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Outline

Obesity and T2DM

Beta-cell Function Restore in Patients with T2DM

Insulin Resistance and Possible Therapeutic Strategies

The Next Generation Incretin Therapy

T2D=type 2 diabetes mellitus.
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* Obesity and T2DM

T2D=type 2 diabetes mellitus.
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Progressive Process of T2D
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1.Wysham C, Shubrook J. Beta-cell failure in type 2 diabetes: Mechanisms, markers, and clinical implications. Postgrad Med. 2020;132(8):676-686. 2. DeWitt DE, Hirsh IB. Outpatient insulin therapy in type 1 and type 2 diabetes. JAMA. 2003;289(17):
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» Beta-cell Function Restore in Patients with T2DM

T2D=type 2 diabetes mellitus.
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Beta-cell function in[treatment-naive patients]with type

2 diabetes mellitus: Analyses of baseline data from
15 clinical trials

Diabetes Obes Metab.2023:25:1403-1407



Baseline characteristics and demographics

TABLE 1 Baseline characteristics and demographics

Insulinogenic index
Disposition index
Fasting glucose, mmaol/L

Fasting insulin, pmol/L

92.6 + 166.8 (n — 839)
1.2+ 1.5(n— 839)
6.1+ 0.5

972+ 661

Diabetes Obes Metab.2023:25:1403-1407

Characteristics IGT, n — 909 Treatment-naive, n — 6706
Age years 63.2 + 8.3 54.7 + 10.7

T2DM duration, years Unknown 1.7+ 23

Body mass index, Kg/m™ 911t 0.7 S04 * 5.0

Women, % H2.7% 45.5%

HbAlc, mmol/mol (%) 41.0 + 0.5 (5.9 + 0.5) 628 +1.3(/.9 + 1.3)
HOMAZ-B 95.0+ 421 554 +43.3

HOMAZ-5 729+ 48.5 715+ 733

54.1 + 106.6 (n = 1242)
0.9+ 1.7 (n = 1241)
93+28

102.3 + 85.3



B-cell function (HOMA-B) in treatment-naive patients

(A)

HOMA2-B
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Overall decline of 27% in 3.8 years
Thereatfter, the slope was 0.8% per
year
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B-cell function (HOMA-B) in treatment-naive patients

(B)

HOMA2-B
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In patients with HbA1c <7.0%,

HOMAZ2-B showed an intercept of 98% and sustained
B-cell activity up to 59% until 3.3 years

Thereafter the decline was 1.7% per year
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Young-onset diabetes (YOD) is a unique feature in Asians

*Asians are known for
dysfunctional pancreatic
Insulin secretory function

*Asians could benefit from
treatment that preserve
pancreatic islet functioning

Endocrinol Metab (Seoul). 2015 Sep; 30(3): 263—269.

Markedly increasing
prevalence of diabetes

Increased prevalence of /

ischemic stroke

Increased prevalence of
retinopathy

Relatively lower incidence
of coronary heart discase

Decreased insulin secretory
function relative to insulin
resistance

Propensity for visceral
obesity within same body

mass index Lower BMI

Small pancreatic beta

cell mass Increased prevalence

of microalbuminuria
High carbohydrate intake

Young age-onset of diabetes

TW1909737031


https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4595349/

| Incretin drugs |

$

Indirect effects Enhance incretin effects

/ \ Direct effects
* Glucose-dependentinsulin

secretion £ Beta cell apoptosis §

« Glucagon secretion § Beta cell proliferation ¢ ?
 Weight neutral or reduction

N\

Correction of hyperglycemia/glucose toxicity
Excess insulin secretion §

\ Preservation/improvement of
Beta cell workload § functional beta cell mass

EXPERT OPINION ON PHARMACOTHERAPY 2020, VOL. 21, NO. 13, 1565-1577



VERIFY Study

Early Combination Treatment Targeting Multiple Mechanisms Reduces
Time to Initial and Secondary Treatment Failures?

Metformin Combination
VERIFY Trial Results failure therapy failure

Conventional of patients experienced
stepwise 6 2 % treatment failure with
therap metformin monotherapy

: - of patients experienced treatment
Early combination 44% failure with combination therapy
therapy

(vildagliptin/metformin)

1
Day 1

Relative risk reduction from time-to-initial treatment Relative risk reduction in time to secondary
failure with vildagliptin/metformin combination vs. treatment failure with initial combination
metformin alone therapy vs. sequential addition of treatment

VERIFY was a 5-year, randomized, 1:1, double-blind, parallel-group study (n=2000) designed to compare early initiation of a vildagliptin-metformin combination with standard-of-care initiation of metformin

monotherapy, followed by the stepwise addition of vildagliptin when glycemia deteriorated. Participants with further deterioration were treated with insulin. Treatment failure was defined as a loss of glycemic
control (2 consecutive values of HbAlc >7%).12

VERIFY=Vildagliptin Efficacy in combination with metfoRmiIn For earlY treatment of type 2 diabetes.
1. Matthews D, et al. Diabetes Ther. 2020;11(11):2465-2476. 2. Del Prato S, et al. Diabet Med. 2014;31(10):1178-1184.




Different glucose-lowering agents impacts to beta
cell functionl?

Glucose (HbAlc) Risk of Effect Beta cell Restore islet
lowering efficacy hypoglycemia On weight protective function
Effect
Metformin Moderate to Strong Low Neutral to Loss Yes -
r---------------------------------------
i DPP4i Moderate Low Neutral Yes * |
I GLP-1RA Strong Low Loss Yes 2+ 1

a-glucosidase Modest Low Neutral Yes -
inhibitor

TZD Moderate Low Gain Yes -
SuU Strong High Gain No ‘
Glinide Modest to Moderate Low to Moderate Neutral No 3
insulin Very Strong High Gain Yes -

1.Yoshifumi Saisho. EXPERT OPINION ON PHARMACOTHERAPY.2020

An emerging new concept for the management of type 2 diabetes with a paradigm shift from the glucose-centric to beta cell-centric concept of diabetes - an Asian perspective
2.Del Prato S, Camisasca R, Wilson C, et al. Diabetes Obesity Metab. 2014;16(12):1239-1246.

Durability of the efficacy and safety of alogliptin compared with glipizide in type 2 diabetes mellitus: a 2-year study.



%Change
from Baseline

Tirzepatide Improves Beta-cell Function in Type 2 Diabetes

—_—

HOMA2-B
(computed with fasting insulin) B.

bt

%Change
from Baseline

Tirzepatide | mg
Tirzepatide S mg
B Tirzepatide 10 mg

HOMA2-B B Tirzepatide 15
s ) : irzepatide 15 mg
(computed with fasting c-peptide) B Dulaglutide 1.5 mg
200 ] *oLddd PI“CCbU
150 -
A
100 - I
504 7
0
-50

J Clin Endocrinol Metab. 2020 Nov 24;106(2):388-396



Outline

* Insulin Resistance and Possible Therapeutic Strategies

T2D=type 2 diabetes mellitus.
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Glucose metabolism

Hepatic Insulin Peripheral insulin Muscle Insulin
Resistance Resistance
Impaired / _\ Insufficient
suppression_ EGP Glucose disposal glucose
Insulin T Glucose ]

of EGP 4§ e Plucose
clearance \ Concentration

#2
%

% [ 1 FFA Concentration
%

f '3 ]
insulin = %, Lipolysis
= %
( ﬁ,,f ? Adipose Tissue
Pty Insulin Resistance

Impaired suppression
of lipolysis

Lipid metabolism

Obesity(SilverSpring).2022;30:1549-1563
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Insulin resistance and possible therapeutic

Met Dietary modification

GLP-1R, Bariatric surgery
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2024 ADA Standard Care of Diabetes

USE OF GLUCOSE-LOWERING MEDICATIONS IN THE MANAGEMENT OF TYPE 2 DIABETES

nal Risk Reduction

+ASCVDt

Defined differently across
CVOTs but all included
individuals with established
CVD (e.g., MI, strake, any

Variably included: conditions
such as transient ischemic
attack. unstable angina,
amputation, symptomatic
or asymptomatic coronary
artery disease.

revascularization procedure).

+Indicators of high risk
While definitions vary, most
comprise =55 years of age
with two or more additional
risk factors (including obesity,
hypertension, smoking,
dyslipidemia, or albuminuria)

+ASCVD/Indicators of High Risk

+HF

Current or prior
symptoms
of HF with

documented

HFrEF or HFpEF

+HF

SGLT2i¢
with proven

+CKD

eGFR <60 mL/min per 1.73 m? OR
albuminuria (ACR 23.0 mg/mmol
[30 mg/gl). These measurements
may vary over time; thus, a repeat
measure is required to document CKD.

+CKD (on maximally tolerated dose
of ACEi/ARB)

PREFERABLY
SGLT2it with primary evidence of

Use SGLT2i in people with an eGFR

SRS S
B ZREIEMASGLT2i or GLP1A

If additional cardiorenal risk reduction or glycemic lowering needed

Glycemic Management: Choose
approaches that provide the
efficacy to achieve goals:
Metformin OR Agent(s) including
COMBINATION therapy that provide
adequate EFFICACY to achieve
and maintain treatment goals
Prioritize avoidance of hypoglycemia in
high-risk individuals
| |

In general, higher efficacy approaches
have greater likelihood of achieving
glycemic goals
Efficacy for glucose lowering
Very High:

Dulaglutide (high dose),
Semaglutide, Tirzepatide
Insulin
Combination Oral, Combination
Injectable (GLP-1 RA/Insulin)
High:

GLP-1 RA (not listed above), Metformin,

SGLTZi, Sulfonylurea, TZD

Intermediate:
DPP-4i

]

Achievement and Maintenance of
Weight Management Goals:

[ Set individualized weight management goals

General lifestyle advice: Intensive evidence-
medical nutrition based structured
therapyleating patterns/ weight management
physical activity program
Consider medication Consider metabolic
for weight loss surgery

Consider regimen with high-to-very-high dual
glucose and weight efficacy

‘When choosing glucose-lowering therapies:

Efficacy for weight loss
Very High:
Semaglutide, Tirzepatide
High:
Dulaglutide, Liraglutide
Intermediate:
GLP-1 RA (not listed above), SGLT2i
Neutral:
DPP-4i, Metformin

4

* In people with HF, CKD, established CVD, or multiple risk factors for CVD, the decision to use a GLP-1 RA or SGLTZi with proven benefit should be independent of background use of metformin; 1 A strong
recommendation is warranted for people with CVD and a weaker recommendation for those with indicators af high CV risk. Moreaver, a higher absolute risk reduction and thus lower numbers needed to treat
are seen at higher levels of baseline risk and should be factored into the shared decision-making process. See text for details: * Low-dose TZD may be hetter tolerated and similarly effective; § For SGLT2i, CW/
renal outcomes trials demonsirate their efficacy in reducing the risk of composite MACE, CV death, all-cause mortality. MI. HHF, and renal outcomes in individuals with TZ0 with established/high risk of CVD;

4 For GLP-1 RA, CVOTs demonstrate their efficacy in reducing composite MACE, CV death, all-cause mortality, MI, stroke, and renal endpoints inindividuals with T2D with established/high risk of CVD.

If A1C above target

4

Identify barriers to goals:
« Consider DSMES referral

to support self-efficacy in achievement of goals

« Consider technology (e.g., diagnostic CGM) to identify therapeutic gaps and tailor therapy

« ldentify and address SDOH that impact achievement of goals

Diabetes Care 2024;47(Suppl. 1):5158-S178

TW1909737031



2024 ADA Standard Care of Diabetes

Goal: Cardiorenal Risk Reduction

USE OF GLUCOSE-LOWERING MEDICATIONS IN THE MANAGEMENT OF TYPE 2 DIABETES

+ASCVD! +Indicators of high risk +HF +CKD

Glycemic Management: Choose Achievement and Maintenance of
Defined differently across While definitions vary, most Current or prior eGFR <60 mL/min per 1.73 m? OR approaches that provide the Weight Management Goals:
CVOTs but all included comprise =55 years of age symptoms albuminuria (ACR 23.0 mg/mmol efficacy to achieve goals:

individuals with established with two or more additional of HF with [30 mg/gl). These measurements
CVD (e.g., ML, stroke, any risk factors (including obesity, documented may vary aver time; thus, a repeat
revascularization procedure). hypertension, smoking, HFrEF or HFpEF measure is required to document CKD.
Variably included: conditions dyslipidemia, or albuminuria)
such as transient ischemic
aﬂn::;l?::::;a;m; +CKD (on maximally tolerated dose

or asymptomatic coronary of ACEi/ARB)

artery disease.
p— PREFERABLY

with proven SGLT2i* with primary evidence of
HF benefit reducing CKD progression
in this Use SGLTZi in people with an eGFR
population 220 mL/min per 1.73 m* once initiated
SGLT2if with proven should be continued until initiat
. f dialysi i
CVD benefit | Crdmlsisor tansplantation
GLP-1 RA with proven CVD bene
SGLT2i not tolerated or contraind

+ASCVD/Indicators of High Risk

GLP-1 RAY with proven
CVD benefit

$i5

VAR

If A1C above target, for patient
SGLT2i. consider incorporatin
GLP-1 RA or vice versa

« For patients on a GLP-1 RA, consider adding SGLTZi with
proven CVD benefit or vice versa
« TID*

[ If additional cardiorenal risk reduction or glycemic lowering needed

* In people with HF, CKD, established CVD, or multiple risk factors for CVD, the decision to use a GLP-1 RA or SGLTZi with proven benefit should be independent of background use of metformin; 1 A strong
recommendation is warranted for people with CVD and a weaker recommendation for those with indicators af high CV risk. Moreaver, a higher absolute risk reduction and thus lower numbers needed to treat
are seen at higher levels of baseline risk and should be factored into the shared decision-making process. See text for details: * Low-dose TZD may be hetter tolerated and similarly effective; § For SGLT2i, CW/
renal outcomes trials demonsirate their efficacy in reducing the risk of composite MACE, CV death, all-cause mortality. MI. HHF, and renal outcomes in individuals with TZ0 with established/high risk of CVD;

4 For GLP-1 RA, CVOTs demonstrate their efficacy in reducing composite MACE, CV death, all-cause mortality, MI, stroke, and renal endpoints inindividuals with T2D with established/high risk of CVD.

Metformin OR Agent(s) including
COMBINATION therapy that provide
adequate EFFICACY to achieve
and maintain treatment goals
Priaritize avoidance of hypoglycemia in physical activity program

high-risk individuals

In general, higher efficacy approaches for weight loss surgery
have greater likelihood of achieving
lycemic goals

Efficacy for glucose lowering
Very High:

B HRE/OCIEEREGERF
[=f==

[ Set individualized weight management goals ]

General lifestyle advice: Intensive evidence-
medical nutrition based structured
therapyleating patterns/ weight management

Consider medication Consider metabolic

Consider regimen with high-to- very-hlgh dual
glucose and weight efficacy

s PEE/PREGE:

I BxEZREMASGLT2i or GLP1A

+ Identify

Identify barriers to goals:
« Consider DSMES referral to support self-efficacy in achievement of goals
« Consider technology (e.g., diagnostic CGM) to identify therapeutic gaps and tailor therapy

and address SDOH that impact achievement of goals

Diabetes Care 2024;47(Suppl. 1):5158-S178

TW1909737031



Higher BMI Is Associated With a Higher Proportion of Patients

With Uncontrolled HbA1lc!t

Proportion of patients with T2D and HbA1c 27% across BMI categories (2019)*

60 - . . .
o 52.7% * Increased BMI is associated with worse
49.4% >0.9% glycaemic control (HbAlc 27%), with each

] 0,
S >0 43.0% 44.5% higher class of BMI having increased
£ a0 proportions of uncontrolled HbA1c.!
kT
g 30 4

« Both BMI and waist circumference (a

20 - correlate or indirect measure of excess
abdominal fat) are strongly associated with
insulin resistance, a core pathophysiological
0 defect in T2D.34

Normal weight Overweight Class | obesity Class Il obesity Class Ill obesity

10 A

18.5-24.9 kg/m? 25.0-29.9 kg/m? 30.0-34.9 kg/m? 35.0-39.9 kg/m? 240.0 kg/m?

BMI classifications?

BMI=body mass index; HbAlc=glycated hemoglobin; T2D=type 2 diabetes mellitus.
1Boye KS, et al. Diabetes Ther. 2021;12(7): 2077-2087. *Centers for Disease Control and Prevention. https://www.cdc.gov/obesity/adult/defining.html. Accessed 27 February 2023. 3Cheng YH, et al. Medicine (Baltimore). 2017;96(39):
e8126. “Racette SB, et al. Diabetes Care. 2006;29(3): 673-678.



Early Weight Reduction Is Associated With Improvement in

HbAlc

100 - Participants Achieving HbAlc <6.5%
by Weight-Loss Category at 24 Months’
70.0%
80 -
60.0% (14/20)
g (15/25)
£ 60 -
c
©
2
B 28.8%
S 401 (21/73)
20 A 5.2%
(8/154)
0
<5 kg 5to <10 kg 10 to <15 kg 215 kg
Weight-Loss Category

Odds ratio (per kilogram of weight loss): 1.25 (95% Cl, 1.16-1.35; P<0.0001)

*DIRECT was a cluster-randomized clinical trial to assess the effect of weight loss on T2D remission. For this post hoc analysis, eligible participants had T2D, were between 20 -65 years of age, and had a BMI of 27-45 kg/m?2. Intervention participants stopped all oral antidiabetes and

antihypertensive drugs at baseline and received a 24-month weight-management program, while control participants remained on diabetes management per current best practices. Participants were not recruited if they had lost >5 kg in the last 6 months or had serious health
problems.

*Participants from the weight-management intervention and standard of care control group were pooled for this analysis by weight-loss category.
Cl=confidence interval; DIRECT=Diabetes Research on Patient Stratification.
1. Lean MEJ, et al. Lancet Diabetes Endocrinol. 2019;7(5):344-355.




Weight loss intervention in an early T2D stage Is associate

with A1C reduction even T2D remission

The DIRECT trial assessed remission of type 2 diabetes during a primary care-led weight-management program.

The DIRECT trial enrolled patients who had T2D for <6 years; results showed that weight loss was associated
with HbAlc <6.5% without the use of antihyperglycemic medications.

Remission of T2D by randomized group Remission of T2D in relation to weight loss

1007 :2: ; (0)::': ::;:(; ;gg ((995;; 2;2951%8834:]31% ?}%%lf) 100~ [ Year 1: odds ratio (per kg weight loss) 1-32 (95% Cl 1.23-1-41; p<0-0001)
' P [ Year 2: odds ratio (per kg weight loss) 125 (95% Cl 1-16-1-35; p<0-0001) 26
1%

R F 80+
= =
5 c 70-0%
2 3
E = y
2 60+  60- 57.1% 60-0%
£ 2
2 45:61% s
< =

W
n 40+ 35-6% S 40 33.9%
g E 28-8%
=] 2
5 £
£ 204 & 20

4-0% 3-4% 36% 52%
[ ] ] 0 I l
0 T T T
n 6 5 I 68 53 n/N . 6/165 8/154 J . 19/56 21/73 3 . 16/28 15/25 J . 31/36 14/20 3
Yearl Year 2 Year1 Year 2
N o ) e s <5 kg 5kgto <10kg 10 kgto <15 kg =15kg
Control Intervention
(n=149) (n=149)

* The intervention consisted of withdrawal of antidiabetes and antihypertensive drugs, total diet replacement, stepped food reintroduction, and structured support for weight-loss maintenance.
* The control participants continued with best-practice routine care with no change to dietary, medication, or exercise advice.
« Definition of remission: A1C < 6.5% and off antidiabetes drugs since baseline.

Lancet Diabetes Endocrinol. 2019;7(5): 344-355.




2024 ADA Standards of Care in Diabetes

l A Focus on Weight-Loss Goals Is Part of Holistic T2D

Management
Weight loss of 3-7% of Sustained loss of >10% of
baseline weight improves body weight usually confers
glycemia and other greater benefits, including
Intermediate disease-modifying effects
cardiovascular risk and possible remission
factors? of T2D?

2 22

aRemission of diabetes is defined as normal blood glucose levels for >3 months in the absence of pharmacological therapy.*
ADA=American Diabetes Association; EASD=European Association for the Study of Diabetes; T2D=Type 2 Diabetes.
Diabetes Care 2024;47(Suppl. 1):5145-5157



ADA-EASD Consensus Report

Highlights of Guideline-based Recommendations for Weight

Management in T2D1:2"

4 . N
Pa. Exercise

\ ’j ) As little as 30 minutes a week of
moderate-intensity physical activity
improves metabolic profiles

* Break up prolonged sitting every 30 minutes with
short bouts of physical activity

* Aim to increase average steps per day by 500
\ J

Sleep
Sleep disorders are common in people
with T2D and are associated with an
increased risk of obesity and
impairments in glucose metabolism

e Aim for consistent, uninterrupted sleep
e “Catch-up” weekend sleep alone is not enough to

reverse the impact of insufficient sleep )

4 . . N
Nutrition
Accommodate individual preferences
while aiming for a net energy deficit that
can be maintained%%1
e Consider low-calorie diets, including nutrient-dense
foods such as whole grains, vegetables, fruits, legumes,
low-fat dairy, lean meats, nuts, and seeds
\_
( [ ] L]
Medication
Medications for T2D that support
weight management are effective
adjuncts to healthy behaviors
* Newer therapies for T2D have demonstrated very
high efficacy for weight management in people with
T2D and excess weight
\_

*Discussion of metabolic surgery deferred as it does not apply to patient case. *According to the ADA, weight loss can be attained with lifestyle programs that achieve a 500-750 kcal/day
energy deficit or provide ~1200-1500 kcal/day for women and 1500-1800 kcal/day for men, adjusted for the individual’s baseline body weight.?

1. Davies MJ, et al. Diabetes Care. 2022;45(11):2753-2786.
2. American Diabetes Association. Diabetes Care. 2017;40(suppl 1):533-543.




DIiRECT Clinical Trial:

Achieving and Maintaining Weight Loss Associated With
Lifestyle Interventions Alone Can Be Challenging'?

Despite a high level of support for lifestyle changes and additional support of
relapse management during the maintenance phase!:

ny,

of participants in the
intervention group were
able to maintain the weight
loss for 2 years!?

of participants in the
(o) (Y P
24 A) intervention group achieved
15 kg of weight loss at 12
months

12 Months 24 Months

In a post hoc analysis, only 24% of participants were able to achieve 210 kg of weight loss at 2 years!

1. Lean MEJ, et al. Lancet Diabetes Endocrinol. 2019;7(5):344-355.
2. Davies MJ, et al. Diabetes Care. 2022;45(11):2753-2786.




Look AHEAD:

Maintaining Initial Weight Loss is Possible but Challenging for
Patients with T2D

' Patients who received intensive lifestyle intervention, including ongoing monthly support:

e achieved the highest amount of reduction in body weight and waist circumference at 1 year

* regained a portion of initially lost weight and waist circumference over the course of the study (10 years).

Changes in weight Changes in waist circumference
100 =
S 114 -\\’/‘/‘/‘\/\/\
— g Control
2 o S
= @
%a .g 112 =
‘0
s 9% § Intervention
: S
o £ 110 =
E 94 g
Intervention
s c
£ o
£ 108 —
5 92 - E
= ]
-
£
90 —’, 'ﬁ 106 —’,
of Main effect, -4 (95% Cl, -5 to -3) P<0.001 w { Main effect, -3.2 (95% Cl, -3.9 to -2.4) P<0.001
0 =7 T T T T T T T T T T 0 =7 T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 0 1 2 3 4 5 6 7 8 9 10

Year Year

Look AHEAD was a multicenter, randomized, controlled trial of lifestyle intervention in 5145 overweight or obese individuals with T2D aged 45—67 years old.
Cl=confidence interval; T2D=type 2 diabetes mellitus.
Look AHEAD Research Group. N Engl J Med. 2013;369(2): 145—154.




Insulin-stimulated glucose disposal in people before

and 1 year after Roux-en-Y gastric bypass

Obese BMI, normal

Obese BMI, type 2

Lean BMI, normal

glucose tolerance diabetes glucose tolerance
Before After Before After
Insulin-stimulated 26-2 (#13-5) 385% (x13-1)| 157(222-4) 42-2* (¢8-2)| 64-0(x17-1)

glucose disposal
(pmol/min per kg/FFM)

Values are mean (+SEM). Data from Camastra et al.* FFM=fat-free mass. *p=0-002 after versus before Roux-en-Y

gastric bypass.

Lancet Diabetes Endocrinol 2024; 12: 674—-80
Diabetologia 2011; 54: 2093-102

TW1909737031



Normal glucose tolerance and lean
Liver

White adipose tissue

Genetic insulin resistance

Type 2 diabetes and lean

Obesity insulin resistance

uptake

Increased ASQVD

k—y Increased lipolysis

Insulin sensitiser

Type 2 diabetes with obesity

‘e

GLP-1RA

N ‘e
-
-~ " o
-
e ol
o
-2 -
»
TR, ™

¢ Greatly increased
lipolysis

« "4 . Lipid droplets

Lancet Diabetes Endocrinol 2024;

12: 674-80

TW1909737031



Pharmacologic
Recommendation

*In people with HF, CVD, established CVD, or multiple risk factors for CVD, the decision to use a GLP-1 RA or SGLT1i with proven benefit should be independent of background use of metformin. *A strong recommendation is warranted for people with CVD and a weaker
recommendation for those with indicators of high CV risk. Moreover, a higher absolute risk reduction and thus lower numbers needed to treat are seen at higher levels of baseline risk and should be factored into the shared decision-making process. ¥For GLP-1 RA, CVOTs
demonstrate their efficacy in reducing composite MACE, CV death, all-cause mortality, Ml, stroke, and renal endpoints in individuals with T2D with established/high risk of CVD. $For SGLT2i, CV/renal outcomes trials demonstrate their efficacy in reducing the risk of
composite MACE, CV death, all-cause mortality, MI, hHF, and renal outcomes in individuals with T2D with established/high risk of CVD. ILow-dose TZD may be better tolerated and similarly effective. ACEi=angiotensin-converting enzyme inhibitor; ACR=albumin-to-
creatinine ratio; ARB=angiotensin receptor blockers; ASCVD=atherosclerotic cardiovascular disease; CKD=chronic kidney disease; CVD=cardiovascular disease; CVOT=cardiovascular outcome trial; eGFR=estimated glomerular filtration rate; HF=heart failure; HFpEF=heart
failure with preserved ejection fraction; HFrEF=heart failure with reduced ejection fraction; hHF=hospitalization for heart failure; MACE=major adverse cardiovascular events; Mi=myocardial infarction; SGLT2i=sodium-glucose cotransporter 2 inhibitor. 1. Davies MJ, et al.

Diabetes Care. 2022;45(11):2753-2786.

2024 ADA Standards of Care

Achievement and Maintenance of
Weight-Management Goals:

Set individualized weight-management goals

General lifestyle advice: Intensive, evidence-
medical nutrition based, structured weight-
therapy/eating patterns/ management program

physical activity

Consider medication for Consider metabolic
weight loss surgery

When choosing glucose-lowering therapies:

Consider regimen with high-to-very-high dual glucose and
weight efficacy

Efficacy for weight loss

Very High:
Semaglutide, tirzepatide

l‘l%ll.
Dulaglutide, liraglutide

Intermediate:
GLP-1 RA (not listed above), SGLT2i

Neutral:
DPP-4i, metformin

American Diabetes Association Diabetes Care, American Diabetes Association, 2022. Copyright and all rights reserved.
Material from this publication has been used with the permission of American Diabetes Association.
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Tirzepatide Improves Insulin Sensitivity in Type 2 Diabetes

30

—-
=

'
—
=

o
S

J

(computed with fasting insulin)

1——!

HOMAZ2-IR

%Change

from Baseline
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Outline

« The Next Generation Incretin Therapy

T2D=type 2 diabetes mellitus.



Proposed Actions of GIP Receptor Agonist and GLP-1

Receptor Agonist in Humans

GLP-1 Receptor Agonism — — GIP Receptor Agonism
entral Nervous system

Central Nervous System
« | Food intake

* | Nausea

- | Body weight

Central Nervous System
* | Food Intake

* 1 Nausea

- | Body Weight

Pancreas
* 7 Insulin
» 7 Glucagon

Pancreas
* 7 Insulin
» | Glucagon

Stomach Subcutaneous White Adipose
+ | Gastric Emptying T Tissue
White Adipose * 1 Insulin Sensitivity

@ GLP-1 Receptor Agonism

@ GIP Receptor Agonism

Disclaimer: Actions of GIP mentioned above are proposed and based on clinical and preclinical studies, and not all have been confirmed in humans.
Data presented in this figure come from human and animal studies.

GIP = glucose-dependent insulinotropic polypeptide; GLP-1 = glucagon-like peptide-1.

Samms RJ, et al. Trends Endocrinol Metab. 2020;31(6):410-421.



GIP Receptor Agonism for Regulation of Lipid Metabolism in

Adipocytel®

Proposed Fed/Fasted Model of GIPR Agonism to Enhance Nutrient Partitioning

GIP

(fed)
Enhanced lipid
partitioning into

adipose

1 Insulin secretion
* (Glucose dependent)
* Clears PPG

1 Triacylglycerol hydrolysis
1 FFA uptake
1 Glucose uptake

GIP regulation of plasma lipid and glucose under
postprandial/hyperglycemic conditions

Native GIP infusions demonstrate enhanced
triglyceride clearance.

GIP
(fasted)
nhanced lipid efflux
R —~

E
"!" -

YA

1 Glucagon secretion

* (Low glucose)

* 1 Hepatic gluconeogenesis
* 1 Hepatic oxidation

1 Lipolysis
* 1 FFA release
* 1 Glycerol release

GIP regulation of plasma lipid and glucose under
postabsorptive/fasted/hypoglycemic conditions

Native GIP infusions demonstrate elevated
FFA and glycerol in hypoglycemic
clamp recovery (insulin off), suggesting the
potential to regulate lipolysis.

1. Asmar M, et al. Diabetes. 2017;66(9):2363-2371. 2. Asmar M, et al. Am J Physiol Endocrinol Metab. 2010;298(3):E614-621. 3. Data on File. Eli Lilly and Company. 2021. 4. Data on File. Eli Lilly and Company. 2021.

5. Kim SJ, et al. J Biol Chem. 2007;282(12):8557-8567. 6. Regmi, Ajit et al. Cell Metab. 2024 Jul 2;36(7):1534-1549.e7.



\.

Tirzepatide: A Once-Weekly GIP/GLP-1 Receptor Agonist

« Tirzepatide is a long-acting GIP receptor and GLP-1 —» — Tirzepatide GIPreceptor @8 . Tirzepatide

G LP_l receptor agonlstl rece.ptor 77777 (red) (dark blue) 77777777 ( 7Iight blue)
(beige)

Trans-membrane
domain

« Itis an amino acid sequence including a C20
fatty diacid moiety that enables albumin binding
and prolongs the half-lifel

_ G protein
subunits

* Mean half-life of approximately 5 days (116.7 h),
enabling once-weekly dosing?

. . . . Ab E G T (F T (S 'D
* Its plasma concentrations in patients with renal O

and hepatic impairment do not differ from those

: 2
in healthy people C20 diacid-y-Glu-(AEEA),-

HN- (s (P (P (P (A G (s (s (P

GIP=Glucose-Dependent Insulinotropic Polypeptide; GIPR=Glucose-Dependent Insulinotropic Polypeptide Receptor; GLP-1R=Glucagon-Like Peptide-1 Receptor.
1. Coskun T, et al. Mol Metab. 2018;18:3-14. 2. Urva S, et al. Diabetes. 2020;69(1):Abstract 971-P.

© 2024 Eli Lilly and Company.



Mechanism of Action of Tirzepatidel3

Central N Syst

entral Nervous System Central Nervous System
- | Appetite!
- | Food intake!

Liver
« | Liver fat content®

Pancreas

* Improves B-cell glucose sensitivity?
* 1 Insulin secretion?

» | Glucagon secretion?

Stomach

Systemic . : o
Action | Gastric Emptying

Systemic Action
* 1 Insulin Sensitivity?

SC = subcutaneous.
1. Heise T, et al. Oral presentation at: ADA 2022. Abstract 338-OR. 2. Heise T, et al. Lancet Diabetes Endocrinol. 2022;10(6):418-429. 3. Gastaldelli A, et al. Lancet Diabetes Endocrinol.

2022;10(6):393-406. 4. Samms RJ, et al. Trends Endocrinol Metab. 2020;31(6):410-421.
© 2023 Eli Lilly and Company.



SURMDUNT-MMO (NCT05556512):

N=15000 without diabetes 2ged 240 with established CV disease or 250 (for women 2355) with multiple CV risk factars

Primary oulcome: time to first occurrence of any component event of cemposite (all-cause death, neafatal myocardial infasction, nosfatal stroke,
coronary revascularization, or heart failure events)

« Phase 3 study. Comparator: Placebo

« Start date: Oclober 2022, Estimated completion date: October 2027

SURPASS-CVOT (NCT04255433):
N=13,299 with T20M, BMI 225 kg/m” and confirmed atherosclerotic CV disease
SWITCH 5564029) - Primary sutcome: ime 4o fiest occurrence of death from CV causes, myocasdial infarction, or siroke
SO o o ).' « Phase 3 study, comparater: Detaglatide
N+250 with T20M, BME:25 kg/m® and being o dulaglutide 8.75 oc 1.5mg ance weekly « Startdate: May 2020, Estimated completion date: Octabes 2026
Primary outcome: change from basaline in HhATc at 40 weeks
« Phase 4 study, comparator: Dulaglutide escalated dose

« Start date- Decamber 2022, Estimated etien date: September 2024
= st cossimes ! SYNERGY-NASH (NCT04166773):
N=196 with BMI between 27 and 50 kg/m* and histelogic diagnosis of NASH with stage 2 or 3 fibrasis by liver biopsy
Primary owtcome: % of participants with absence of KASH with no worsening of flirosis on liver histology at 52 weeks

Ne412 without diabetes, with BMI=30 ky/m’ and moderate to severe sleep apaoea at J \ « Start date: November 2019, Estimated completion date: December 2023
the trial screening
Primary owtcome: % chasge from baseline in apnea-hypognea index at 52 weeks
* Phase 3 study. Comparator: Placeho G ’ e
« Start date: June 2022, Estimated complotion date: February 2026 | o W SURMOUNT-J (NCTO844918}: )

N=261 without dizbetes {Japanese population) wha have BMI between 27 - 35 ka/m” with at least 2 obesity-related

complication or 235 kgim’ with at teast 1 abesity-related complication.

Primary sutcome: I) % of participants achieving £5% weight loss at 72 weeks, i) % change in bady weight at 72 weeks
SUMMIT (NCT04847557): « Phase  study, Comparater: Placebo
N700 with BMI230 kg/m® and a diageosis of stable heart failure VYA class ||-1V) with LVEF 250% « Start date; May 2020, Estimated completion date: June 2023
Primary outcome: i) An herarchical composite of all-cause meetality, heart failure cvents, &-minute walk test distance
(6MWD) and Kansas City Cardiomyegathy Ouestioanaire Clisical Summary Score, i) Change from baseline in exercise cagacity
as measured by SMWD 3t 52 weeks SURMOUNT-3 (NCTBA657016):
+ Phase 3 study. Comparator: Placsbo N=800 withost diabetes wha have BME 27 kgim’ with weight-related complicatiens or BME: 30 ky/m and
* Start date: April 2021, Estimated completian date: November 2023 have follawed an intemsive lifestyle program far weight lass

Primary outcome: i} % change in bedy weight at 72 weeks after randomisation, il) % of participents
, achieving 5% weight loss at 72 wesks 2fter randomisation

SURMOUNT-4 (NCT04660643): - + Phasz 3 study. Comparator: Placebo ,
H<750 withaut Gabetes wha have BME: 27 kgfm’ with weight-elated complications or BMia * Start date: Mavch 2021, Estimaled completion dote: Woy 2023
30 iegim?. The study bas 2 lead-in phase (3l participants taking tirzepatide) and 2 treatment R
phase i which garticipants will either contisue tirzepatide or switch to placedo.
Primary owicome: % chasge in hody weight from randomisation at week 36 SURMOUNT-2 (NCT04657003)
. Pﬁuaw“wmy;MO — ldﬂmsllzvhgln’admm
« Start date: March 2021, Estimated completion date: June 2023 Primary outcome: i} % change in body weight at 72 weeks, i) % of particigants achieving 25%
wiight loss at 72 weeks
+ Phaso 3 stedy, Comparator: Placebs
+ Start date: March 2021, Estimated completion dae: Agril 2023

SURPASS-6 (NCT04537923): SURMOUNT-CN (NCT05024032):
SURPASS-AP-Combo (NCT04093752) 1,428 with T2DN and being on basal insulin =210 withoet diabetes (Chinese populatian) who have BMI228 ka/m’ or 224 ke/m” with at least one obesity-related complication
Ne917 with TZ0M frem Asian-Pacific egion Primary sutceme: change fram baseline in HbATc at 52 weeks Primary outcome: i) mean % change in bady weight at 52 weeks. il) % of participants achieving 25% weight less at 52 weeks
2 . * Phase 3 study, comparator: Insulin Lispro (U100) * Phase 3 stedy, Comparator: Placebo
Primary outcome: mean chasge from baseline io HbA1c at 40 weeks 5 ; A : E 3 : .
o Piads sl comprnhet el Bled Start date: October 2020, Estimated completion date: November 2022 Start date: September 2021, Estimated completion date: December 2022

« Start date; December 2019, Estimated completion date: November 2021

*Please note that many treatments mentioned on this page are currently undergoing clinical trials. Adhere to prescribed treatments within the current
epir7ASINl approved labels, and Tirezepatide is approved for Type 2 Diabetes in Taiwan




SURPASS General Study Design'®

TZP 5 mg QW

2.5mg Sl

TZP 10 mg QW

2.5 mg 5mg 7.5 mg 10 mg

(@]
= Safety
(=
o follow-up
5) TZP 15 mg QW
2.5 mg 5 mg
Injectable placebo or active comparator QW
4 weeks
I I I I I I I 1
0 4 8 12 16 20 40, 52, or 104
Randomization Primary endpoint

End of treatment

Primary Objective: Superiority and/or noninferiority of TZP 5 mg and/or 10 mg and/or 15 mg vs.
placebo or active comparator in mean change in HbAlc from baseline at 40 or 52 weeks.

HbA1c = glycated hemoglobin; QW = once weekly; TZP = tirzepatide.
1. Rosenstock J, et al. Lancet. 2021;398(10295):143-155. 2. Frias JP, et al. N Eng J Med. 2021;385(6):503-515. 3. Ludvik B, et al. Lancet. 2021;398(10300):583-598. 4. Del Prato S, et al.
Lancet. 2021;398(10313):1811-1824. 5. Dahl D, et al. JAMA. 2022;327(6):534-545. 6. Rosenstock J, et al. Poster presented at: ADA 2023. Poster 750-P.



%

Duration of T2 Early Established Established Advanced Advanced Early Established
(mean, yea (4.7 years) (8.6 years) (8.4 years) (11.8 years) (13.3 years) (4.7 years) (8.5 years)
Baseline HbATc () 7.94% 8.28% BIT% 8.52% 8.31% 8.2% 8.6%
Trial and sett SURPASS-1 SURPASS-2 SURPASS-3 SURPASS-4 SURPASS-5 SURPASS J-mono SURPASS J-combo
Ig vs placebo vs semaglutide vs insulin degludec vs insulin glargine vs placebo vs dulaglutide o comparator
Background ngirnln Diet and exercise Met Met = SGLT2i Met = S6LT2i = SU Insulin = Met Diet and exercise OAD monotherapy
Comparator! dobe Tirz Pbo Tirz Sema Tirz Degl Tirz Glar Tirz Pbo Tirz Dula Tinz
d Smg 10mg 15mg 5mg 10mg 15mg 1mg Smg 10mg 13mg 5mg 10mg 15mg 5mg 10mg 15mg Smg 10mg 15mg 0.75mg 5mg 10mg 15mg
Primary amlrh 40 weeks i weeks 52 weeks 52 weeks 40 weeks 52 weeks 52 weeks
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Duration of T2D Early Established Established Advanced Advanced Early Established Without

(mean, yea (4.7 years) (B.6 years) (8.4 years) (11.8 years) (13.3 years) (4.7 years) (8.4 years) Diabetes
Baseline weight "‘4 9.9 93.7 943 90.3 952 182 75 1048
Trial and settinl SURPASS-1 SURPASS-2 SURPASS-3 SURPASS-4 SURPASS-5 SURPASS J-mono SURPASS J-combo SURMOUNT-1
vs placebo vs semaglutide w5 insulin degludec vs insulin glargine vs placebo vs dulaglutide No comparator vs placebo
Background regirrlll Diet and exercise Met Met = SGLT2i Met + SGLT2i « SU Insulin + Met Diet and exercise 0AD monotherapy Diet and exercise
Comparator/ :Iosl Tirz Phbo Tirz Sema Tirz Degl Tirz Glar Tirz Pbo Tirz Dula Tirz Tirz Pbo
Smg 10mg 15mg Smg 10mg 15mg 1mg Smg 10mg 15mg S5mg 10mg 15mg Smg 10mg 15mg S5mg 10mg 15mg 0.75mg 5mg 10mg 15mg 5mg 10mg 15mg
Primary analjrsil 40 weeks &0 weeks 52 weeks 52 weeks 40 weeks 52 weeks 52 weeks T2 weeks
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Duration of T20M

(mean, years)

Early
(6.7 years)

Established
(8.4 years)

Established
(8.4 years)

Advanced
(11.8 years)

Advanced
(13.3 years)

Early
(6.7 years)

Established
(8.6 years)

Baseline HbATc (%)

7.96%

8.28%

8.17%

8.52%

£.31%

1.2%

B.6%

Trial and settin SURPASS-1 SURPASS-2 SURPASS-3 SURPASS-4& SURPASS-5 SURPASS J-mono SURPASS J-combo
. vs placebo vs semaglutide vs insulin degludec vs insulin glargine ¥s placebo vs dulaglutide o comparator
Background regimen Diet and exercise Met Met + SGLTZi Met = S6LT2i + SU Insulin = Met Diet and exercise 0AD monotherapy
Tirz Pbo Tirz Sema Tirz Degl Tirz Glar Tirz Pbo Tirz Dula Tinz
Comparator/ dose
Smg 10mg 15mg Smg 10mg 15mg 1mg 5mg 10mg 15mg 5mg 10mg 15mg 5mg 10mg 15mg 5mg 10mg 15mg 0.75mg Smg 10mg 15mg
Primary analysis 40 weeks 40 weeks 52 weeks 52 weeks &0 weeks 52 weeks 52 weeks
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Duration of T2DM

Early

Established

Established

Advanced Advanced Early Established Without
(mean, years) (4.7 years) (B.6 years) (8.4 years) (11.8 years) (13.3 years) (4.7 years) (8.4 years) Diabetes
Baseline weight (kg) 8.9 93.7 9.3 90.3 95.2 782 15 1048
Trial and settin SURPASS-1 SURPASS-2 SURPASS-3 SURPASS-& SURPASS-5 SURPASS J-mono SURPASS J-combo SURMOUNT-1
’ vs placebo vs semaglutide w5 insulin degludec vs insulin glargine vs placebo vs dulaglutide No comparator vs placebo
Background regimen Diet and exercise Met Met = SGLT2i Met + SGLT2i « SU Insulin + Met Diet and exercise 0AD monotherapy Diet and exercise
Comparator] dose Tirz Pho Tirz Sema Tirz Degl Tirz Glar Tirz Pbo Tirz Dula Tirz Tirz Pbo
; Smg 10mg 15mg Smg 10mg 15mg 1mg Smg 10mg 15mg S5mg 10mg 15mg Smg 10mg 15mg S5mg 10mg 15mg 0.75mg 5mg 10mg 15mg 5mg 10mg 15mg
Primary analysis 40 weeks &0 weeks 52 weeks 52 weeks 40 weeks 52 weeks 52 weeks T2 weeks
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Duration of T20M Early Established Established Advanced Advanced Early Established
(mean, years) (4.7 years) (8.6 years) (8.4 years) (11.8 years) (13.3 years) (4.7 years) (8.5 years)
Baseline HbAlc (%) 194% 8.28% 817% 8.52% £.01% 8.2% B.6%
Trial and setin SURPASS-1 SURPASS-2 SURPASS-3 SURPASS-4 SURPASS-5 SURPASS J-mono SURPASS J-combo
. vs placebo vs semaglutide vs insulin degludec vs insulin glargine vs placebo vs dulaglutide No comparator
Background regimen Diet and exercise Met Met + SGLTZi Met = SGLT2i « SU Insulin = Met Diet and exercise 0AD monotherapy
Tirz Pbo Tirz Sema Tirz Degl Tirz Glar Tirz Pbo Tirz Dula Tinz
Comparator/ dose
Smg 10mg 15mg Smg 10mg 15mg 1mg 5mg 10mg 15mg 5mg 10mg 15mg Smg 10mg 15mg Smg 10mg 15mg 075mg Smg 10mg 15mg
Primary analysis 40 weeks 40 weeks 52 weeks 52 weeks 40 weeks 52 weeks 52 weeks
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Duration of T20M Early Established Established Advanced Advanced Early Established Without
(mean, years) (4.7 years) (B.6 years) (8.4 years) (11.8 years) (13.3 years) (4.7 years) (8.4 years) Diabetes
Baseline weight (kg) 8.9 93.7 943 90.3 952 182 75 1048
Trial and setting SURPASS-1 SIIHH.SS-.Z .F:IJI!.FISS-I .SllHil’ASS-i. SURPASS-5 SURPASS J-|:|'|n|'|n SURPASS J-combo SURMOUNT-1
vs placebo vs semaglutide w5 insulin degludec vs insulin glargine vs placebo vs dulaglutide No comparator vs placebo
Background regimen Diet and exercise Met Met = SGLT2i Met + SGLT2i = SU Insulin + Met Diet and exercise 0AD monotherapy Diet and exercise
Comparator/ dose Tirz Pho Tirz Sema Tirz Degl Tirz Glar Tirz Pbo Tirz Dula Tirz Tirz Pbo
Smg 10mg 15mg Smg 10mg 15mg 1mg Smg 10mg 15mg S5mg 10mg 15mg Smg 10mg 15mg S5mg 10mg 15mg 0.75mg 5mg 10mg 15mg 5mg 10mg 15mg
Primary analysis 40 weeks &0 weeks 52 weeks 52 weeks 40 weeks 52 weeks 52 weeks T2 weeks
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Proportion of Patients Achieving HbAlc <7.0%

Efficacy Estimand

Study SURPASS-1! SURPASS-22 SURPASS-33 SURPASS-44 SURPASS-5° SURPASS-6°
Duration 40 Weeks 40 Weeks 52 Weeks 52 Weeks 40 Weeks 52 Weeks
120 -
(=] 97*
S 100 4 92+ 92+ 93* o 93+ —__ 94*
N 87* 88* g6t 88
6 80*
2 80 A
@©
==
o O
SR 61*
I3 60 -
T e
S
38 401
ey
(@]
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2 20
S 20 -
=
o
0 -
[ TZP 5 mg B TZP 10 mg B TZP 15mg B Active comparator B Placebo ]
Superiority vs. Placebo SEMA 1 mg Insulin degludec Insulin glargine Placebo Insulin lispro
Background Monotherapy Add-on to MET Add-on to MET Add-on to MET, Add-on to insulin Add-on to insulin

therapy or MET + SGLT2i SGLT2i, or SU glargine * MET glargine # MET

*p<0.001, tp<0.05 vs. placebo or active comparator.

Data are estimated mean; mITT population (efficacy analysis set). Logistic regression.

DPP4i= Dipeptidyl Peptidase-4 Inhibitor; HbAlc = glycated hemoglobin; MET = metformin; mITT = modified intent-to-treat; SEMA = semaglutide; SGLT2i = sodium-glucose co-transporter-2
inhibitor; SU = sulfonylurea; TZP = tirzepatide.

1. Rosenstock J, et al. Lancet. 2021;398(10295):143-155. 2. Frias JP, et al. N Eng J Med. 2021;385(6):503-515. 3. Ludvik B, et al. Lancet. 2021;398(10300):583-598. 4. Del Prato S, et al. Lancet.
2021;398(10313):1811-1824. 5. Dahl D, et al. JAMA. 2022;327(6):534-545. 6. Rosenstock J, et al. Poster from: ADA 2023. Poster 750-P.

© 2023 Eli Lilly and Company.



Proportion of Patients Achieving HbAlc <5.7%

Efficacy Estimand

Study SURPASS-11 SURPASS-22 SURPASS-33 SURPASS-44 SURPASS-5° SURPASS-6°
Duration 40 Weeks 40 Weeks 52 Weeks 52 Weeks 40 Weeks 52 Weeks
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[ TZP 5 mg B TZP10mg B TZP 15mg B Active comparator B Placebo ]

Superiority vs. Placebo SEMA 1 mg Insulin degludec Insulin glargine Placebo Insulin lispro
Background Add-on to MET Add-on to MET, Add-on to insulin Add-on to insulin
therapy Monotherapy Add-on to MET or MET + SGLT2i SGLT2i, or SU glargine + MET glargine £ MET

*p<0.001 vs. placebo or active comparator.

Data are estimated mean; mITT population (efficacy analysis set). Logistic regression.

HbAlc = glycated hemoglobin; MET = metformin; mITT = modified intent-to-treat; SEMA = semaglutide; SGLT2i = sodium-glucose co-transporter-2 inhibitor; SU = sulphonylurea; TZP = tirzepatide.
1. Rosenstock J, et al. Lancet. 2021;398(10295):143-155. 2. Frias JP, et al. N Eng J Med. 2021;385(6):503-515. 3. Ludvik B, et al. Lancet. 2021;398(10300):583-598. 4. Del Prato S, et al. Lancet.
2021;398(10313):1811-1824. 5. Dahl D, et al. JAMA. 2022;327(6):534-545. 6. Rosenstock J, et al. Poster presented at: ADA 2023. Poster 750-P.



Overview of Adverse Events

SURPASS-2 v.s. semaglutide 1 mg

Tirzepatide Tirzepatide Semaglutide
10 mg 15 mg 1 mg
Parameters N=469 N=470 N=469
Participants with 21 TEAE 299 (63.6) 322 (68.7) 324 (68.9) 301 (64.2) 1246 (66.3)
Participants with 21 SAEs 33 (7.0) 25 (5.3) 27 (5.7) 13 (2.8) 98 (5.2)
Deaths? 4 (0.9) 4 (0.9) 4 (0.9) 1(0.2) 13 (0.7)
ﬁrEZSe F'JZ?%Q%:‘)SS;:;;&'&Z&I'O” of 28 (6.0) 40 (8.5) 40 (8.5) 19 (4.1) 127 (6.8)
AEs occurring in 25% of patients in
any treatment group
Nausea 82 (17.4) 90 (19.2) 104 (22.1) 84 (17.9) 360 (19.2)
Diarrhoea 62 (13.2) 77 (16.4) 65 (13.8) 54 (11.5) 258 (13.7)
Vomiting 27 (5.7) 40 (8.5) 46 (9.8) 39 (8.3) 152 (8.1)
Dyspepsia 34 (7.2) 29 (6.2) 43 (9.1) 31 (6.6) 137 (7.3)
Decreased appetite 35 (7.4) 34 (7.2) 42 (8.9) 25 (5.3) 136 (7.2)
Constipation 32 (6.8) 21 (4.5) 21 (4.5) 27 (5.8) 101 (5.4)
Abdominal pain 14 (3.0) 21 (4.5) 24 (5.1) 24 (5.1) 83 (4.4)
All gastrointestinal AEs 188 (40.0) 216 (46.1) 211 (44.9) 193 (41.2) 808 (43.0)

aDeaths are also included as SAEs and discontinuations due to AE.

Note: Data are n (%); mITT population (safety analysis set). Patients may be counted in more than 1 category.
AE=Adverse Event; SAEs=Serious Adverse Events; TEAE=Treatment-Emergent Adverse Event.

Frias JP, etal. N Engl J Med. 2021;385(6):503-515.



Incidence of Nausea Over Time Through 40 Weeks

SURPASS-2_v.s. semaglutide 1 mg
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Most cases of nausea were mild to moderate, transient, and
occurred during the dose-escalation period in all groups

Data are percentage of participants who reported a new event relative to participants at risk during a time interval; mITT population (safety analysis set). Shaded areas indicate the period of time before reaching the maintenance dose of the
study treatments. Incidence refers to the proportion of participants who have a new event during a time interval. mITT = modified intent to treat; SEMA = semaglutide; TZP = tirzepatide.
Frias JP, et al. N Eng J Med. 2021;385(6):503-515.

© 2022 Eli Lilly and Company.
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Summary

@ Tirzepatide is a single molecular GIP/GLP-1 receptor agonist that targets both GLP-
1 and GIP receptors

@ Tirzepatide could improve beta-cell and whole-body insulin sensitivity, and also
decrease liver fat content

@ In the SURPASS clinical trial program, treatment with tirzepatide 5, 10, and 15 mg in
people with T2D:

— Arobust and clinically relevant lowering of HbAlc and weight greater than placebo,
semaglutide 1 mg, and basal insulin

@ The most common AEs with tirzepatide treatment were gastrointestinal in nature,
mostly mild or moderate in severity and occurred early (during dose-escalation)
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