latres, Peter A Senior, Mark Rigby, Peter A Gottlieb, Colin M Dayan on behalf of the Trial Outcome

Markers Initiative collaboration

“Interventions that preserve beta-cell function are effective at
improving metabolic outcomes in new-onset type 1 diabetes,
confirming their potential as adjuncts to insulin.”

“We have shown that improvements in HbA,_ are directly proportional to the
degree of C-peptide preservation, quantifying this relationship, and supporting
the use of C-peptide as a surrogate endpoint in clinical trials.”

- Taylor PN, et al. Lancet Diabetes Endocrinol. 2023;11:915-25
blomea We Aim to Cure Page 24
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C-Peptide Levels in T1D Patients Gradually Decline over Decades
Slowing the Decline is Directly Associated with Improvements in Clinical Outcomes

HE LANCET
Diabetes & Endocrinology

C-peptide levels decreased constantly over the course
of type 1 diabetes, following initial diagnosis.

ARTICLES | VOLUME 11, ISSUE 12, P915-925, DECEMBER 2023 % Download Full Issue

C-peptide and metabolic outcomes in trials of disease modifying therapy ’
in new-onset type 1 diabetes: an individual participant meta-analysis

Peter N Taylor, PhD * « Kimberly S Collins, PhD * « AnnaLam, MD * « Stephen R Karpen, PharmD «

Brianna Greeno, PMP « Frank Walker, BSc « et al. Show all authors « Show footnotes

—— — —

Q Cl'ri'cal Onset e Persistence of even modest concentrations of C- \
= peptide in T1D are associated with better clinical
“QJ_ Pre-diabetes outcomes including reductions in hypoglycemia,
g . 20 venrs neuropathy, retinopathy and other co-morbidities.
Time Y " * HbA1lc are directly proportional to the degree of C-
peptide preservation, supporting the use of C-
;Z;f;;"ei”aj’”#lf‘z’;’;cg"g’erc iy ;’]9?;’_’;215;0"""’“"5’ K peptide as a surrogate endpoint in T1D clinical trials. /
Oram, et al. Diabetologia. 2014 Oct; 57(1): 187-191

biomea We Aim to Cure
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C-peptide is Considered as an Appropriate Endpoint for T1D Clinical Trials

ADA Workshop Report

(C-Peptide Is the Appropriate Qutcome Measure for Type
1 Diabetes Clinical Trials to Preserve 3-Cell Function

Report of an ADA Workshop, 21-22 October 2001

Jerry P. Palmer,'? G. Alexander Fleming,® Carla J. Greenbaum,! Kevan C. Herold,” Lisa D. Jansa,’
Hubert Kolb,” John M. Lachin,” Kenneth S. Polonsky,” Paolo Pozzilli,” Jay S. Skyler,'” and Michael

W. Steffes!!

L — B
“Measurement of C-peptide under “C-peptide measurement is the most suitable
standardized conditions provides a primary outcome for clinical trials of therapies
sensitive, well accepted, and clinically aimed at preserving or improving endogenous
validated assessment of B-cell function.” insulin secretion in type 1 diabetes patients.”

biomea wea
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C-Peptide Level was Used as the Primary Outcome for
A Phase 2 Type 1 Diabetes Trial Funded by JDRF

BANDIT Trial (A Phase 2 Trial Funded by JDRF)

Aim of the study

Baseline Characteristics / N

Treatment Period

Primary Outcome
(C-peptide level)

Secondary Outcome
(Insulin dose)

Safety

To assess whether the JAK inhibitor baricitinib can slow the
progressive, immune-mediated loss of beta cell mass and
function that occurs after clinical presentation.

Patients with type 1 diabetes diagnosed during the previous
100 days; N=91

48 weeks

At Week 48, median of 2-hr MMTT C-peptide AUC was:

* 0.65 nmol/L (~8% improvement compared to baseline 0.65
nmol/L) in barticitinib group

* 0.43 nmol/L (~36% decrease) in placebo group

At week 48, barticitinib demonstrated a ~5% reduction in
mean daily insulin dose

The frequency and severity of adverse events were similar in
the two trial groups, and no serious adverse events were
attributed to baricitinib or placebo.

Diomea weameocue  BANDIT Trial: Waibel et al. NEJM. 2023 Dec; 383;23

A C-Peptide Level

nmolfliter/min

1.0—

0.8+

0.6—

0.4

0.2+

0.0

T P=0.001
Py + Baricitinib
- <
l\.._________“
J_ J_ I Placebo
T T T T T
4] 12 24 36 48

B Insulin Dose
0.8
0.6+ T Placebo
- [l
= 04 L T &
= Baricitinib
0.2
0.0 T T T T T
Q0 12 24 E15 48

C Glycated Hemoglobin Level

Percent

8.5
.0
7.5
7.0
6.5
6.0
5.5
5.0

Baricitinib

0.0

T T T T
0 12 24 36 43

Weeks since Baseline
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C-Peptide Level is the Primary Outcome for the Ph3 Trial Assessing Teplizumab in T1D

Teplizumab was approved by FDA to delay the onset of clinical type 1
diabetes in patients 8 years of age or older with stage 2 type 1 diabetes

PROTECT Trial (A Ph3 Trial Funded by Provention Bio and Sanofi)

Aim of the Study

N

Treatment Period

Primary Outcome
(C-peptide level)

Secondary Outcome
(Insulin dose)

Safety

"ii_:} biomea We Aim to Cure

To determine whether teplizumab slows the loss of beta cells and
preserves beta cell function in children and adolescent 8-17 years old
who have been diagnosed with T1D in the previous 6 weeks

N=328 (N = 76 in Phase 2, followed by FDA approval)

78 weeks

At Week 78, median of 4-hr MMTT C-peptide AUC was:
* 0.46 nmol/L (~15% decrease compared to baseline 0.54 nmol/L) in

teplizumab group

* 0.34 nmol/L (~36% decrease) in placebo group

* No significant differences were not shown between teplizumab vs.

placebo arms

Adverse events occurred primarily in association with administration
of teplizumab or placebo and included headache, gastrointestinal
symptoms, rash, lymphopenia, and mild cytokine release syndrome

PROTECT Trial: Ramos et al. NEJM. 2023 Dec; 389,23

A C-peptide Level
0.6+
— Teplizumab
e 05 CTTtteealll
: B
= 04 TTEee
9 E Qe
E‘o 0.3+ Placebo @
gk
R _
= 02
b
- 0.1+
0.0 T l T T
Baseline 26 52 78
Week
C Daily Insulin Dose
0.7
Placeba T I
c 0.6+ O
3 —
E%‘ 0.5
5 04+
8=
W -
EE 0.3
?‘Ea 0.2
< 0l
0.0 I I I I I I I
Baseline 12 26 39 52 65 78
Week
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Diabetes
— Root Cause Analysis
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Progressive Hyperglycemia Driven by Declining Beta-Cell Function

1007 Non overweight  Overweight
=
L) = B0
= 0
o 32
= 60
gl |
— G 407
i)
RE&E
Beta cell loss ~4% per year
u1 r r T T ¥ v L i % T - T ¥ ¥ L] T
0 1 2 3 4 b 6 0 1 2 3 4 & @&
Years from randomization
—e—Conventional —— Metformin
UKPDS 16 Diabeles 19095 44 12449-58 '@

The study has shown that progressively increasing hyperglycemia was associated with decreasing beta-
cell function, a marked feature irrespective of the therapy used. No deterioration in insulin sensitivity
was observed.

biomea We Aim to Cure
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None of Today’s Type 2 Diabetes Agents Address the Root Cause of Diabetes

— The progressive decline in beta-cell mass and function

PANCREAS
(a-cells)

Increased glucagon
secretion

KIDNEY

Increased glucose
reabsorption

LIVER

Increased endogenous
glucose production

® ©

&

INTESTINE

Decreased
incretin effect

HYPERGLYCEMIA

MUSCLE

Reduced glucose
uptake

©
@

BRAIN

Neurotransmitter
dysfunction

PANCREAS
(B-cells)

Decreased insulin
secretion

FAT

Increased free
fatty acids (lipolysis)

(-) biomea wesimtocue Adapted from DeFronzo RA. Diabetes. 2009;58(4):773-795.

Progressive Decline in Beta-cell Function

100 7~
~

X
—
c
L)
=
o
=
3
(S
©
Q@
==Y

2 0 2

Years from Diagnosis

Lebavitz H, Diabetes Review 1999.
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Background Diabetes - Current Standard of Care Solutions and Unmet Need

Natural History of Types 2 Diabetes — A Progressive Decline in Beta Cell Function

ONSET of T2D

o

Healthy Prediabetes Beyond Considering Intensifying

Metformin Injectables Insulin

Macrovascular changes

Microvascular changes

Kendall, D. Am J Med. 2009;122:537.

biomea We Aim to Cure”
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Postprandial glucose

Fasting glucose
Insulin resistance

Insulin concentration

B-cell function
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Type 2 Diabetes
- Standard of Care Agents



Background Diabetes - Current Standard of Care Solutions and Unmet Need

There Are over 60* Approved Single and Combination Agents for Diabetes

A 6
5 B FDA-approved combinations
% Insulin
= and GLP1Ra, 2 = Biguanide
© - . and DPP4i, 4
S Insulin type .
g 3 . combinations, 3 A
: l 3
S 2 l | | >
w | — b=
| I Biguanide
1 - _ = DPP4iand ' and SGLT2i, 4
LR T N
D = = i
v o> D O N> PO D >R DO DAL DD -
3o D7 B O O O D O O OF D DT O T DY Y DPP4i and TZD, 1 ; :
DT DD D DD DA A D D AP 2D AP AD AP AP il Plosie
g : \ an ;
" Insulin (mono and comb) ® DPP4 inihibitors ® GLP1R agonists Biguanide Biguanide, SGLT2
% SU and TZD (mono and comb) ® SGLT2 inhibitors = Meglitinides and TZD, 1 and DPP4i, 2
® Biguanide combinations “ DPP4 + SGLT2 inhibitors ®™ Other
B Alpha-glucosidase inhibitors
Dahlen et al., 2022 * Including the 2022 approval of tirzepatide, a dual GLP1/GIP agonist
@ biomea We Aim to Cure™ Page 34
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https://www.frontiersin.org/articles/10.3389/fphar.2021.807548/full

Background Diabetes - Current Standard of Care Solutions and Unmet Need

Typical Treatment Sequence in Type 2 Diabetes

Oral Anti Diabetic Drugs

GLP-1 Receptor Agonists

B-cell function

Time

IQVIA disease analyser Nov 2022; UCSF FAQ; Diabetes.org Fast Facts

biomea We Aim to Cure
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Initiation typically is with an oral anti-diabetic
drugs, like Metformin

Added/followed by DPP-4 Inhibitors, SGLT2
Inhibitors and Oral GLP-1 receptor agonists

Added/followed by injectable GLP-1 receptor
agonists

Once all drugs and drug combinations are no
longer supporting the patient then injection
of pure insulin is the only available treatment
~30% of T2D patients take insulin
* 14.7% take both insulin and oral
medication
* 14% take insulin only
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https://dtc.ucsf.edu/types-of-diabetes/type2/understanding-type-2-diabetes/type-2-diabetes-faqs/
https://professional.diabetes.org/sites/professional.diabetes.org/files/media/fast_facts_12-2015a.pdf

Major Treatment Classes for Type 2 Diabetes as of 2022

Dipeptidyl peptidase-4
Sodium-Glucose Transport (DPP-4) Inhibitors
e.g. Metformin Protein 2 (SGLT2) Inhibitors INSULIN SECRETION IMPROVEMENT
GLUCOSE UPTAKE / , GLUCOSE REABSORBTION (oral) 13% Market Shares
. OUTPUT LOWERING (oral) 20% Market Share DPP-4 inhibitors work by blocking the enzyme DPP-4,
40% of Patients / 3% Market Share SGLT-2 Inhibitors lower blood sugar by causing \yhich destroys hormones, called incretins that help the
Traditional Agents stimulate the the kidney s to remove glucose from the body body produce more insulin when needed.
pancreas to produce more insulin and through urine.

lower the amount of glucose being Scripts Sales

Traditional Oral Agents

produced by the liver. They also make Feb 2023 Share Share
the body more sensitive to insulin. Metformin 339% 0.8%
Other Oral
Glucagon-like pepti » _— Antidiabetics 14% 0.5%
T y
(GLP-1) receptor ag ~ DPP4 5% 9.0%
INSULIN STIUMULAI. = & o) ) oo
(injectable) 31% Market Share ') e it
GLP-1 is an incretin hormone that GLP-1 18% 45.3%
stimulates the body to produce more ::\:]S:CI:CL“L; l; P3I:)t;TAEaTIQTL(I3§re Short / Long Acting
insulin. People with type 2 diabetes have ,J R 222D : Insulin 19% 24.8%
lower levels of incretin hormones, which Direct injection of Insulin once all agents have
leads to high blood sugar. ’ failed controlling blood glucose levels.
Total 100% 100%

IQVIA disease analyser Nov 2022
biomea We Aim to Cure Page 36
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Background Diabetes - Current Standard of Care Solutions and Unmet Need

BMF-219 is a Potential First-in-Class Diabetic Agent to Address Insulin/Beta-Cell
Function Deficiency by Regenerating the Pool of Beta Cells

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

a5
. Metformin ., N
' Glucose uptake — . T2Ds
- A ,"""q“-. b T Glucose uptake
o - ey
Glucose uptake bl
Meglitinides, y GLP-1RA
Sulphonylureas < B O an. | B 1 Gastric emptying
T Insulin release ey L,,f
: | W DPP-4i
DPP-4i, GLP-1RA A e ey PPP-A
| Glucagon secretion . : \k ..ﬁ’.fj:%ff id TGLP-1
Insulin secretion Foo b ' o

4 ) Metformin

' 1 Iy | | GLP'I
w e

TZDs ) l

T Insulin sensitivity

Metformin SGLT-2i
+ Gluconeogenesis T Renal glucose excretion

} Glucose absorption

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

biomea We Aim to Cure
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Currently Approved Agents - Chronic Treatments

Avg Duration of Global Share by Volume
Glycemic Control in 2022

Drug MoA

DPP4 23 months 5%

SGLT2 18 months 15%
GLP1 29 months 14%
MET 45 months 21%
Insulin - 43%

NIH.gov; Nathan et al., NEJM 2022; Khan et al., NEJM 2006;
Thewjitcharoen et al. Diabetol Metab Syndr. 2017; 9: 96.
Top 15 Diabetes Drugs in 2023 by 2022 Sales Statistics
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https://www.nature.com/articles/nrendo.2016.51#citeas
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Diabetes — Current Treatment Landscape

Most Prescribed Type 2 Diabetes Agents Achieve
HbA1lc Reductions of 0.7% - 1.7% and HbA1lc Levels <7 % in 0.35% - 82%

Currently Approved Type 2 Diabetes Agents w/Chronic Dosing

Drug Medication Mean HbA1c Patients (%)

(Mechanism of Action) Route Week Reduction achieving HbAlc <7%
(placebo adj., %)

Ozempic 0

(GLP 1 Agonist), Injectable Week 30 12 2(1); ";g)' ;g;’ Ecl)ri m)g)'

Chronic Dosing ' & ° =

Mounjaro 0

(GLP-1/GIP Agonist), Injectable Week 40 12 grsnnf)’) 3;; éi;“nf)')

Chronic Dosing ' & ° &

Jardiance 0

(SGLT2 Inhibitor), Oral Week 24 :8'; ggmg;' Zi;’ ggmg;'

Chronic Dosing ' 8 ° &

Januvia

(DPP4 Inhibitor), Oral Week 24 -0.8 (100mg) 41% (100mg)

Chronic Dosing

Summary - - 0.7% ~ 1.7% 35% - 82%

biomea weaimtocure Mounjaro FDA Label; Ozempic FDA Label; Jardiance FDA Label;
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https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/215866s000lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2023/209637s020s021lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/204629s033lbl.pdf

Oral Agents — Efficacy Benchmarks for Chronic Treatments
HbA1lc Reduction by 0.5% - 1.67% at Week 26

Development Status Mean Reduction
i HbAlc (Wk 26, pbo adj.)

Rybelsus (Oral Semaglutide) Approved

Structure Therapeutics Clinical Development
Orforglipron Clinical Development
Jardiance (Empagliflozin) Approved
Farxiga (Dapaglifozin) Approved
Invokana (Canagliflozin) Approved
MET Approved

b i (o) mea We Aim to Cure

Rybelsus FDA label; Structure Therapeutics Provides Comprehensive GSBR-1290 Program Update Including Clinically Meaningful Proof-of-Concept Data From Phase 2a

GLP-1

GLP-1

GLP-1

SGLT-2

SGLT-2

SGLT-2

MET

0.9% (7mg); 1.1% (14mg)
1.02% (Wk 12)

1.67%

0.7% (10mg); 0.9% (25mg)
0.5% (5mg); 0.7% (10mg)
0.91% (100mg); 1.16% (300mg)

1.0%

Clinical Study; Frias et al. 2023 Aug 5;402(10400):472-483 ; Jardiance FDA label; Farxiga FDA label; Invokana FDA label; MET FDA label;
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https://www.accessdata.fda.gov/drugsatfda_docs/label/2021/213051s006lbl.pdf
https://ir.structuretx.com/news-releases/news-release-details/structure-therapeutics-provides-comprehensive-gsbr-1290-program
https://ir.structuretx.com/news-releases/news-release-details/structure-therapeutics-provides-comprehensive-gsbr-1290-program
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(23)01302-8/abstract
https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/204629s033lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2020/202293s020lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2017/204042s026lbl.pdf

Type 2 Diabetes
— Diabetes Agents Efficacy Analysis
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Comparing Type 2 Diabetes Agents and Treatments

* Isthe treatment a single agent or a combination of multiple therapies?

* Isitanoral orinjected treatment? Is it a chronic therapy or a short term, one-time, curing solution?

 What types of patients are enrolled in the study e.g. 10 years type 2 diabetic, failing or newly diagnosed?

 What is the average Alc level of the patients at the beginning of the trial, e.g. 7.5 or 10?
The higher the number when the trial started, the greater the expected effect

 When was Alc measured for the first time after therapy, e.g. at 28 days, 90 days, or at max time of effect?
Alc requires a minimum of 90 days look back to provide a complete view of the effect size

* How many patients achieved a benefit from therapy, i.e. normalization of Alc below 7%?
Alc below 7% is considered no longer diabetic, a key benchmark for all diabetes therapies

 How many patients discontinued the treatment?
* How many patients had treatment related adverse events?

* Isthe diabetes treatment chronic or just for a fixed, short period of time?
All approved treatments today are chronic treatments

biomea We Aim to Cure Page 41
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Baseline HbA1lc Influences Magnitude of Efficacy

HbA1c % (Baseline Baseline A1C | nenrolledin | Change in Change in
|
| 6-6.9 7-7.9 8-8.9 9-9.9 10-11.8 clinical trials | A1C (%) FPG
0. (mmol/l)
@ -0.2 6.0-6.9 410 -0.2% -0.5
X .04 7.0-7.9 1,620 -0.1% -0.8
©
‘E’ @ .. 8.0-8.9 5,269 -0.6% 1.6
a & » -1 O° -
T g -0.8 9.0-0.9.9 1,228 1.0% 2.3
< 1.0 10.0-11.8 266 -1.2% -3.4
~ ] meglitinides, metformin, thiazolidinediones, a-glucosidase inhibitors). The baseline
1.2 glycemic control markedly influenced the overall magnitude of efficacy irrespective of

drug class. After >90 days.

Feingold 2022; Bloomgarden et al., 2006
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https://www.ncbi.nlm.nih.gov/books/NBK279141/?report=classic
https://pubmed.ncbi.nlm.nih.gov/16936168/

Background Diabetes - Current Standard of Care Solutions and Unmet Need

Baseline HbA1lc Influences Magnitude of Efficacy for Injectable GLP-1s

=7.5% =7.5-8.0% >8.0-8.5% >8.5-9.0% =9.0%

Change in A1C (%) from baseline to 26 weeks

-2.0 -
B Liragiutide 1.8 mg [} Sitagliptin I Glimepiride ] Rosiglitazone [l Exenatide [} Glargine
*p<0.035, "p<0.01, ***p<0.001, ****p<0.0001 vs. liraglutide 1.8 mg

Henry eral. 2011
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https://www.endocrinepractice.org/article/S1530-891X%2820%2943263-X/fulltext

Background Diabetes - Current Standard of Care Solutions and Unmet Need

T2D Medications Show Dose and Time Dependent Responses e.g. Tirzepatide

E 8.5 —&@— MOUNJARO 5mg
—¥— MOUNJARO 10mg
1¥3298176 1 mg 1Y3298176 15 mg 3 " —8 - Semaghtice Img

05 LY32981765mg  — Dulaglutide 1.5 mg = '
g R
o 1 01 =
F [ 2~ s I i i e S S L0 g 75
g I 1 I
8 I -4 g:r 9 I
£ I *p=0-0004 a e I

-0-7 { L8 o 18 RSN S

£ I 1p=0.0581 2 < 70 i
v |
) S 11 *p<00001 --12 3 T I
B g |
<, ; 16 {‘pqOJDOOl --16 © 651 ;
< S 5
3 \ . 1p=0-0152 » :
I I solpooor [0 3 |
g I ——- 777 \tp=0.0001 4 3 60 1
= ' HI_________“_________bI 24 {‘p~:0~0001 2 l

95 ; i 4 p<0-0001 5 2 !

| = I
5.5+
I L I
_30 1 T é I I T I I T T 32 | ' | I I | I I I
012 4 12 16 20 24 26 28 32 0 4 8 12 16 0 M 40 Week40M)
Time (weeks) Week Post Randomization
Frias et al 2018 NCT03131687
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https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/215866s000lbl.pdf

Background Diabetes - Current Standard of Care Solutions and Unmet Need

Majority of Patients Lose Glucose Control Within 4 Years of First Line Single Agent Therapy

published in NEJM 2006
80— Treatment difference (95% Cl)
Rosiglitazone vs. metformin,
-(.13 (-0.22 to -0.05); P=0.002 \
. 76 Rosiglitazone vs. glyburide,
%g- -0.42 (-0.50 to -0.33); P<0.001 ¥
:E f - r"
2 el
E o= = ki
f __g.-e‘{ '
E 64 Annualized slope (95% Cl)
By -#Rosiglitazone, 0.07 {0.06 to 0.08)
v aMetformin, 0.14 (0.13 to 0.16)"
6.0 *Glyburide, 0.24 {0.23 to 0.26)"
e
4
0 i T l | T T T I T |
0 1 2 3 4 5
Years

Time to Max Duration of Glucose control

HbA1c Effect Glucose Control (Alc <7%) at 4
(Alc <7%) years
TZD (Rosiglitazone) 12 months 57 months 40%
Metformin 12 months 45 months 36%

d
2" i

Generation SU 4 months 33 months 26%

(Glyburide)

“Loss of control of blood glucose — The effectiveness of oral
antidiabetic drugs in lowering blood glucose to a targeted level
decreases in many patients over a period of time. This phenomenon,

which may be due to progression of the underlying disease or to
diminished responsiveness to the drug, is known as secondary
failure, to distinguish it from primary failure in which the drug is
ineffective during initial therapy

Khan et al., NEJM 2006
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RIOMET IR 2003 FDA Approval;

GLUMETZA 2005 FDA Approval
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https://www.nejm.org/doi/10.1056/NEJMoa066224?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200www.ncbi.nlm.nih.gov
https://www.accessdata.fda.gov/drugsatfda_docs/label/2003/21591_riomet_lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2005/021748lbl.pdf
https://www.nejm.org/doi/10.1056/NEJMoa066224?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200www.ncbi.nlm.nih.gov
https://www.accessdata.fda.gov/drugsatfda_docs/label/2003/21591_riomet_lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2005/021748lbl.pdf

Background Diabetes - Current Standard of Care Solutions and Unmet Need

Durability and Effect Size of Oral Diabetic Medications is very Limited
published in 2018

Projected Durability of Diabetic Medications

95

9.0

8.5

Alc%

8.0

75

0 1 2 3 4 5 ¥rs 6 7 8 g 10
—e—sulfa —e— metformin —e—TZD DPP4 ——SGLT-2

Endocrinology Diabetes Metabolism
Journal , 2018 Jul 8
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https://www.accessdata.fda.gov/drugsatfda_docs/label/2003/21591_riomet_lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2005/021748lbl.pdf

Background Diabetes - Current Standard of Care Solutions and Unmet Need

Even Shorter Duration of Glucose Control in Second Line Treatment with Combinations

published in NEJM 2022
D Mean Glycated Hemoglobin Level
Mean time to Loss of Glucose Control (A1c>7%) 7.6
7.4-
7.2
<
= 7.0
2
1 L 1 L 1 ] 3
1.5 20 25 30 35 40 s 6.8+
{im years) é-‘
6.6
sk 6.4 —
However, 71% of participants were 9
P
unable to maintain the blood glucose o OT
) . T T T T T T I T I
target over four years, underscoring the 0 1 2 3 4
difficulty in maintaining recommended Years since Randomization

targets in many people with T2D.

—— Sitagliptin == Glimepiride === Liraglutide === Glargine

NIH.gov; Nathan et al., NEIM 2022
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https://www.nih.gov/news-events/news-releases/two-popular-diabetes-drugs-outperformed-others-large-clinical-trial
https://www.nejm.org/doi/10.1056/NEJMoa2200433?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed
https://www.nih.gov/news-events/news-releases/two-popular-diabetes-drugs-outperformed-others-large-clinical-trial
https://www.nejm.org/doi/10.1056/NEJMoa2200433?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed

Monotherapy and Combination Therapy Clinical Results pubiished in NEJM 2022 and 2006

Time to Max
HbA1c Effect

Metformin 12 months
Glyburide (SU) 4 months
Rosiglitazone (TZD) 12 months

Duration of Glucose
Control (Alc <7%)

45 months
33 months

57 months

Glucose control (Alc
<7%) at 4 years

36%
26%

40%

Time to Max
HbA1c Effect

Sitagliptin (DPP4) 3 months
Liraglutide (GLP1) 3 months
Glimepiride (SU) 3 months
Glargine (Insulin) 6 months

Duration of Glucose
Control (Alc <7%)

22.8 months
28.9 months
26.5 months

28.2 months

Glucose control (Alc
<7%) at 4 years

22.6%
31.8%
27.6%
32.6%

Discontinuation
19%
23%
23%
14%

Use of additional glucose-

lowering medication
15%
11%
17%
14%

NIH.gov; Nathan et al., NEJM 2022
Khan et al., NEJM 2006
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Background Diabetes - Current Standard of Care Solutions and Unmet Need

Published Efficacy of Widely Used Single Agents as published in 2022

Glucose-Lowering Drug

HbA1lc, %

BMI, kg/m2

AE-Induced Discontinuations vs.

Placebo

Metformin -0.96 (-1.16, -0.76) * -1.28 (-2.26,-0.31) * 1.03 (0.74, 1.43)
SUs -1.39 (-1.63, -1.16) * 1.22(0.13,2.31) * 2.25 (0.74, 6.81)
Glyburide -1.50 (-2.69, -0.30) * 0.27 (-1.48, 2.03) 2.24(0.31, 16.50)

Glimepiride -1.36 (-1.57,-1.16) * 1.79 (0.46, 3.12) * 0.99 (0.10, 9.40)

Gliclazide -1.40 (-2.70, -0.10) * = 1.00 (0.02, 48.82)

Glipizide -1.47 (-1.87,-1.06) * = 4.64(0.74, 28.95)

TZDs (thiazolidinediones)

-0.89 (-1.04, -0.73) *

0.63 (0.26, 0.99) *

1.25 (0.81, 1.95)

Rosiglitazone

-0.68 (-0.98, —0.38) *

0.91 (0.48, 1.35) *

0.97 (0.43, 2.23)

Pioglitazone -1.00(-1.17,-0.82) * 0.38(-0.07,0.82) 1.38(0.82, 2.33)
NIDEs (meglitinides) -0.44 (-0.69, -0.20) * 0.08 (-1.29, 1.44) 0.97 (0.24, 3.81)
Repaglinide -0.45 (-0.81, -0.09) * - 0.97 (0.14, 6.77)
Nateglinide -0.45 (-0.79, -0.10) * 0.08 (-1.29, 1.44) 0.96 (0.14, 6.67)
AGIs (alpha glucosidase inhibitors ) -0.62 (-0.79, -0.45) * -0.49 (-1.26, 0.28) 2.57 (1.64,4.03) *
Acarbose -0.74 (-0.96, -0.52) * -0.60 (-1.66, 0.46) 2.15(1.23,3.75) *
Voglibose -0.20 (-0.33, -0.07) * 0.10(-0.13, 0.33) 0.92 (0.19, 4.46)
Miglitol -0.53 (-0.85, -0.21) * = 5.37(2.11,13.69) *

DPP-4is (dipeptidyl peptidase IV (DPP-4) inhibitors)

-0.63 (-0.68, -0.58) *

0.47 (-0.01, 0.95)

0.92 (0.74, 1.14)

Sitagliptin -0.73 (-0.82, -0.65) * 0.10 (-1.24, 1.44) 0.89 (0.62, 1.28)
Saxagliptin -0.52 (-0.61, -0.44) * -0.46 (-2.04, 1.12) 1.28 (0.68, 2.42)
Vildagliptin -0.48 (-0.57, —0.38) * -0.58 (-2.09, 0.93) 1.08 (0.73, 1.60)
Linagliptin -0.68 (-0.79, —0.58) * = 0.55 (0.30, 0.99) *

Alogliptin -0.68 (-0.76, -0.61) * 0.81(0.27,1.35) * 0.82 (0.42, 1.60)

SGLT2is (sodium-glucose transport protein 2 (SGLT2) inhibitors)

-0.80 (-0.87, -0.72) *

-0.60 (-1.89, 0.69)

0.89 (0.63, 1.24)

Dapagliflozin -0.68 (-0.77, -0.59) * -0.60 (~1.89, 0.69) 1.66 (0.84, 3.27)
Empagliflozin -0.79 (-0.86, —0.72) * = 0.56 (0.36, 0.87) *
Canagliflozin -0.99 (-1.06, —0.92) * - 1.78 (0.78, 4.07)

GLP-1RAs -0.99 (-1.20, -0.78) * -1.05 (-1.81, -0.29) * 1.23 (0.60, 2.54)
Exenatide twice-daily -0.64 (-0.82,-0.47) * -1.65(-2.26,-1.04) * 2.63(0.49, 14.04)
Liraglutide -1.17 (-1.47,-0.87) * -0.80 (-1.66, 0.07) 0.63 (0.25, 1.61)
Lixisenatide -0.60 (-0.83, -0.37) * . 4.01(0.85, 18.83)
- Gu et al.,, 2022
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Alc Normalization Rates (A1c<7%) for Type 2 Diabetes Agents

Patient Disposition

Alc at Baseline

Alc Normalization Rate

DPP4 Leaders

Summary: Januvia,
Tradjenta

O-multiple lines
of therapy

7.85% - 8.7%

37.5% MONO
45.3% - 54% COMBO

SGLT2 Leaders

Summary: Jardiance,
Farxiga

0 - multiple lines
of therapy

7.8% - 8.2%

43.6%- 51% MONO
30% - 34% COMBO

Summary: Trulicity,

0 - multiple lines

72-76.9% MONO

Care Agents

. c o/ _ 0
GLP1 Leaders Mounjaro, Ozempic, T — 8% - 8.8% 56% - 86% COMBO
Rybelsus
Oral Standard of Metformin 0 lines of therapy 8.4% 36% MONO
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Alc Reduction at 28 days and Max Alc Reduction of Type 2 Diabetes Agents?

Patient Disposition

Alc at Baseline

Approximate average
Alc Reduction at
28 days

Alc Reduction Max

DPP4 Leaders

Summary: Januvia,
Tradjenta

O-multiple lines
of therapy

7.85% - 8.7%

0.4%-0.46% MONO
0.4-0.8% COMBO

0.7%-0.78% MONO
0.82%-2% COMBO

SGLT2 Leaders

Summary: Jardiance,
Farxiga

0 - multiple lines
of therapy

7.8% - 8.2%

0.3-0.8% MONO
0.37-0.52% COMBO

0.66%-0.85% MONO
0.59%-0.86% COMBO

Summary: Trulicity,

0 - multiple lines

0.5% MONO

1.4%-1.55% MONO

Care Agents

. g o/ _ 0
GLP1 Leaders  [Mounjaro, Ozempic, of therapy 8% - 8.8% 0.5%-0.76% COMBO 1.4 %-2.44% COMBO
Rybelsus
Oral Standard of Metformin 0 lines of therapy 8.4% 0.5% MONO 1.4% MONO
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AE Profile and Discontinuation Rate of Standard-of-Care Type 2 Diabetes Agents

Patient Any Adverse Serious AE Discontinuation Rate| Total Discontinuation
Disposition Event due to AE Rate
Summary: Januvia, O0-multiple lines 0 0 0 0 2% - 4.2% MONO 7.6% - 14.8% MONO
e [ of therapy 6.7% to 56.6% 1.4% to 3% 0.5% - 1.4% COMBO 3% - 7.7% COMBO
Summary: 0 - multiple lines 0 0 0 o 2% - 7% MONO 8.9% -18.6% MONO
2 = Jardiance, Farxiga of therapy 48% to 71.4% 0.9% to 3.6% 1.8% - 3% COMBO 7% - 11% COMBO
Summary:
Trulicity, 0 - multiple lines 0 0 0 0 5.4 % -7.4% MONO 9.1% - 12.3% MONO
GLP1 Leaders [y of therapy >6% to 68.9% 2.8% to 6% 4% - 8.5% COMBO 7.1% - 13.2% COMBO
Ozempic, Rybelsus
SLEIRELE L Metformin 0 lines of therapy NA NA 10% 22%
of Care Agents
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Background Diabetes - Current Standard of Care Solutions and Unmet Need

What is the Average Pricing of Standard-of-Care Type 2 Diabetes Agents?

DPP4 Leaders

Average Wholesale Price per Year

Summary Januvia, Tradjenta

$7.5K - S9K / year

SGLT2 Leaders

Average Wholesale Price per Year

Summary Jardiance, Farxiga

$7.9 - $8.7K / year

GLP1 Leaders

Average Wholesale Price per Year

Summary Trulicity, Mounjaro,
Ozempic, Rybelsus

$10.6 — $14.4K / year

Oral Standard of Care
Agents

Average Wholesale Price per Year

Metformin (generic)

S less than $100 / year
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Oral Agents — Efficacy Benchmarks for Chronic Treatments
HbA1lc Reduction by 0.5% - 1.67% at Week 26

Mean Reduction
HbAlc (Wk 26, pbo adj.)

Rybelsus (Oral Semaglutide) GLP-1 0.9% (7mg); 1.1% (14mg) Based on surveys done
with type 2 diabetes
Structure Therapeutics GLP-1 1.02% (Wk 12) patients (Source: The
(o)
Orforglipron GLP-1 1.67% RE VISE StUdV.)' 76.5% (n
= 459) of patients
Jardiance (Empagliflozin) SGLT-2 0.7% (10mg); 0.9% (25mg) preferred once-daily oral
over once-weekly
Farxiga (Dapaglifozin) SGLT-2 0.5% (5mg); 0.7% (10mg) injectable.
Invokana (Canagliflozin) SGLT-2 0.91% (100mg); 1.16% (300mg)
MET MET 1.0%

Rybelsus FDA label; Structure Therapeutics Provides Comprehensive GSBR-1290 Program Update Including Clinically Meaningful Proof-of-Concept Data From Phase 2a
Clinical Study; Frias et al. 2023 Aug 5;402(10400):472-483 ; Jardiance FDA label; Farxiga FDA label; Invokana FDA label; MET FDA label;
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Standard-of-Care Type 2 Diabetes Drugs Have Varying Effect Sizes with Limited Duration

Over 60 therapies are approved for diabetes in the US, many are oral, most effective treatments
are injected

There are five main classes of agents: traditional oral anti diabetic drugs (e.g. Metformin); DPP-4
and SGLT2 Inhibitors as well as GLP-1 Receptor Agonists and insulin injections. Many agents are
being used in combination to improve the therapeutic effect.

Depending on the approved treatment, 30%-86% of patients achieve normalized blood glucose
(Alc lower than 7%) levels

Average Alc reduction at week 4 ranges between 0.3% in monotherapy up to 0.8% (treatment
naive) in the best combination treatments

Max Alc reduction ranges from 0.66% monotherapy to 2.44% in combination treatments

The typical discontinuation rate of existing therapies ranges between 3% to 18.6%

Many agents induce low-grade AE profiles, some with 56% to 69% Grade 1s

Based on a NEJM study from 2022, the existing type 2 diabetes drug classes show a median
normalization duration between 1.5 to 2.5 years depending on treatment
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