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Learning objectives

® Jo review latest evidence in Cardiac, Kidney and Metabolism
trials (and obesity — CKOM)!



Let's start with a case!

Mrs. A.C.

® 66- c},/ear-old female with chronic stable hypertension

prior PCI of the mid-LAD for NSTEMI 2 years

a 0. She is referred because of atypical exertional
symptoms of dyspnoea on exertion.

® Medications: ASA 81mg, ramiprii 10 mg,
rosuvastatin 20 mg, ezetimibe 10 mg, PCSKOi
injected every 2 weeks. Dapa 10mg daily,
metformin 500mg BID

° Phr}/smal examination: BMI 35, BP 136/84, JVP is
cult to assess but appears mildly elevated
normal S1 and S2, there is no edema.

Age 66

EKG
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Role of GLP-1'-3in metabolism, inflammation and CV protection
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1. Wang XC et al. World J Gastroenterol 2014;20:14821-14830; 2. Lee J et al. Diabetes Metab J 2012;36:262-267; 3. Sharma S et al. PLoS One 2011,6:e25269
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Major adverse CV events * @ ﬂ

GLP-1 RA meta-analysis

Cardiovascular death ﬂ

GLP-1receptoragonist  Placebo Hazard ratio Weight
(n/N [%]) (n/N[%]) (95%Cl) (%)
With diabetes
EXSCEL* 839/7356 (11-4%) 905/7396 (12-2%) —{— 0-91 (0-83-1.00) 14-51%
LEADER?33 608/4668 (13-0%) 694/4672 (14-9%) - 0-87 (0-78-0-97) 13:06
REWIND?3% 594/4949 (12-0%) 663/4952 (13-4%) — 0-88 (0-79-0-99) 12:72%
ELIXA¥ 400/3034 (13-2%) 392/3034 (12-9%) —a— 102 (0-89-1-17) 10-76%
Harmony Outcomes®*®  338/4731 (7-1%) 428/4732 (9:0%) —0— 0-78 (0-68-0-90) 10-51%
FLOW % 212/1767 (12-0%) 254/1766 (14-4%) - — 079 (0-66-0-94) 813%
AMPLITUDE-0%* 189/2717 (7-0%) 125/1359 (9-2%) —a— 073 (0:58-0-92) 570%
SUSTAIN-6%4! 108/1648 (6-6%) 146/1649 (8-9%) —_— 074 (0:58-0.95) 5.16%
FREEDOM-CVO3* 85/2075 (4-1%) 69/2081 (3:3%) ——a— 1-24 (0-90-1.70) 3-45%
PIONEER 6 61/1591 (3-8%) 76/1592 (4-8%) —a—— 0-79 (0-57-1-10) 3:19%
I Subtotal 3434/34536 (9-9%) 3752/33233 (11-3%) <> 0-87 (0-81-0-93) I
Without diabetes
SELECT?42 569/8803 (6-5%) 701/8801 (8%) -, 0-80 (0:72-0-89) 12.83%
<> 0-80 (0.72-0-89)
Overall 4003/43339 (9-2%) 4453/42034 (10-6%) < 0-86 (0-80-0-92)
With diabetes p<0-001, ’=49-75% I T
Without diabetes p<0-001 05 10 15
Overall p<0-001, ’=48-9% & —>»
Heterogeneity by diabetes status p=0-24 Favours GLP-1 receptor agonist  Favours placebo
- o o v
Nonfatal myocardial infarction “ Hazardratio  Weight
o . (95%Cl) (%)
With diabetes
EXSCEL' 455/7356 (6-2%) 470/7396 (6-4%) 0.95(0-83-1.08) 14-66%
LEADER*33 281/4668 (6-0%) 317/4672 (6-8%) 0-88 (0-75-1-03) 13-17%
ELIXAY 270/3034 (8-9%) 261/3034 (8-6%) 1.03 (0-87-1-22) 12-63%
REWIND?3 205/4949 (4-1%) 212/4952 (4-3%) 0-96 (0-79-1-16) 11.50%
Harmony Outcomes®  160/4731(3-4%) 228/4732 (4-8%) —a— 069 (0-56-0-85)  10-84%
AMPLITUDE-0* 85/2717 (31%) 53/1359 (3-9%) —a— 0-78 (0-55-1-10) 6-05%
FLOW?® 52/1767 (2-9%) 64/1766 (3-6%) a1 0-80(0-55-1-16) 5.55%
SUSTAIN-6%4 47/1648 (2:9%) 64/1649 (3-9%) _ 074 (0:51-1.08) 542%
PIONEER 6% 37/1591 (2-3%) 31/1592 (1-9%) —_— 118 (0-73-1-90) 3-74%
FREEDOM-CVO3® 37/2075 (1-8%) 28/2081 (1-3%) —Q—a— 1-33 (0-82-2-16) 3-64%
ISub[o[aI 1713/34536 (5:0%) 1809/33233 (5-4%) 0.90 (0-82-0-99) I
Without diabetes -
SELECT?# 234/8803 (2.7%) 322/8801 (3-7%) —a— 0-72 (0-61-0-85) 12-80%
e 072 (0-61-0.85)
Overall 1947/43339 (4-5%) 2131/42034 (5-1%) <> 0-87(0-79-0-97)
With diabetes p=0-04, P=417% T T
Without diabetes p<0-001 06 10 20
+— —>

Overall p=0-01, P=54.57%
Heterogeneity by diabetes status p=0-02

Favours GLP-1 receptor agonist

Favours placebo

With diabetes

EXSCEL® 340/7356 (4-6%) 383/7396 (5-2%) 0.88(076-1.02)  2011%

REWIND?35 317/4949 (6-4%) 346/4952 (7-0%) 0-91(0-78-1-06) 18.50%

LEADER?3 219/4668 (4.7%) 27814672 (6:0%) o 078(0-66-0.93)  14-80%

ELIXAY 156/3034 (5-1%) 158/3034 (5-2%) 0-98 (0-78-1-23) 8.70%

FLOW? 123/1767 (7-0%) 169/1766 (9-6%) —o— 071 (0-56-0-90) 811%

Harmony Outcomes®®  122/4731 (2-6%) 130/4732 (2:7%) 0:93(0-73-1-19) 7:29%

AMPLITUDE-0% 752717 (2-8%) 50/1359 (3.7%) R — 072 (0-50-1.03) 3-33%

SUSTAIN-6%4 44/1648 (2-7%) 46/1649 (2-8%) —_— 0-98 (0-65-1-48) 2.57%

FREEDOM-CVO3* 28/2075 (1-3%) 23/2081 (1-1%) _t 1.22 (0.70-2-12) 1-42%

PIONEER 63 15/1591 (0-9%) 30/1592 (1:9%) 0-49 (0-27-0-90) 116%
ISUbtotaI 1439/34 536 (4-2%) 1613/33233 (4-9%) o 086 (o&mgz]

Without diabetes

SELECT?4? 223/8803 (2:5%) 262/8801 (3%) - 0-85 (0-71-1-01) 14-01%

< 0-85(0.71-1.01)

Overall 1662/43339 (3-8%) 1885/42034 (4-5%) O 0-86 (0-80-0-92)

b s i = 7o

g\e/teeril)lgp:noe-i(:;)t ;;g;/:tes i Favours GLP-1 receptor agonist  Favours placebo

Nonfatal stroke @

With diabetes

EXSCEL# 155/7356 (2:1%) 17717396 (2-4%) B+ 0-86 (0.70-1.06) 17-96%

LEADER?3 159/4668 (3-4%) 17714672 (3-8%) —H- 0-89(0-72-111) 17:26%

REWIND#3 135/4949 (2:7%) 175/4952 (3-5%) —— 076 (0-61-0-95) 16-48%

Harmony Outcomes? 76/4731 (1-6%) 91/4732 (1-9%) —g—— 0-83(0-61-1-13) 8.56%

ELIXAY 67/3034 (2:2%) 60/3034 (2:0%) — o 112 (0-79-158) 6.73%

FLOW? 63/1767 (3-6%) 51/1766 (2-9%) -1 122 (0-84-1-77) 5-82%

SUSTAIN-6 41 27/1648 (1-6%) 44/1649 (2.7%) P — 0-61(0-38-0-98) 3.53%
AMPLITUDE-0% 41/2717 (1-5%) 25/1359 (1-8%) S 0-80 (0-48-1:32) 3-21%

FREEDOM-CVO3® 23/2075 (11%) 23/2081 (1-1%) 1.00 (0-56-1.79) 2:39%

PIONEER6* 12/1591 (0-8%) 16/1592 (1-0%) — 0-74 (0-35-1-57) 1.44%
ISubtotaI 851/34536 (2-5%) 955/33233 (2-9%) <> 0-87 (0-79—0-96)|

Without diabetes

SELECT#4 154/8803 (1-7%) 165/8801 (1-9%) 0-93(0-75-1-16) 16-64%

2 t 0-93(0-75-116)
Overall 1005/43339 (23%) 1120/42034 (2-7%) <> 0-88 (0-80-0-96)

With diabetes p<0-001, ’=0%

Without diabetes p=0-52

Overall p<0-001, ’=0%

Heterogeneity by diabetes status p=0-58

04 1.0 2:0

‘_

Favours GLP-1 receptor agonist

Badve SV et al Lancet Diab Endocrinol. Published online Nov 25, 2024

B

Favours placebo



GLP-1 Receptor Agonists in Cardiovascular
Disease & Diabetes

Guideline Alignment: ESC/EASD e Diabetes Canada ¢ Canadian Cardiovascular Society

ESC / EASD (2023) Diabetes Canada Canadian Cardiovascular
Class | recommendation for GLP-1RA or SGLT2i recommended Society

GLP-1RA in T2DM with ASCVD in T2DM with ASCVD GLP-1RA recommended in T2DM
Agents with CV benefit: GLP-1RA preferred when ASCVD or with ASCVD

semaglutide, liraglutide, obesity predominate Reduces major adverse CV events
dulaglutide Agents: semaglutide, liraglutide, SGLT2i preferred if HF or CKD
Independent of HbA1lc or dulaglutide predominates

metformin use May start regardless of Alc when Part of comprehensive

Primary goal: reduction in MACE CV benefit desired cardiometabolic care

Key Message: Major international and Canadian guidelines align—GLP-1
receptor agonists with proven CV benefit should be used early in T2DM with
ASCVD to reduce cardiovascular events.



: : FLO
FLOW trial design

A multinational, randomized controlled clinical trial

Key eligibility criteria

» Adults with T2D, HbA;. <10% Once-weekly s.c. semaglutide 1 mg

« RAS inhibitor + standard of care
« eGFR =50 and <75 mL/min/1.73 m?

and UACR >300 and <5000 mg/g
OR
eGFR =25 and <50 mL/min/1.73 m?

PI
and UACR >100 and <5000 mg/g n stanc?aﬁ‘ilb(; care

Early trial cessation was recommended at

a pre-specified interim analysis for efficacy
at ~570 events

eGFR was calculated using the CKD-EPI formula. Randomization was stratified according to SGLT2 inhibitor use at baseline.

CKD-EPI, Chronic Kidney Disease Epidemiology Collaboration; eGFR, estimated glomerular filtration rate; HbA,, glycated hemoglobin; R, randomization; RAS, renin—angiotensin—aldosterone system;
s.c., subcutaneous; SGLT2, sodium—glucose co-transporter 2; T2D, type 2 diabetes; UACR, urine albumin:creatinine ratio.

Perkovic V et al. N Engl J Med 2024;391:109-121.



. FLOW

Primary kidney o 1

press release

kidney
outcomes trial

acebo 23.2%

Health Canada approves Ozempic® to reduce the risk of sustained L0/ 1766)
eGFR decline, end-stage kidney disease, and cardiovascular death in . o
55 ] adults with type 2 diabetes and chronic kidney disease Emagl utide 18.7%

31/1767)

30 7

« Ozempic® is the first-and-only medication indicated for both the once-weekly treatment of
20 adult patients with type 2 diabetes mellitus to improve glycemic control and to reduce the

risk of sustained estimated glomerular filtration rate (eGFR) decline, end-stage kidney R 0.76 (95% Cl 0.66 ) 0. 88)
disease, and cardiovascular death in adults with type 2 diabetes and chronic kidney

disease.’ =0.0003

15 « Chronic kidney disease in patients with type 2 diabetes is associated with an elevated risk
of end-stage kidney disease, cardiovasculor disease, and death.?
10 — MISSISSAUGA, ON, August 19, 2025 - Novo Nordisk announced today that Ozempic®

Proportion of participants (%)

(semaglutide injection) is now approved as the first-and-only medication indicated for both
the once-weekly treatment of adult patients with type 2 diabetes mellitus to improve
glycemic control and to reduce the risk of sustained estimated glomerular filtration rate

5 (eGFR) decline, end-stage kidney disease, and cardiovascular death in adults with type 2
diabetes (T2D) and chronic kidney disease (CKD).'

0 T T
0 6
Semaglutide 1.0 mg: 1767 1738 1 Su periority if
Placebo: 1766 1736 1 H H
two-sided p value is <0.0322
Full analysis set. Data from the in-trial period. Numbers shown in the | Nove Nordisk Canada iac 101-2476 Argentia Reod Tet 905-625-0222

1ts receiving semaglutide and placebo, respectively. Cl,
. . . Corporate Communications Misissyoga, Ontarks LSN GM! AW IOVONO A SE CY
confidence interval; HR, hazard ratio.

Perkovic V et al. N Engl J Med 2024;391:109-121.



Finerenone, a novel, selective, nonsteroidal MRA,

blocks MR overactivation

el Hyperglycaemia®
17 “
o High salt load?!

.o
* g—
'.O.' Oxidative stress!

[] L]

e Finerenone

In patients with CKD and T2D, treatment with finerenone
resulted in lower risks of CKD progression and
cardiovascular events than placebo®

MR

Cofactor

Ligand . >
9, T

Elevated ligand
(aldosterone, cortisol)
and receptor levels?

Finerenone acts by blocking MR
overactivation?

MR overactivation is thought to contribute to
inflammation and fibrosis, and sodium
retention in cardiorenal disease3*



Finerenone phase Ill program® including patients with
CKD and T2D across the spectrum of CKD severity

iIiIi Patients

%)

T2D and CKD, pretreated with either an ACEi or ARB at maximum
tolerated dose and serum [K*] <4.8 mmol/I

Albuminuria categories
Description and range®
(UACR, mg/g)

Al A2 A3
Normal— Moderately Severely
mildly increased increased
increased

* UACR 30—<300 mg/g and eGFR 225-<60 ml/min/1.73 m?and a
history of diabetic retinopathy
« Or UACR 2300—<5000 mg/g and eGFR 225—<75 ml/min/1.73 m?

FIGARO-DKD (N=7437)
CKD eligibility criteria

®

« UACR 30-<300 mg/g and eGFR 25—<90 ml/min/1.73 m?2
« Or UACR 2300-<5000 mg/g and eGFR 260 ml/min/1.73 m2

GFR stages
description

and range®
(ml/min/1.73 m?)

Errrs
s [
o [n

https://clinicaltrials.gov/ct2/show/NCT02545049



https://clinicaltrials.gov/ct2/show/NCT02540993
https://clinicaltrials.gov/ct2/show/NCT02545049

FIDELIO-DKD! and FIGARO-DKD? phase Il clinical trial design

Informed tudy termination
consent decision

[}
[}

. 19,381 patients enrolled . FIDELIO-DKD N=5734 . .

. (Sep 2015-Jun 2018) e FIGARO-DKD N=7437 . o

[ [ [

° ° ° °

: 1376 patients switched from FIGARO-DKD o Post-treatment ®

° 1555 patients switched to FIGARO-DKD fO”OW-Up .’

[Runin :

[}

o 4-16 weeks <2 week Placebo (initial dose 10 or 20 mg od*) SRS CEWL 3

® Optimisation of ACEi or - o follow-up o

« ARB therapy . : : | . .

° ° : : : ° °

° ° X X X ° °

: ¢ : | ! ° °

Run-in Screening Visit 1 Visit 2 Visit 3 Visit n End-of-study Post-treatment
visit visit (baseline) (month 1) (month 4) (every 4 months) visit visit?

1. Bakris GL, et al. Am J Nephrol 2019;50:333-344; 2. Ruilope LM, et al. Am J Nephrol 2019;50:345-356



Summary: FIDELIO-DKD and FIGARO-DKD results

o 20

m Patients
Primary
endpoint
Secondary
endpoint

A Safety

Q

Finegrenone (brand name Kerendia) is listed under Limited Use (LU) code

700 in Ontario for treating chronic kidney disease (CKD) associated with type 2 diabetes
(T2D). tis approved for adults with an eGFR 2 25 mL/min/1.73 m® and albuminuria

2 30 mg/g, used alongside maximized ACE inhibitor/ARB and SGLT 2 inhibitor therapy.
ontario.ca
Key Details for Code 700:

¢ Indication: Reduction of risk for end-stage kidney disease, sustained eGFR
decrease, cardiovascular death, nonfatal myocardial infarction, and hospitalization
for heart failure.

# Criteria: Patients must be 18+ with T2D and CED, and it must be used as an adjunct
to standard-of-care (specifically, maximized doses of ACE inhibitors/ARBs and
SGLT2 inhibitors, unless contraindicated).

ular

1-2 CKD

mortality and
‘bidity by 13%
; 95% CI1 0.76-0.98)

rogression

)y 13%

ically significant)
5% CI1 0.76-1.01)

dies



Can | Diabetes 40 (2025) 73-B5

Contants Hats avallable st SclencaDirect

Canadian Journal of Diabetes MTES
journal hamapaga; CANADA

wwww . canadianjournalofdiabetas, com

Special Article @
Chronic Kidney Disease in Diabetes: A Clinical Practice Guideline =4

Sheldon W. Tobe MD, M5cCH, FRCPC, FACP, FAHA; Harpreet 5. Bajaj MD, MPH;
Mavdeep Tangri MD, PhD, FRCPC; Rahul Jain MD, CCFP, M5cCH, FCFP;
Thuy Pham NP, MN, M5cCH; Valerie Beaudin RN; Phil McFarlane MD, PhD, FRCPC

0On behalf of the Diabetes Canada Clinical Practice Guideline Steering Committee SW Tobe et o / Can ) Drshetes 49 (2025) 7186

4, adults with type 2 diabetes and CKD defined by eGFR between
20 and 45 mLmin per 173 m* regardless of uACR. or eGFR
berween 45 and 00 mLjmin per 173 m? with wACR =20 mg/
mmal on maximally telerated, or maximally prescribed doses
of RAASIs, should be recommended an SGLT20 to delay pro-
gression of KD and progression to dialysis, and to reduce
likelihood of cardiovasoular events |57,58,75,76] [Grade A,
Lewvel 14A]

9, Adules with type 2 diabetic n iy defined by eCFR
betwreen 25 and S0 mL/min per 1,73 m© wath wACE between 10
and 500 megfimamol, or if eGFR is =50 mLjmin per 1.73 oy’ with
AR berween 30 and 500 meimmal, an maximally tolerated,
ar maximally prescribed doses of RAASL should be recom-
mended a GUP1-RA with proven kidney bensfic to reduce
prateinuna and risk of worsening kidney function [ 72] [Grade
A, Leveld 1A for subcutaineous senmaglutide].

10, Adults with type 2 diabetic nephropathy defined by eGFR
berween 25 and 90 mlimin per 173 m? with uACE berween 3
amd 30 mg/mmal with or without diabetic retinopathy, for
those with eGFR between 25 and 60 ml/min per 1.73 o, or if
eGFR is =25 mL/min per 173 m* with uACR between 30 and
500 mgimmoel, on maximally tolerated, o maximally pre-
seribed doses of BAASD, with serum patassum <48 mmaol/L,
dbhould be recommiencded a nsMBEA with proven elfflcacy
alongside potassium manitoning o improve kidney and car-
deowascular outcomes [64,66,70,71) [Grade A, Level 14 for
finerenone |




GLP1 RA and Peripheral vascular disease:

The STRIDE trial

Semaglutide and walking capacity in people with symptomatic
peripheral artery disease and type 2 diabetes:
A phase 3b, double-blind, randomized, placebo-controlled trial

Marc P. Bonaca, Andrei-Mircea Catarig, Kim Houlind, Bernhard Ludvik, Joakim
Nordanstig, Chethana Kalmady Ramesh, Neda Rasouli, Harald Sourij, Alex Videmark, and
Subodh Verma, for the STRIDE Trial Investigators

American College of Cardiology Scientific Sessions 2025
Late-Breaking Clinical Trial
March 29, 2025

ﬁA An Affiliate of:
/ CPC \ University of Colorado
Clinical Ressarch cl

Anschutz Medical Campus



Objectives and Trial Design

Objective: To demonstrate the effect of once weekly semaglutide 1.0 mg vs. placebo
on functional capacity in people with T2D and symptomatic PAD

Inclusion criteria

Participants with PAD, T2D, Age 218 years old
and claudication T2D diagnosis 2180 days prior to screening
HbA,. £10%
Early-stage symptomatic PAD (Fontaine stage lla)
Randomized 1:1 double blind PFWD 2200 m (flat treadmill test)
MWD <600 m (constant load treadmill test)
Once-weekly s.c. Placebo ABI 0.9 or TBI 0.7

semaglutide 1.0 mg

Exclusion criteria
Conditions other than PAD that limit walking

Vascular revascularization <180 days prior to screening or
planned arterial revascularization

Heart failure (NYHA Class III-1V)

Mi, stroke, hospitalization for unstable angina, or TIA within 180
days prior to screening

A

Assessments at 4, 8, 12, 26, 49, 52, & 57 weeks,
functional testing with constant load treadmill at
baseline, 26, 52, & 57 weeks




Ratio to baseline in maximum

walking distance

1.20

1.15

1.10

1.05

1.00

0.95

0.90

Primary Outcome

Ratio* to baseline in MWD

1.13

B Semaglutide
B Placebo

(95% c11.06, 1.21); p=0.0004

1.21

1.08

Clinically meaningful improvementt

OR1.79
(95% Cl1 1.32, 2.43); p=0.0002

Weeks from randomization

T
52

Absolute change from baseline

to 52 weeks (meters)

100

90

80

70

60

50 -

40

30

20

10

ETD

26.4 m
(95% Cl
11.8, 40.9)

37

Median

difference®

ETD
39.9 m
(95% Cl

13.9, 66.0)

87

Mean
difference 8

*Estimated treatment ratio; TUsing-a prespecified-anchor measure to-assess clinical meaningfulness of change with- semaglutide versus placebo; fTreatment policy estimand; Trial product (hypothetical)
estimand. Absolute change from baseline to 52 weeks was an exploratory outcome, based on the in-trial observation period for the median difference estimate, and the on-treatment without rescue

(revascularization or medication) observation period for the mean difference.
Cl, confidence interval; ETD, estimated treatment difference; MWD, maximum walking distance; OR, odds ratio.



Oral Semaglutide Reduces Cardiovascular Events

in People with Type 2 Diabetes with Atherosclerotic
Cardiovascular and/or Chronic Kidney Disease: Primary
Results From the SOUL Randomized Trial

Darren K. McGuire, M.D., MHSc
on behalf of the SOUL study group

University of Texas Southwestern Medical Center, and
Parkland Health System, Dallas, Texas, USA



idence (%)

ive inci

Cumulat

No. at risk
Placebo

Semaglutide

N
SN

RN
N

-
o

3-point MACE composite

Primary outcome

4 Hazard ratio 0.86 (95% CI: 0.77; 0.96)

p=0.0028 for superiority (one-sided)

4 Events: semaglutide 579; placebo 668

Event rate per 100 person-years: semaglutide 3.1; placebo 3.7

Placebo

Oral semaglutide

0 6 12 18 24 30 36
Time since randomization (months)
4825 4718 4583 4455 4322 4194 4101
4825 4743 4835 4542 4438 4346 4239

42

3727
3831

48 54
2517 1346
2555 1346

Components:
CV death
Nonfatal Ml
Nonfatal stroke

* Results consistent
across pre-specified
sensitivity analyses

* Absolute risk reduction
2% over 3 years

* NNT=50

Cumulative incidence estimates are based on

time from randomization to first MACE with

non-CV death modelled as competing risk using the

Aalen-Johansen estimator. Time from randomization
to first MACE was analysed using a Cox proportional
hazards model with treatment as categorical

fixed factor. Adjustment for group sequential

design was done using likelihood ratio ordering.

Cl, confidence interval; CV, cardiovascular;

MACE, major adverse cardiovascular event;

MI, myocardial infarction;

NNT, number needed to treat.



QW @ —

Conclusions

Oral semasglutide was subnerior to nlacebho in reducing the incidence of 3-noint MACE in people

with T2D ¢

There was
concomit

The overe
trials witl

The trial

Oral sem

press release

Health Canada approves RYBELSUS® (semaglutide tablets) to reduce the risk of
major adverse cardiovascular events (MACE) in adults with type 2 diabetes

% RYBELSUS® fsemoglutide tablets) is the first giucagon-iike peptide-1 (GLP-1) approved in Canada to
reduce the risk of major adverse cardiovascular events (MACE)

% RYBELSUS® fsemoglutide tablets) is approved to reduce the risk of major adverse cordiovascular (CV)
events (OV death, non-fatal myecardial infarction or non-fatal stroke) in adults with bype 2 dicbeles
meflitus who have established cardiovascular disease or are af high risk for these events.

v The indication expansion is based on positive cutcames observed in the cardiovascular outcomes
(SOUL) trial data, which dermonstrated that RYBELSUS® decreased the risk of major adwverse
cardiovascular events.”

¢ Cordiovasculor disease is the second-leading couse of death in Canoda.”

age, BMI, eGFR and

/ed in previous clinical

his population

ASCVD, atherosclerotic cardiovascular disease; BMI, body mass index; CKD, chronic kidney disease; CV, cardiovascular;

CVD, cardiovascular disease; eGFR, estimated glomerular fi

ltration rate; GLP-1 RA, glucagon-like peptide-1 receptor agonist;
MACE, major adverse cardiovascular event; T2D, type 2 diabetes.
1. Aroda et al. Diabetes Obes Metab 2023;25:1385-97.



Major new “G” targets! i

GLP-1R

Food intake via
central mechanisms

GLP-1R
Single agonists
¥ Gastric emptying

* GIP Receptor Agonist (GIP-RA): e
Agents that activate the GIP receptor to boost insulin L
release and improve metabolic control; often combined

with GLP-1 action for additive effects.

GLP-1R/GIPR
Dual agonists

GLP-1R/GCGR
Dual agonists

4 oL

GLP-1R/GIPR/GCGR
Triple agonists

" A \F&‘\W

| §
Sy

GCGR
f Energy expenditure

GIPR

Food intake via
GABAergic neurons

L] i 1

e
.

f Thermogenesis

: : Nausea
‘ Hepatic steatosis

' FGF21 secretion ﬁ Insulin secretion

and hepatic FXR

f Bile acid secretion

Insulin sensitivity

Adipose tissue mass

‘ Food intake Lipolysis

4 Lipid oxidation




The Cardiovascular Outcomes
In Participants on Tirzepatide

Versus Dulaglutide of the
SURPASS-CVOT
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Study Design

Dulaglutide 1.5 mg QW
(with sham dose escalation)

4 Dulaglutide 1.5mg QW |
i : . Median
Screening | duration of
! study follow up
: =4 years
i 2.5mg
-2 -1 0 4 8 12 16 20 24  Visits continue every
Weeks 4 3 months _
Randomisation Primary Endpoint
(1:1) (end of treatment)

 Study drug added to standard of care for underlying ASCVD

» Glucose-control regimen adjusted during the trial, using open-label non-incretin agents
« Adjustment of study medication dose permitted

SURPASS-CVOT scientific disclosure, oral presentation at EASD Congress Vienna, Austria, on 18th September 2025



Baseline Characteristics

TZP Dula1.5

MTD mg

Parameter (N=6586) (N=6579)
Age, mean, years 64.0 64.1
Female, % 28.7 29.3
Race, %

White 81.5 81.4

Asian 8.8 9.1

Native Hawaiian or Other

Pacific Islander 0.1 0.1
Ethnicity, %

Hispanic or Latino 30.2 30.1

Note: Data are from the mITT population.
SURPASS-CVOT scientific disclosure, oral presentation at EASD Congress Vienna, Austria, on 18th September 2025

Parameter, %

TZP MTD

Dula 1.5

(N=6586) \_g570)

Statin

Antihypertensive medications
ACE inhibitor
ARB

Mineralocorticoid receptor
antagonist

Antihyperglycaemic
medications

Metformin

SGLT-2 inhibitor
Sulfonylurea

DPP-4 inhibitor
Thiazolidinedione
Alpha-glucosidase inhibitor
Insulin

86.0

40.3
40.0

9.7

81.1
30.4
21.3
5.8
2.4
1.7
49.4

85.6

39.4
40.9

9.3

81.7
30.8
22.0
5.7
2.7
1.6
48.3




Change From Baseline in HbA1c and Weight

HbA1c Body Weight

TZP Dula
TZP Dula
MTD 1.5 mg 2 MTD 1.5 mg
— 00_ i E —
o X D
=5 -05- 8o
%% 22
(3°) o - - E % -5=
m T 1.0 2 ®] >
€ c 15 e
S = -1.5- o c
L8 £
o o 20— 1.7 g -10-
- | OF
o § D 5= ETD (95% Cl) € o -12.1
S -0.8 (-0.9 to -0.8), Q= L
L ;.4 p<0.001 E; L 15 ETD (95% Cl)

-7.1 (-7.4 t0 -6.8),
p<0.001

Notes: Data are mean estimates (SE). Change from baseline to Month 36 were analysed using an ANCOVA model with treatment, SGLT-2 inhibitor use at baseline and country as fixed factors and baseline value as a
covariate, with multiple imputation of missing values.

SURPASS-CVOT scientific disclosure, oral presentation at EASD Congress Vienna, Austria, on 18th September 2025



Primary Endpoint: CV Death, Ml or Stroke

15 7 Dulaglutide 1.5 mg __-*
1 HR,0.92(95.3% CI, 0.83-1.01)
1  p=0.003 (non inferiority, 1-sided) s
4 p=0.086 (superiority, 2-sided) P ’
9 4 No. of events: Dula 862 vs. TZP 801 T Tirzepatide MTD
8 10 1
c
o —
o
2 |
£
p i
2= i
ks
= 5
= i
=]
o —
O - 1 1 1 1 1
52 104 156 208 260
_ Weeks
No. at Risk
TZPMTD 6586 6309 6029 5703 3305 0
Dula 1.5 mg 6579 6267 5954 5618 3226 0

Note: HR and 95.3% CI were derived from a Cox proportional hazards model with treatment as a fixed effect, stratified by SGLT-2 inhibitor use at baseline.

SURPASS-CVOT scientific disclosure, oral presentation at EASD Congress Vienna, Austria, on 18th September 2025



Key Secondary Efficacy Endpoints

TZP MTD Dula 1.5 mg HR
Outcome (N=6586) (N=6579) (95% CI)
Key Secondary Efficacy Endpoints, % of Participants With Event
Mi 4.7 5.4 0.86 (0.74-1.00)
Stroke 3.5 3.8 0.91 (0.76-1.09)
CV death 5.6 6.2 0.89 (0.77-1.02)
CV death, MI, stroke, coronary revascularisation 16.5 18.5 0.88 (0.81-0.96)
CV death or hospitalisation or urgent visits for HF 7.8 8.5 0.91 (0.81-1.03)
All-cause death 8.6 10.2 0.84 (0.75-0.94)

TZP MTD Dula 1.5 mg Difference
Outcome (N=1520) (N=1403) (95% Cl)
Key Secondary Endpoint: Change in eGFR in high-risk CKD group?
Change from baseline to 36 months in eGFR, 50 85 3.5 (2.6-4.5)

mL/min/1.73 m2, estimate

aln participants with high or very high-risk CKD as defined by KDIGO guidelines 2025 definition, identified as having eGFR 260 mL/min/1.73 m? and UACR >300 mg/g, eGFR 45-<60 mL/min/1.73 m? and UACR >30 mg/g, or

eGFR <45 mL/min/1.73 m? at baseline.

Notes: Data are percentage of participants with event unless stated otherwise. HR and 95% CI were derived from a Cox proportional hazards model with treatment as a fixed effect, stratified by SGLT-2 inhibitor use at baseline.
Change from baseline to Month 36 was analysed using an ANCOVA model with treatment, SGLT-2 inhibitor use at baseline, and country as fixed factors and baseline value as a covariate, with multiple imputation of missing

values.

SURPASS-CVOT scientific disclosure, oral presentation at EASD Congress Vienna, Austria, on 18th September 2025



All-Cause Mortality

15 -
1 HR,0.84 (95% ClI, 0.75-0.94)
1 No. of events: Dula 669 vs. TZP 566 Dulaglutide 1.5mg

g 10

c

o —

o

E’ i

E - Tirzepatide MTD

E -

= 5

= i

=]

o —

O N = T T T T T
0 52 104 156 208 260
Weeks

No. at Risk
TZPMTD 6586 6447 6271 6021 3536 0
Dula 1.5 mg 6579 6405 6201 5954 3484 0

Note: HR and 95% CI were derived from a Cox proportional hazards model with treatment as a fixed effect, stratified by SGLT-2 inhibitor use at baseline.

SURPASS-CVOT scientific disclosure, oral presentation at EASD Congress Vienna, Austria, on 18th September 2025



MOLUNJARO (tirzepatide injection) iz 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.
+ [n combination with:
o metformin, or

o metformin and a sulfonylurea (see 4.1 Dosing Considerations and 7 WARNINGS AND
PRECAUTIONS), or

o metformin and a sodium-glucose cotransporter 2 inhibitor (SGLT2i), or

o basal insulin with or without metformin (see 4.1 Dosing Considerations and 7 WARNINGS AND
PRECAUTIONS).



Uqcoming CVOT’s

# of patients Inclusion Criteria W Main Findings

GLP-1/GIP

SURMOUNT-MMO

GLP-1/Amylin
REDEFINE-3

GLP-1/GIP/

glucagon
TRIUMPH-

OUTCOMES

GLP-1/glucagon
SYNCHRONIZE-
CVOoT

Total: 15,374
Tirzepatide vs
placebo

Total: 7,000
CagriSema (2.4mg
cagrilintide and
2.4mg semaglutide)
vs placebo

Total: 10,000
Retatrutide vs
placebo

Total: TBD
Survodutide

>40 years, overweight or 5 years
obese and established

CVD >3 months or CVD

risk factors

>55 years, BMI >25and TBD
prevalent ASCVD

>45 years, BMI >27 and TBD

established ASCVD
and/or CKD

Overweight or obese and TBD
established CVD, CKD, or
CVD risk factors

Incidence of MACE

Time to first occurrence of MACE

Incidence of MACE
Kidney function

Time to first occurrence of 5P-
MACE: death, non-fatal MlI, non-
fatal stroke, ischemia-related

coronary revascularization and HF

events

GLP-1 agonists




Age 66

Let’s end with the case!

EKG NSR 65/min,
QS V1, V2
Mrs. A.C.
° 66(—jyear-old female with chronic stable hypertension and prior PCI of the Al1C 6.7
mid-LAD for NSTEMI 2 years ago. She is referred because of atypical
exertional symptoms of dyspnoea on exertion. TC 3.4
® Medications: ASA 81mg, ramipril 10 mg, rosuvastatin 20 mg, ezetimibe 10
mg, PCSK9i injected every 2 weeks. Dapa 10mg daily, metformin 500mg BID HDL_C 1
® Physical examination: BMI 35, BP 136/84, JVP is difficult to assess but
appears mildly elevated, normal S1 and S2, there is no edema. LDL-C 1.25
- T 1.24
Step wise plan G
1) Added GLP1RA Ozempic apoB 0.55
Then add eGFR/ 47
UACR 32

2) finenerone 10mg, and careful K+ monitoring, aiming for

20mg if 2 K+ <4.8 and eGFR stable after 4 weeks K+ 4.2



Summary

e s/c GLP1RA show benefits in persons with T2DM, CAD, CKD, HF
® Oral GLP1RA show CV benefit in persons with T2DM

® "new” therapies include GLP1RA + GIP or glucagon agonist

(Double G or triple G) with multiple new trials underway
across a wide variety of conditions



Thank you
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