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Disclosure of Financial Support T

» Financial support from Eli Lilly Canada « Faculty members have received honoraria
Inc. in the form of an educational grant from the CPD Network
* In-kind support from Eli Lilly Canada Inc  Eli Lilly Canada Inc. benefits from the sale
in the form of logistical support of products that may be discussed in this
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Mitigation of Potential Bias o L

The CPD Network is a not-for-profit physician organization that received an educational
grant to develop this program. The CPD Network engaged the scientific planning committee
and participated in the development of the program content and format.

The scientific planning committee was solely and fully responsible for developing the
program content and was involved at all stages of CME development to achieve scientific
integrity, objectivity and balance. Eli Lilly Canada Inc. provided funding for content
development and this CME event, but was not involved in any aspect of the program
development process.

Any discussion of products outside of their indications represents the personal opinion of the
presenter and unsolicited questions should be directed to the presenter.
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Certification

College of Family Physicians of Canada (CFPC)

This 1-credit-per-hour Group Learning activity has been approved by the College of Family
Physicians of Canada and the [insert chapter name] Chapter for up to 3 Mainpro+ credits.




This educational event was organized in adherence to the "“"QDEC.DE
guiding principles of Diversity & Inclusion as stated in:

www.theMedEdPledge.com
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Program Agenda for 1.5-hour Events "MQnecme

10 minutes

5 minutes

10 minutes

30 minutes

25 minutes

5 minutes

5 minutes

Introduction, disclosure slides, SPC, learning objectives, pre-test polling
guestions

Meet our Patient - Andrée

Type 2 Diabetes: Treatment Goals and Unmet Needs — didactic presentation

A New Class of Antinyperglycemic Medication: GLP-1 / GIP Dual Receptor
Agonists

What if Scenarios
Post-Test Polling Questions

Conclusion and Closing remarks
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Program Learning Objectives T

At the conclusion of this program, participants will be better able to:

|dentify treatment gaps Incorporate new
Explain the key goals of among patients with treatment options in the
therapy for patients with type 2 diabetes (T2D) decision-making
T2D beyond reduction with the existing process for optimal
of A1C classes of holistic management of
antihyperglycemic people with T2D

therapy in Canada

A1C, glycated hemoglobin; T2D, type 2 diabetes; 9



etting to oal

Attaining A1C Targets in Type 2 Diabetes

10



Pre-Test Question #1

According to Diabetes
Canada’s clinical practice

guidelines, what is the
target A1C for people with
type 2 diabetes at low risk
of hypoglycemia?

moowy

<57%
<6.0%
<6.5%
<7.0%
<7.5%

11



Pre-Test Question #2

Tirzepatide works through
dual agonism of the

glucagon-like peptide-1
(GLP-1) receptor and
which other receptor?

=

Angiotensin |l receptor

Dipeptyl peptidase (DPP) 4
receptor

Glucose-dependent
iInsulinotropic polypeptide
(GIP) receptor

Sodium-glucose co-
transport-2 (SGLT2)
receptor

None of the above

DPP4, Dipeptidyl peptidase 4; GIP, Glucose-dependent insulinotrophic polypeptide,
GLP-1, glucagon-like peptide 1; SGLT2, Sodium-glucose co-transport 2



Pre-Test Question #3

From a mean baseline A1C of
8.3% in the SURPASS-2 study,
the mean A1C reduction for

semaglutide 1 mg was 1.9% at
40 weeks (efficacy estimand).
What was the mean A1C
reduction for tirzepatide 15
mg at 40 weeks?

A. 1.3%
B. 2.0%
C. 2.5%
D. 3.2%

A1C, glycated hemoglobin; 13



Consider This Patient, Andrée

History

52-year-old female

10-year history of type 2 diabetes
Long history and ongoing
struggles with her weight

Has consulted with a dietitian
twice and has found
implementing dietary
recommendations challenging

A1C: 8.3%

eGFR and UACR in normal
range

Lipids at target

T.MQ
DECIDE

Physical examination

« Height: 160 cm

Weight: 72 kg

« Body mass index: 28.1 kg/m?
Waist circumference: 92 cm
BP: 124/76 mmHg

Medications
Andrée decided to stop the

gliclazide on her own after
reading about SUs and
hypoglycemia

* Metformin 1 g b.i.d.

* Gliclazide MR 60 mg q.d.
« Perindopril 8 mg q.d.

« Atorvastatin 20 mg q.d.

@

A1C, glycated hemoglobin; b.i.d., twice daily; BP, blood pressure; eGFR, estimated glomerular filtration rate; MR, modified release; q.d., once daily; SU, sulfonylurea;
UACR, urine albumin-to-creatinine ratio.

14



Type 2 Diabetes:
Treatment Goals and
Unmet Needs




Opinion Question

What approach might you

choose to help this
patient achieve glycemic
control?

A. Add the sulfonylurea back
B. Add a DPP4 inhibitor

C. Add a GLP-1 receptor
agonist

D. Add an SGLT2 inhibitor

E. Adda GLP-1/ GIP dual
receptor agonist

F. Something else

DPP4, dipeptidyl peptidase 4; GIP, glucose-dependent insulinotropic polypeptide;
GLP-1, glucagon-like peptide-1; SGLT2, sodium glucose co-transporter 2 16



Comprehensive Treatment Goals for People with T.MQDEOIDE
Type 2 Diabetes: 4 Key Components

A 2022 Consensus Report by the American Diabetes Association (ADA) and the
European Association for the Study of Diabetes (EASD) Lists 4 Key Components of
Care for People with T2D

Cardiorenal protection Glycemic control

4 CORE

COMPONENTS
OF PATIENT
CARE

Weight
management

Cardiovascular risk
management

T2D, type 2 diabetes
Adapted from Davies MJ, et al. Diabetologia. 2022;65(12):1925-66. 17
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Within the Comprehensive Treatment Paradigm, TIMQ
Don’t Forget the Importance of Glycemic Control and DECIDE
Individualization of Glycemic Targets!

Recommendations from Diabetes Canada
Clinical Practice Guidelines (2018)1

Who? What target? Why?

To reduce the risk of micro- and
- < o
Mos§ pgoglegvigh 12D AlCsr0 4 macrovascular complications?

People with T2D at To reduce the risk of
low risk of A1C <6.5% microvascular
hypoglycemia* complications?

A1C, glycated hemoglobin; T2D, type 2 diabetes
*Based on class of antihyperglycemic medication(s) used and person’s characteristics

Adapted from 1. Imran SL, et al. Targets for Glycemic Control. Can J Diabetes. 2018;42(suppl.):S42-S46; and 2. Holman RR, et al. N Engl J Med. 2008;359(15):1577-89 (UKPDS 10-year follow-up). 18
e



Are There Patients Who Might we)
Benefit from an Even Lower A1C?

A1C Targets

7.1-8.0%: Functionally dependent

7i1 7.1-8.5%:
85 » Recurrent severe hypoglycemia and/or hypoglycemia unawareness

* Limited life expectancy
« Frail elderly and/or with dementia*

Avoid higher A1C to minimize risk of symptomatic hyperglycemia and
acute and chronic complications

A1C, glycated hemoglobin

*Target 6.0 to <6.5 for adults with type 2 diabetes with potential for remission to prediabetes; tBased on class of antihyperglycemic medication(s) used and person’s characteristics; £See the guideline
chapter “Diabetes in Older People”.

Adapted from Mackay D, et al. Remission of Type 2 Diabetes: Diabetes Canada Clinical Practice Guidelines Expert Working Group. Can J Diabetes. 2022;46:753-61. 19



Avoid Therapeutic Inertia! Adjust Therapy if "“"QDEC.DE
Patients Can be Better Optimized for Treatment

“For most individuals with
Contents lists available at ScienceDirect QJQ e diabetes, A1 C ShOUId be
Canadian Journal of Diabetes DIABETES measured apprOXimately
CANADA s
. canadinlevinaleidiabeies.com every 3 months to ensure
L that glycemic goals are being

Monitoring Glycemic Control L)

et i i 71
Diabetes Canada Clinical Practice Guidelines Expert Committee m et O r m a I ntal n ed

Lori D. Berard RN, CDE, Rick Siemens BSc Pharm, CDE, Vincent Woo MD, FRCPC

2018 Clinical Practice Guidelines

Contents lists available at ScienceDirect

Canadian Journal of Diabetes a+*BETES
journal homepage: CANADA

www.canadianjournalofdiabetes.com

If A1C NOT at target and/or

Specal Article change in clinical status™ —
Ph logic Gl ic M tof T 2 Diabetes in Adults: .
2031(')1’151;([0&(;5& ycemic vianagement oI 1ype labetes 1n ults Icum‘ Adjust Or advance therapy2

Diabetes Canada Clinical Practice Guidelines Expert Committee

“Testing at 6-month intervals may be considered in situations where glycemic targets are consistently achieved.

TFactors to consider include: atherosclerotic cardiovascular disease, chronic kidney disease, heart failure, age over 60 with concomitant cardiovascular risk factors,

clinical considerations (body weight, hypoglycemia)

A1C, glycated hemoglobin; HCP, healthcare provider.

Adapted from 1. Berard LD, et al. Monitoring Glycemic Control. Can J Diabetes. 2018;42(suppl.):S47-S53; 2. Lipscombe L, et al. Pharmacologic Glycemic Management of Type 2 Diabetes in Adults: 2020 Update. Can J
Diabetes. 2020;44:575-91. 20



Why Do We Need Another Class of Antihyperglycemic we)
Medication? Unmet Needs for Glycemic Control

Proportion of People with T2D Reaching A1C <7.0% by Antihyperglycemic Class: Meta-analysis*?

100% -
Treatment gap (% not reaching <7.0%)
80% -
= 61%
60% -

40% -

Proportion of subjects reaching A1C <7.0%

20% A
0% T T T T T T T T 1
GLP1-RA DPP4i AGI TZDs SUs Glinides Metformin Basal insulin Basal-bolus
insulin
Mean o 5 5 0 0 0 0 ) )
Baseline A1C 8.4% 8.1% 8.4% 8.6% 7.9% 8.2% 8.6% 8.8% 8.3%

*Meta-analysis included studies where the antihyperglycemics were used as monotherapy or were added on to background therapy with other agents

A1C, glycated hemoglobin; AGI, alpha-glucosidase inhibitor; DPP4i, Dipeptidyl peptidase 4 inhibitors; GLP1-RA, glucagon-like peptide-1 receptor agonist; SU, sulfonylurea; T2D, type 2 diabetes; TZD, thiazolidinedione

Adapted from 1. Esposito K, et al. Diabetes Obes Metab. 2012;14:228-33; and 2. Imran SA, et al. Targets for Glycemic Control. Can J Diabetes. 2018;42:542-S46. 21
B
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A modest weight loss of 5% to 10% of initial body
weight can improve insulin sensitivity, glycemic
control and blood pressure. Greater amounts of
weight loss may be needed to improve obstructive

sleep apnea and dyslipidemia.
-- Diabetes Canada Guidelines (2018)’

A 5-10% reduction in body weight may also improve:
osteoarthritis, metabolic dysfunction-associated steatotic liver disease,
polycystic ovary syndrome, gastroesophageal reflux disease and quality of life%3

T2D, type 2 diabetes
Adapted from 1. Wharton S, et al. Weight Management in Diabetes. Can J Diabetes. 2018;42(suppl.):S124-S129; 2. Ryan DH, et al. Curr Obes Rep. 2017;6(2):187-94;
3. Singh M, et al. Obesity (Silver Spring). 2013;21(2):284-90. 22



Ideal Patient Counseling on Weight Loss: "“"QDEC.DE
Non-judgmental, Respectful and Empathetic

Acknowledge ...

that societal bias has told them that weight and diabetes are their fault (e.g., “just move more and eat less”)
. how exercise is critical for overall health... but is not normally an effective tool for weight loss

. that changing eating habits can be difficult, restrictive and challenging, especially over the long term

that diabetes and weight are NOT totally their fault, but rather due to complex interplay between
genetics, biology and their environment

that you will help them develop a strategy that is individualized and sustainable

Faculty opinion. 23



Why Do We Need Another Class of Antihyperglycemic
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Medication? Unmet Needs for Body Weight

% of People with T2D and Obesity Achieving 210% Reduction in Body Weight
with Semaglutide 1.0 mg / week (GLP1-RA) in the SUSTAIN Clinical Trial Program, by Baseline BMI

Baseline BMI 30 to <35 kg/m?

2 100% -
o
<
Rey
2 80% -
X
o
Al o/
N 60%
c
>
Q0
5 40% A
(o)
2 23%  23% Sk
)
5 20% - 3% 4%
n
Y
o
= 0%
SUSTAIN- 1 SUSTAIN-2  SUSTAIN-3  SUSTAIN-4  SUSTAIN-5
(Tx-naive) (Background (Background (Background (Background
MET+TZD) MET+TZD+SU) MET+SU) InsulintMET)

Baseline BMI 235 kg/m?

2100% -

<

§o)

[}

3 80% A

X

o

N

2 60% -

=

Q

e

8 400

o 40% A

(@]

o 23% 0

2 20% | 410 2LR O 18% 7%

5 0 11%

0%
SUSTAIN-1 SUSTAIN-2 SUSTAIN-3 SUSTAIN-4 SUSTAIN-5
(Tx-naive) (Background  (Background  (Background (Background
MET+TZD) MET+TZD+SU) METxSU) InsulintMET)

BMI, body mass index; GLP1-RA, glucagon-like peptide-1 receptor agonist; MET, metformin; SU, sulfonylurea; T2D, type 2 diabetes; TZD, thiazolidinedione

Adapted from Ahrén B, et al. Diabetes Obes Metab. 2018;20(9):2210-9.

24



Why Do We Need Another Class of Antihyperglycemic
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Medication? Unmet Needs for CV Protection

e Cardiovascular disease is the
most common cause of death for
people with T2D’

* This remains true despite recent
advances in cardiorenal
protection (e.qg., SGLT2i,
GLP1-RA)?

e Additional interventions to further
lower CV risk are necessary

*Myocardial infarction hospitalizations, stroke hospitalizations, and all-cause mortality.

Cumulative Incidence for composite
cardiovascular endpoint

Cumulative Risk of Composite CV Endpoint*
Among Patients taking
BOTH SGLT2i and GLP1-RA (US Claims Data)?

0.05 -

0.04 A

0.03 A

002 GLP1-RA + SU P

0.01 - Residual risk
N GLP1-RA + SGLT2i '

0 3 6 9 12 15 18 21

Months Since Cohort Entry

Event rate for group on both SGLT2i and

GLP1-RA: 107 per 1000 person-years

Cl, confidence interval; CV, cardiovascular; GLP1-RA, glucagon-like peptide-1 receptor agonist; HR, hazard ratio; SGLT2i, sodium glucose co-transporter 2 inhibitor; SD, standard deviation; SU,

sulfonylurea; T2D, type 2 diabetes

Adapted from 1. Sharma A, et al. Diabetes Care. 2017;40(12):1763-70; 2. Dave CV, et al. Circulation. 2021;143(8):770-9. 25



Why Do We Need Another Class of Antihyperglycemic """QDEC.DE
Therapies? Summary

People with T2D often:

: Do not achieve A1C targets
Despite many advances

in antihyperglycemic

therapy, significant Do not achieve meaningful,
treatment, gaps remain sustainable weight loss

for individuals with T2D

Remain at high risk for CV events

Remain at risk for hypoglycemia

A1C, glycated hemoglobin; CV, cardiovascular; T2D, type 2 diabetes
Adapted from 1. Esposito K, et al. Diabetes Obes Metab. 2012;14:228-33; 2. Ahrén B, et al. Diabetes Obes Metab. 2018;20(9):2210-9; and 3. Dave CV, et al. Circulation. 2021;143(8):770-9. 26



Other Aspects of Current Unmet Needs: we)
Polypharmacy and Suboptimal Adherence

S®

Polypharmacy may be necessary to achieve A1C lowering
in addition to micro- and macrovascular protection’

number of medications and number of daily doses?3 . }
»

However, adherence generally decreases with the } :

Evaluate adherence at each diabetes visit, stressing the rationale for treatment,
treatment goals and the role of each medication*

A1C, glycated hemoglobin
1. Bell DSH. J Diabetes Res. 2022;2022:7787732; 2. de Vries ST, et al. J Psychosom Res. 2014;76(2):134-8; 3. Austin RP. Diabetes Spectr 2006;19(1):13-6; 4. Faculty opinion. 27
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A New Class of
Antihyperglycemic
Medication: GLP-1/ GIP
Dual Receptor Agonists

Where Do These Agents Fit In?

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



What is GLP-1 / GIP Dual Receptor Agonism? i L

New Method of Modulating the Incretin Pathway
GLP-1 and GIP are

incretin hormones that ' l
play roles in regulating
metabolic health’

ARAARTRRT PRARTARRRNTNT
4888488844 SUBE4ELELEUEL

A GLP-1/ GIP dual receptor agonist is
one molecule that binds to
both GIP and GLP-1 receptors?

ARRRRTARANAR
BUELUELEELELE

ARRATRARNARA
dU8L8U8E848L4

RRRARARA
8884844

GIPR
GIPR

Tirzepatide is the first GLP-1 / GIP dual receptor agonist to be approved in Canada?

GIP, glucose-dependent insulinotropic polypeptide; GIPR, glucose-dependent insulinotropic polypeptide receptor; GLP-1, glucagon-like peptide-1; GLP-1R, glucagon-like peptide-1 receptor
1. Drucker DJ, et al. Diabetologia. 2023;66(10):1765-79; 2. Skow MA, et al. Diabetes Obes Metab. 2016;18(9):847-54; 3. Eli Lilly Canada Inc. PMOUNJARO™ Product Monograph. July 10, 2024. 29



GIP & GLP-1: Gut
Hormones with
Potential for
Therapeutic Synergy

1 Neuroprotection
| Appetite

1 Neuroprotection
| Appetite
| Nausea

T.MQ
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The actions of GLP-1 receptor agonism have
been established based on extensive basic
science, clinical trial and real-world evidence.

1 Cardioprotection
1 Cardiac function
1 Heart rate

| Hepatic steatosis
| Inflammation

| Gastric emptying

1 Kidney protection
| Blood pressure

Based on preclinical investigations, a number of
potential actions of GIP receptor agonism have
been proposed, which are being studied.

GIP, glucose-dependent insulinotropic polypeptide; GLP-1, glucagon-like peptide-1;
T2D, type 2 diabetes
Adapted from Hammoud R, et al. Nat Rev Endocrinol. 2023;19(4):201-16.

1 Insulin secretion
1 B-cell proliferation
1 | Glucagon secretion

| Inflammation
| Gut motility
| Gut dysbiosis

1 Insulin secretion
1 B-cell proliferation
| Glucagon secretion

1 Adipose tissue lipid accumulation
| Non-adipose tissue lipid accumulation

| Inflammation

| Bone resorption

30



A New Option for Type 2 Diabetes: Tirzepatide "MQoscme

Indication: Tirzepatide injection is indicated for once-weekly administration
as an adjunct to diet and exercise to improve glycemic control for the
treatment of adult patients with type 2 diabetes mellitus

« As monotherapy when metformin is inappropriate due to contraindication
or intolerance

 [In combination with:

* Metformin, or
» Metformin and a sulfonylurea, or

» Metformin and a sodium-glucose cotransporter 2 inhibitor (SGLT2i), or
« Basal insulin with or without metformin

SGLT2i, sodium-glucose cotransporter 2 inhibitor
Eli Lilly Canada Inc. "MOUNJARO® Product Monograph. July 10, 2024. 31



A New Approach: GLP-1/GIP Dual Receptor Agonist we)
Tirzepatide—The SURPASS Clinical Trial Program

Six Similarly Designed Trials (SURPASS-1 to SURPASS-6),

with Different Populations and Control Arm Comparators

SURPASS Study Comparators
> e SURPASS-1: Placebo
12 10 mg QW SURPASS-2: Semaglutide (1.0 mg QW)
o 25mg  smg  [msmg [ eme SURPASS-3: Insulin degludec
120 15 mg o | SURPASS—4: Insulin glargine
” 25mg  smg | 75mg SURPASS-5- Placebo
Injectable placebo or active comparator QW S U RPASS_6 I nsu I | n |ISprO
-3 -2 I 4 8 12 16 20 40
Randomization Weeks l

Primary endpoint
End of treatment

Primary objective for each study: Mean change in A1C from baseline at 40 or 52 weeks.

A1C, glycated hemoglobin; GIP, glucose-dependent insulinotropic polypeptide; GLP-1, glucagon-like peptide-1; QW, once weekly; TZP, tirzepatide
1. Rosenstock J, et al. Lancet. 2021;398(10295):143-55; 2. Frias JP, et al. N Engl J Med. 2021;385(6):503-15; 3. Ludvik B, et al. Lancet. 2021;398(10300):583-98;
4. Del Prato S, et al. Lancet. 2021;398(10313):1811-24; 5. Dahl D, et al. JAMA. 2022;327(6):534-45; 6. Rosenstock J, et al. JAMA. 2023;330(17):1631-40. 32



SURPASS 1-6: Summary of Glycemic Results we)
(Absolute A1C Changes from Baseline)

SURPASS-11 SURPASS-22 SURPASS-33 SURPASS-44 SURPASS-55 SURPASS-6°¢
vs. Placebo vs. Semaglutide 1 mg vs. Insulin degludec vs. Insulin glargine vs. Placebo vs. Insulin lispro t.i.d.
40 weeks 40 Weeks 52 Weeks 52 Weeks 40 Weeks 52 Weeks
No background OAMs Background metformin Background metformin + Background metformin + Background iGlargine Background iGlargine
Baseline A1C: 7.9% Baseline A1C: 8.3% SGLT2i SGLT2ior SU metformin metformin
N =478 N = 1879 Baseline A1C: 8.2% Baseline A1C: 8.52% Baseline A1C: 8.3% Baseline A1C: 8.8%
05 - N = 1444 N = 2002 N =475 N = 1428
0.04
0 _ 1
—~-0.5 1
&
© 4]
<
=
m -
>-1.5 1 1.34 1.44
©
S
-2 1 -1.87*.1.89* -1.86 1.93*
-2.07* -2.09 .
o5 -2.20 -2.24* -2.23*
-2. -2.37 246 -2.37 043¢ 2 46"
-2.58" -2.59*-2.59*
3 - TZP5mg [TzP10mg [ TzZP15mg [l Comparator

*All Statistically significant vs. comparator; results are for efficacy estimand

A1C: glycated hemoglobin; OAM: Oral antihyperglycemic medication; SGLT2i: sodium-glucose cotransporter-2 inhibitor; SU: sulfonylureas; t.i.d., three times a day; TZP: tirzepatide.

1. Rosenstock J, et al. Lancet. 2021; 398(10295):143-55; 2. Frias JP, et al. N Engl J Med. 2021;385(6):503-15; 3. Ludvik B, et al. Lancet. 2021;398(10300):583-98;

4. Del Prato S, et al. Lancet. 2021;398(10313):1811-24; 5. Dahl D, et al. JAMA. 2022;327(6):534-45; 6. Rosenstock J, et al. JAMA. 2023;330(17):1631-40. 33
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SURPASS 1-6: Summary of Weight Results
(Absolute Weight Change from Baseline)

SURPASS-11
vs. Placebo
40 weeks

No background OAMs

Baseline weight: 85.9 kg

SURPASS-22
vs. Semaglutide 1 mg
40 Weeks
Background metformin
Baseline weight: 93.7 kg
N = 1879

Change in body weight (kg

N = 478
4 -
2 n
-10 1 -9.5¢
-12 A4
14

398(10313):1811-24; 5. Dahl D, et al. JAMA. 2022; 327(6):534-45; 6. Rosenstock J, et al. JAMA. 2023;330(17):1631-40.

—“

-0.9%
-0.7

-8.5%

-7.8*

-10.3*

-12.4

SURPASS-33
vs. Insulin degludec
52 Weeks
Background metformin £
SGLT2i
Baseline weight: 94.3 kg
N = 1444

2.3

-12.9*

SURPASS-44
vs. Insulin glargine
52 Weeks
Background metformin t
SGLT2ior SU
Baseline weight: 90.3 kg
N =2002

1.9

-13.0*

SURPASS-5°
vs. Placebo
40 Weeks
Background iGlargine +
metformin
Baseline weight: 95.2 kg
N =475

1.7

+1.7%

T.MQ
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SURPASS-6°¢
vs. Insulin lispro t.i.d.
52 Weeks
Background iGlargine +
metformin
Baseline weight: 90.4 kg
N = 1428

-10.9*

TZP 5mg [ TZP 10 mg [JTZP 15 mg [JJj Comparator

*Statistically significant vs. comparator; results are for efficacy estimand
OAM: Oral antihyperglycemic medication; SGLT2i: sodium-glucose cotransporter-2 inhibitor; SU: sulfonylureas; TZP: tirzepatide
1. Rosenstock J, et al. Lancet. 2021; 398(10295):143-55; 2. Frias JP, et al. N Engl J Med. 2021; 385(6):503-15; 3. Ludvik B, et al. Lancet. 2021; 398(10300):583-98; 4. Del Prato S, et al. Lancet. 2021;

-1.7%

-6.9*

-12.0*

34



Most Applicable SURPASS Study for Andrée

SURPASS-2: Tirzepatide vs. Semaglutide 1 mg (GLP1-RA) —

All Patients on Background Metformin

A1C Reductions from Baseline

8.5- Overall mean baseline A1C: 8.28%

Tirzepatide 5 mg
~% Tirzepatide 10 mg
-o- Tirzepatide 15 mg
-O- Semaglutide 1 mg

—0 6.42
2 6.19¢%
6.0 _y 5911
- -~ 5.82¢t
5.5 T T T T T T T T
0 4 12 16 20 24 40

=» 00
>

T.MQ
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Andrée’s
A1C: 8.3%

% Reaching A1C Thresholds

% achieving threshold at Week 40

100% -

TZP5mg ®mTZP10mg m®mTZP15mg mSemaglutide 1 mg

t
B0t o 87%
85%" g

80% A

60% -

40% -

20% A

0% -

<7.0% <6.5% <5.7%
A1C Threshold

*p<0.05; 1p<0.01; £p<0.001 vs. semaglutide; results are for efficacy estimand; arrows on the x-axes indicate where maintenance doses were achieved

A1C, glycated hemoglobin; GLP1-RA, glucagon-like peptide-1 receptor agonist; TZP, tirzepatide
Frias JP, et al. N Engl J Med. 2021;385(6):503-15.

=
St
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Tirzepatide Therapy Is Also Associated

T.MQ
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with Clinically Significant Weight Reduction | Andrée:
=~ Weight: 72 kg
SURPASS-2: Tirzepatide vs. Semaglutide 1 mg (GLP1-RA) - BMI: 28 kg/m?
All Patients on Background Metformin
Body Weight Changes from Baseline % Reaching Weight Loss Thresholds
100 - Overall mean baseline weight: 93.8 kg TZP5mg ®wTZP10mg ®mTZP15mg mSemaglutide 1 mg
(BMI: 34.2 kg/m?) 100% -
98 °
- Tirzepatide 5 mg < ., 36%
96 - Tirzepatide 10 mg f, o 82%
94 - -+ _Tirzepatide 15 mg é’ 80%
E 92 -O- Semaglutide 1 mg -
= ©
L S o
.-E’ 90 - E 60%
é: 88 - 87.8 @
86 - 0 86.2¢ £ 409
84 - 83.7¢ 2
82 81.6% o
: = 20%
80 T T T T T T T T T -‘C%
0 4 8 12 16 20 24 32 40 o
L I | ) ° 0%
Week > 5% >10% 215%
*p<0.05; 1tp<0.01; £p<0.001 vs. semaglutide; results are for efficacy estimand; Arrows on the x-axes indicate where maintenance doses were achieved Weight Loss Th reShOId
BMI, body mass index; GLP1-RA, glucagon-like peptide-1 receptor agonist; TZP, tirzepatide
Frias JP, et al. N Engl J Med. 2021;385(6):503-15. 36



Gl Side Effects Were the Most Common
Adverse Effects of Tirzepatide Therapy

Example of the SURPASS-2 Study vs. Semaglutide 1 mg

T.MQ
DECIDE

Parameter, n (%) -{ﬁ F; 54;r(1)g)1 T(ZNP=1 geT;)g T(ilp=127r(r)l)g S:ENM: 416;;g
Participants with 21 TEAE 299 (63.6) 322 (68.7) 324 (68.9) 301 (64.2)
SAEs 33 (7.0) 25 (5.3) 27 (5.7) 13 (2.8)
Deaths* 4 (0.9) 4 (0.9) 4 (0.9) 1(0.2)
TEAEs with 25% frequency
Nausea 82 (17.4) 90 (19.2) 104 (22.1) 84 (17.9)
Diarrhea 62 (13.2) 77 (16.4) 65 (13.8) 54 (11.5)
Vomiting 27 (5.7) 40 (8.5) 46 (9.8) 39 (8.3)
Dyspepsia 34 (7.2) 29 (6.2) 43 (9.1) 31 (6.6)
Decreased appetite 35 (7.4) 34 (7.2) 42 (8.9) 25 (5.3)
Constipation 32 (6.8) 21 (4.5) 21 (4.5) 27 (5.8)
Abdominal pain 14 (3.0) 21 (4.5) 24 (5.1) 24 (5.1)

*Also included as SAEs

Gl, gastrointestinal; GLP1-RA: glucagon-like peptide-1 receptor agonist; SAE: serious adverse event; SEMA: semaglutide; TEAE: treatment-emergent adverse event; TZP: tirzepatide

Frias JP, et al. N Engl J Med. 2021; 385(6):503-15.
.



What About Cardiorenal Protection? T'“"QDEO.DE
The Ongoing SURPASS-CVOT"2 Will Provide Answers

Subjects (N = 12,500):
« T2D
Confirmed CVD
A1C 27.0% to <10.5%
BMI 225 kg/m?
No major CV event within the last 60 days or planned revascularization

Interventions: Dulaglutide (GLP1-RA with proven CV protection?) or tirzepatide

Primary outcome: Time to first occurrence of CV death, MI or stroke

Expected completion: October 2024

A1C, glycated hemoglobin; BMI, body mass index; Cl, confidence interval; CV, cardiovascular; CVD, cardiovascular disease; CVOT, cardiovascular outcome trial; GLP1-RA: glucagon-like peptide-1 receptor
agonist; Ml, myocardial infarction; T2D, type 2 diabetes
1. Nicholls SJ, et al. Am Heart J. 2023;267:1-11; 2. ClinicalTrials.gov Identifier: NCT04255433; 3. Gerstein HC, et al. Lancet 2019;394(10193):121-30. 38
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Back To Andrée: Polling Question Revisited

Recall Andrée’s profile: )
» 52-year-old woman with 10-year history of type 2 NOW what approach might you

diabetes choose to help Andrée achieve

glycemic control?
Physical examination

« Height: 160 cm; Weight: 72 kg; BMI: 28 kg/m?2 A. Add the sulfonylurea back
» Waist circumference: 92 cm

Add an SGLT2 inhibitor

Add a GLP-1 / GIP dual receptor

Medications agonist
* Metformin 1 g b.i.d.; perindopril 8 mg q.d.;
atorvastatin 20 mg q.d.

 eGFR and UACR in normal range
 LDL-C at target

« BP: 124/76 mmHg B. Add a DPP4 inhibitor
Investigations C. Add a GLP-1 receptor agonist
« A1C: 8.3%

D.

E.

F. Something else

A1C, glycated hemoglobin; b.i.d., twice daily; BP, blood pressure; DPP4, dipeptidyl peptidase 4; eGFR, estimated glomerular filtration rate; GIP, glucose-dependent insulinotropic polypeptide; GLP-1,
glucagon-like peptide-1; LDL-C, low-density lipoprotein cholesterol; q.d., once daily; SGLT2, sodium glucose co-transporter 2; UACR, urine albumin-to-creatinine ratio 39



Discussion

Why did you pick the strategy
you picked?

Do you think tirzepatide would
be a good option for Andréee?

If yes, what challenges might
you encounter in getting her
on this therapy? |

DECIDE

CASE-BASED APPROACHES TO OPTIMAL @@
A1C REDUCTION IN [¥PE A[BJIABETES »
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Tirzepatide Dosing and Titration T

Recommended starting dose: 2.5 mg injected subcutaneously once weekly
» This dosage is for treatment initiation and is not intended for long-term use

* Titration:

» After 4 weeks, increase to 5 mg once weekly
« If additional glycemic control is needed, increase in 2.5 mg increments after no less
than 4 weeks on the current dose

« Maximum dose: 15 mg once weekly

* Renal or hepatic Insufficiency: No dose adjustment is required in patients with renal
impairment or hepatic insufficiency

» Geriatrics (265 years): No dose adjustment required

» Pediatrics (<18 years): The safety and effectiveness of tirzepatide have not been studied
in this group
 Tirzepatide is not indicated for pediatric use

Eli Lilly Canada Inc. "MOUNJARO® Product Monograph. July 10, 2024. 41
e



Tirzepatide Current Availability (Dec. 2023): "'"'QDEG.DE
Single-Dose Vials

Rout_e .Of : Dosage Form Dosage strength / Volume Additional information
Administration

2.5mg/0.5mL
5mg/0.5mL
Subcutanesls | | 7.5mg/0.5mL - Do not split doses =y
iniection Sterile solution (risk of contamination due
J 10 mg /0.5 mL to lack of preservative)
12.5mg /0.5 mL
15mg /0.5 mL
[ Each of the tirzepatide dosage strengths is 0.5 mL in volume. J

Eli Lilly Canada Inc. "MOUNJARO® Product Monograph. July 10, 2024. 42
B



Tirzepatide Administration T

 |nstruct patients using the single-dose vial to use a syringe equipped with a
needle appropriate for subcutaneous injection (e.g., tuberculin or insulin
syringe with a 28- to 31-gauge needle more than 2.1 mm in length that is
capable of measuring a 0.5 mL dose volume)

« Administer once weekly, any time of day, with or without meals

 Tirzepatide is to be injected subcutaneously in the abdomen,
in the thigh, or in the upper arm

« Rotate injection sites with each dose

* When using tirzepatide with insulin, administer as separate
Injections and never mix
» Acceptable to inject tirzepatide and insulin in the
same body region, but not adjacent to each other

Tirzepatide should not be administered intramuscularly
or intravenously

Eli Lilly Canada Inc. "MOUNJARO® Product Monograph. July 10, 2024. 43



Tirzepatide: Gastrointestinal Adverse Reactions "MQDEcmE

* The most frequently reported adverse reactions in clinical trials were
gastrointestinal, including nausea, diarrhea and vomiting

* In general, these reactions were mild or moderate in severity

« Gastrointestinal adverse reactions (4.2%) were the most common reasons
for treatment discontinuation

Eli Lilly Canada Inc. "MOUNJARO® Product Monograph. July 10, 2024. 44
B



Clinical Pearls for Managing Gl Side Effects we)
During Tirzepatide Therapy

* There is currently no
published guidance on X % L
mitigating GI AEs with ‘ \ 51 J
tirzepatide
. For now. it is Up-titrate slowly to Eat small meals Avoiq fat.ty, spicy,
’ maximally tolerated more frequently and high-fibre foods
reasonable to suggest dose
following the guidance
established for GLP1-
RAs? %
Stay hydrated Set realistic Learn to be aware
expectations of satiety cues

AE, adverse event; Gl, gastrointestinal; GLP1-RA: glucagon-like peptide-1 receptor agonist

Adapted from Romera |, et al. Diabetes Ther. 2019:10(1):5-19; and 2. Wharton S, et al. Postgrad Med. 2022;134(1):14-19. 45




Tirzepatide Serious Warnings and Precautions: T'“"QDEC.DE
Thyroid C-Cell Tumors

» Tirzepatide causes dose-dependent and treatment-duration-dependent thyroid C-cell
tumors (adenomas and carcinomas) at clinically relevant exposures in male and female
rats

* It is unknown whether tirzepatide causes thyroid C-cell tumors, including medullary thyroid
carcinoma (MTC) in humans

« The human relevance of tirzepatide-induced rodent thyroid C-cell tumors has not been
determined

» Tirzepatide is contraindicated in patients with a personal or family history of MTC and in
patients with Multiple Endocrine Neoplasia syndrome type 2 (MEN 2)

* |t is unknown whether monitoring with serum calcitonin or thyroid ultrasound will mitigate
human risk of thyroid C-cell tumors

» Patients should be counseled regarding the risk and symptoms of thyroid tumors

MEN,2 Multiple Endocrine Neoplasia type 2; MTC, medullary thyroid carcinoma
Eli Lilly Canada Inc. "MOUNJARO® Product Monograph. July 10, 2024. 46



Tirzepatide: Other Warnings and Precautions "MQoscme

« TZP is contraindicated during pregnancy

« Women of childbearing potential are recommended to use contraception
when treated with TZP.

« Advise patients using oral hormonal contraceptives to switch to a non-oral
contraceptive method, or add a barrier method of contraception for 4
weeks after initiation and for 4 weeks after each dose escalation

Reproductive Health

« Pulmonary aspiration has been reported in patients receiving long-acting
GLP-1 receptor agonists undergoing general anesthesia or deep sedation
Consider the benefits and risks, and advise patients of these, prior to such
procedures

Perioperative Considerations:
Aspiration during general
anesthesia or deep sedation

» Monitor patients treated with TZP for the emergence or worsening of
depression, suicidal thoughts or behaviours, and/or any unusual changes
Psychiatric: suicidal ideation in mood or behaviour
and behavior » Consider the benefits and risks to individual patients prior to initiating or
continuing therapy in patients with suicidal thoughts or behaviours, or
history of suicidal attempts

Eli Lilly Canada Inc. "MOUNJARO® Product Monograph. July 10, 2024. 47
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Tirzepatide: Other Safety Considerations """QDEC.DE
of Clinical Importance

Safety consideration Observations from clinical trials m

Acute pancreatitis was more
common in TZP (0.23 patients per

Pancreatitis 100 years of exposure) vs.
comparators (0.11 patients per 100
years of exposure)

TZP has not been evaluated in
patients with a prior history of
pancreatitis and should be used with
caution in these patients

Acute gallbladder disease (i.e., acute
cholecystitis, biliary colic, and
Cholelithiasis cholecystectomy) was more common
among TZP-treated patients (0.6%)
than placebo-treated patients (0%)

If cholelithiasis is suspected,
gallbladder diagnostic studies and
appropriate clinical follow-up are
indicated.

Eli Lilly Canada Inc. "MOUNJARO® Product Monograph. July 10, 2024. 48
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Getting to Goal: Summary of Key Learnings "MQoscme

« There are unmet needs for the management of T2D: Many patients would benefit from
additional A1C reduction, weight reduction and further cardiorenal protection

» Tirzepatide is the first GLP-1 / GIP dual receptor agonist therapy approved for use in
Canada

* In clinical trials, tirzepatide has demonstrated more robust/superior A1C and body weight
reductions compared to placebo, to GLP-1 receptor agonist, as well as to basal insulin and
to bolus insulin

 The SURPASS-CVOT trial is underway, investigating the possibility of cardiovascular
protection with tirzepatide (vs. active comparator dulaglutide)

A1C, glycated hemoglobin; GIP, glucose-dependent insulinotropic polypeptide; GLP-1, glucagon-like peptide-1; T2D, type 2 diabetes 49



Optional “What-if...” Scenarios T

What if this was a recent diagnosis, the A1C was even higher

(e.g., 9.8%) and the patient was already taking metformin?

What if the patient had an A1C of 8.3%, but a BMI of 21 kg/m?
and weight loss was not desirable?

What if the patient had an A1C of 8.3%, a BMI of 27 kg/m? and

also had atherosclerotic cardiovascular disease?

A1C, glycated hemoglobin; BMI, body mass index 50



What |f th|s was a Andrée’s new profile:

! i 52-year-old woman with 40-year-history
rece nt d |ag nQS|S, recent diagnosis of type 2 diabetes
the A1 C Wwds even Physical examination
higher (e.g., 9.8%%)  [rhmiindiin.
and the patient ~  Fokremaden
was already taking -

. nvestigations
metformin? A1C: 8.3% 9.8%

eGFR and UACR in normal range
LDL-C at target

Medications
Metformin 1 g b.i.d.; perindopril 8 mg q.d.;
atorvastatin 20 mg q.d.

*Assume the patient is non-catabolic and non-ketotic;

A1C, glycated hemoglobin; b.i.d., twice daily; BMI, body mass index; BP, blood pressure; eGFR; estimated glomerutarfittration rate; D= tow=a e Sty OpTO e CHOIESIET O

g.d., once daily; UACR, urine albumin-to-creatinine ratio. 51



“What-if” Opinion Question

What approach might you

choose to help this
patient achieve glycemic
control?

A. Add a DPP4 inhibitor

B. Add a GLP-1 receptor
agonist

C. Add an SGLTZ2 inhibitor

D. Adda GLP-1/ GIP dual
receptor agonist

E. Add insulin
F. Something else

DPP4, dipeptidyl peptidase 4; GIP, glucose-dependent insulinotropic polypeptide;
GLP-1, glucagon-like peptide-1; SGLT2, sodium glucose co-transporter 2 52
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Diabetes Canada Guidance for
Initial Glycemic Management (2020)

T.MQ
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Select individualized A1C target
Provide and/or refer for diabetes education
Start healthy behaviour interventions

Assess glycemic control, cardiovascular and renal status, recent dietary patterns and weight change

v

Start metformin

GOAL:
Attain A1C target
by 3 months

(if A1C is >1.5% above target,
start metformin plus a second
agent)

If A1C NOT at
target at 3 months

Adjust or advance
therapy

Start metformin

v

v

Symptomatic hyperglycemia
and/or metabolic
decompensation

Start insulin £ metformin

Reassess A1C in 3-6 months

v

A1C, glycated hemoglobin

Lipscombe L, et al. Pharmacologic Glycemic Management of Type 2 Diabetes in Adults: 2020 Update. Can J Diabetes. 2020;44:575-91.

Metabolic
decompensation
Marked or

symptomatic

hyperglycemia
Ketosis
Unintentional weight
loss

54



Differing A1C-Lowering Potencies we)
of Antihyperglycemic Therapies Available in Canada

Very high Potency High Potency Intermediate Potency

« Tirzepatide  GLP1-RAs not listed in the « DPP4 inhibitors
« Semaglutide very high group
« Insulin * Metformin
- Combination GLP1-RA / * SGLTZ inhibitors
insulin « Sulfonylureas

 Thiazolidinediones

A1C, glycated hemoglobin; DPP4, Dipeptidyl peptidase 4; GLP1-RA, glucagon-like peptide-1 receptor agonist; SGLT2, sodium glucose co-transporter 2
Adapted from Davies MJ, et al. Diabetologia. 2022;65(12):1925-66. 55



Would Tirzepatide Be an Option? L AL
SURPASS-1: A1C reduction with TZP + Metformin

Patients on Background Metformin, Mean Baseline A1C = 7.95%

A1C Changes to Week 40 % Reaching A1C Thresholds

100 1
Tirzepatide 5 mg

. Tirzepatide 10 mg

. Tirzepatide 15 mg
9 . Placebo

10 1

80 -

<
®
o
<
3 O
= < 60 1
< =
7.0% ®
7 S 40 1
6.5% 2
T
- - 6.08% %
6 7 ———% 6.06% g 20 |
5.88% o
0 4 8 12 16 20 24 32 40 0 -
T T <7.0% <6.5% <5.7%

Time (weeks)

Note: There are no current phase 3 data available
*p<0.0001 versus placebo at 40 weeks; results are for efficacy estimand fOI' TZP |n |nd|V|dua|S W|th a recent d|agnOS|S Of T2D

arrows on the x-axis indicate where maintenance doses were achieved
A1C, glycated hemoglobin; T2D, type 2 diabetes; TZP, tirzepatide
Adapted from Rosenstock J, et al. Lancet 2021;398(10295):143-55. 56




What if the patient
had an A1C of 8.3%,
but a BMI of

21 kg/m? and
weight loss was not
desirable?

A1C, glycated hemoglobin; b.i.d., twice daily; BMI, body mass index; BP, blood pressure; eGFR; estimated glomerttarfittration rate; tDE=C; tow=aemsity {Poprotei-cHioleSteror,

g.d., once daily; UACR, urine albumin-to-creatinine ratio.

Andrée’s new profile:
52-year-old woman with 10-year history of
type 2 diabetes

Physical examination

Height: 160 cm; Weight: 72 kg;
BMI: 28-kgtm? 21 kg/m?

Waist circumference: 92 cm
BP: 124/76 mmHg

Investigations

A1C: 8.3%

eGFR and UACR in normal range
LDL-C at target

Medications
Metformin 1 g b.i.d.; perindopril 8 mg q.d.;
atorvastatin 20 mg q.d.

57



“What-if” Opinion Question

What approach might you

choose to help this
patient achieve glycemic
control?

A. Add a DPP4 inhibitor

B. Add an s.c. GLP-1 receptor
agonist

C. Add an oral GLP-1 receptor
agonist

D. Add an SGLT2 inhibitor

E. Add a GLP-1/ GIP dual
receptor agonist

F. Something else

DPP4, dipeptidyl peptidase 4; GIP, glucose-dependent insulinotropic polypeptide;
GLP-1, glucagon-like peptide-1; SGLT2, sodium glucose co-transporter 2; s.c.,
subcutaneous

58
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Weight Effects of ¢ Retumto
Current Antihyperglycemic Therapies

What-if menu

Insulin Metformin GLP-1 receptor agonists
TZDs a-Glucosidase inhibitors SGLT2 inhibitors
Sulfonylureas DPP4 inhibitors GLP-1/GIP dual receptor

agonists
Meglitinides

DPP4, dipeptidyl peptidase-4; GIP, glucose-dependent insulinotropic polypeptide; GLP-1, glucagon-like peptide 1; SGLT2, sodium glucose co-transporter 2; TZD, thiazolidinedione
Adapted from Lipscombe L, et al. Pharmacologic Glycemic Management of Type 2 Diabetes in Adults: 2020 Update. Can J Diabetes. 2020;44:575-91. 60



What if the patient Andrée’s new profile:

52-year-old woman with 10-year history of

had an A1C of 8.3%, Kbty il
a BMI of 27 kg/m?

and also had Hioht. 160 am: Weiaht: 72 ko
m BMI: 28 kgim? 27 kg/m?

atherOSC|er0t|C Waist circumferenc?e: 92 cm

cardiovascular BP: 124/76 mmHg

d isease? Investigations
A1C: 8.3%

eGFR and UACR in normal range
LDL-C at target

Medications

Metformin 1 g b.i.d.; perindopril 8 mg q.d.;
atorvastatin 20 mg q.d.; EC-ASA 81 mg
A1C, glycated hemoglobin; b.i.d., twice daily; BMI, body mass index; BP, blood pressure; CVD, cardiovascular disease;

EC, enteric-coated; eGFR, estimated glomerular filtration rate; LDL-C; low-density lipoprotein-cholesterot; g d:; once daily; q d ") metoprOIOI 1 OO mg b I d -
UACR, urine albumin-to-creatinine ratio.




“What-if” Opinion Question

What approach might you

choose to help this
patient achieve glycemic
control?

A. Add a GLP-1 receptor agonist
B. Addan SGLT2 inhibitor

C. Add an GLP-1 receptor agonist
AND an SGLT2 inhibitor

D. Adda GLP-1/ GIP dual receptor
agonist

E. Adda GLP-1/ GIP dual receptor
agonist AND an SGLT2 inhibitor

F. Something else

DPP4, dipeptidyl peptidase 4; GIP, glucose-dependent insulinotropic polypeptide;
GLP-1, glucagon-like peptide-1; SGLT2, sodium glucose co-transporter 2 62
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Diabetes Canada Guidance for

Individuals with T2D and ASCVD

ASCVD, CKD or HF or age > 60 with 2 CV risk factors
ADD or SUBSTITUTE AHA with demonstrated cardiorenal benefits
Established CV or renal disease Risk factors
ASCVD CKD HE > 60 years with CV
risk factors
= GLP1-RA or SGLT2i* or
o MACE SGLT2i* GLP1-RA GLP1-RA
c L
o .©
8% SGLT2i*
8 g HHF SGLT2i* SGLT2i* (and lower CV SGLT2i*
o= mortality)
2 £
o © :
3 FIEErRESIEn Cf SGLT2i* SGLT2i* SGLT2i*
- nephropathy
Grade A evidence Grade B evidence GradeCorD *Initiate only if eGFR
evidence >30mL/min/1.73m?

T.MQ
DECIDE

AHA: antihyperglycemic agent; ASCVD: atherosclerotic cardiovascular diseases; CKD: chronic kidney disease; CV: cardiovascular; eGFR, estimated glomerular filtration rate; GLP1-RA: glucagon-like
peptide 1 receptor agonist; HF: heart failure; HHF: hospitalization for heart failure; MACE: major adverse cardiovascular events; SGLT2i: sodium glucose co-transporter 2 inhibitor.
Adapted from Lipscombe L, et al. Pharmacologic Glycemic Management of Type 2 Diabetes in Adults: 2020 Update. Can J Diabetes. 2020;44:575-91. 64



What About Cardiorenal Protection?
The Ongoing SURPASS-CVOT"2 Will Provide Answers

Subjects (N = 12,500):
« T2D
Confirmed CVD
A1C 27.0% to <10.5%
BMI 225 kg/m?
No major CV event within the last 60 days or planned revascularization

Interventions: Dulaglutide (GLP1-RA with proven CV protection?3) or tirzepatide

Primary outcome: Time to first occurrence of CV death, Ml or stroke

Expected completion: October 2024

A1C, glycated hemoglobin; BMI, body mass index; Cl, confidence interval; CV, cardiovascular; CVD, cardiovascular disease; CVOT, cardiovascular outcome trial; GLP1-RA: glucagon-like peptide-1 receptor

agonist; Ml, myocardial infarction; T2D, type 2 diabetes

1. Nicholls SJ, et al. Am Heart J. 2023;267:1-11; 2. ClinicalTrials.gov Identifier: NCT04255433; 3. Gerstein HC, et al. Lancet 2019;394(10193):121-30. 65
B



Post-Test Question #1

According to Diabetes
Canada’s clinical practice

guidelines, what is the
target A1C for people with
type 2 diabetes at low risk
of hypoglycemia?

WA/
. <£6.0%

. £6.5%

. <7.0%
. <7.5%

66



Post-Program Knowledge
Question #2

Tirzepatide works through
dual agonism of the

glucagon-like peptide-1
(GLP-1) receptor and
which other receptor?

A. Angiotensin |l receptor

B. Glucose-dependent h

insulinotropic polypeptide (GIP)

receptor

C. Dipeptyl peptidase (DPP) 4
receptor

J

D. Sodium-glucose co-transport-2
(SGLT2) receptor

E. None of the above

DPP4, Dipeptidyl peptidase 4; GIP, Glucose-dependent insulinotropic polypeptide;
GLP-1, glucagon-like peptide-1; SGLT2 sodium glucose co-transporter 2 67



Post-Program Knowledge
Question #3

From a mean baseline A1C of
8.3% in the SURPASS-2 study,
the mean A1C reduction for

semaglutide 1 mg was 1.9% at
40 weeks (efficacy estimand).
What was the mean A1C
reduction for tirzepatide 15 mg
at 40 weeks?

A. 1.3%
B. 2.0%
C. 2.5%
D. 3.2%

A1C, glycated hemoglobin
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Thank you for
your participation!

Y

TiIMe/ |
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Please complete the evaluation form
and access the program website on

your phone.

If you haven’t scanned the QR code —

during the presentation, please use the CASE-BASED APPROACHES TO OPTIMAL @
one below A1C REDUCTION IN j¥PE BA[JIABETES 3
Upon completion of the evaluation, you / ps

will be able to download the certificate |

of attendance. / %] ﬁ ‘
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