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Objectifs:

= Réviser les mécanismes d’action des a GLP-1
= Connaitre les indications présentes et a venir

= Explorer les effets secondaires potentiels
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Réle du GLP-1

" Le GLP-1 (une incrétine) stimule la production d'insuline par le pancréas
en réponse a une augmentation de la glycémie. Il inhibe également |la
sécrétion de glucagon qui augmente le taux de sucre dans le sang.

= Controle de I'appétit et de |a satieté : Il envoie des sighaux au cerveau
pour indiquer la satiété et réduire I'appétit.

= Ralentissement de la vidange gastrigue : Le GLP-1 ralentit la vitesse a
laquelle I'estomac se vide, ce qui contribue a une sensation de satiété

plus longue.
= Action sur le systeme nerveux : Des récepteurs du GLP-1 sont prése |
dans le cerveau et le systéeme nerveux autonome, ou il participe au S

controle de la prise alimentaire, de la pression artérielle et d'autres
fonctions.



Effets physiologiques du GLP-1 :

un arc réflexe métabolique
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Semaglutide and Cardiovascular Outcomes in Patients with Type 2 Diabetes
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Effets secondaires
pricipaux avec le
semaglutide:

Nausée: 21.9% vs 8.1%
Vomissement: 14.8% vs 5.1%
Diarrhée: 18.4 % vs 10.5%

Pas plus de cancer

Pas plus de maladie au systeme
biliaire

Pas plus de pancréatite

Pas plus d’hypoglycémie

N=3297 ssva

N Engl J Med 2016;375:1834-1844



A Composite cardiovascular outcome B Cardiovascular death
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Reported Serious Adverse Events

Dulaglutide Placebo p*
N = 4949 N= 4952

Blood/Lymphatic System Disorders 1.2% 1.0% 0.23
Cardiac Disorders 11.1% 11.3% 0.71
Congenital, Familial & Genetic Disorders 0.2% 0.1% 0.22
Ear & Labyrinth Disorders 0.2% 0.3% 0.26
Endocrine Disorders 0.5% 0.2% 0.05
Eye Disorders 0.8% 1.1% 0.17
Gastrointestinal Disorders 4.8% 4.6% 0.70
General & Administration Site Conditions 1.8% 2.2% 0.17
Hepatobiliary Disorders 2.4% 2.1% 0.45
Immune System Disorders 0.0% 0.1% 0.16
Infections & Infestations 9.8% 10.4% 0.34
Injury, Poisoning & Procedural Complications 5.3% 5.3% 0.92 S$5VQ

*P from chi square test



Effect of dulaglutide on cognitive impairment in type 2
diabetes: an exploratory analysis of the REWIND trial

HR (95% CI) p value
5C1 adjusted for baseline scores —a— 0.-86 (0-79-0-95) 00018
5C1 adjusted for baseline scores and age —a— 0-86 (0-78-0-94) 00014
SC1 adjusted for baseline scores, age, ethnic origin, and education —a— 087 (0-79-0.95) 00032
SC1 adjusted for baseline scores, age, sex, and education —a— 0-87 (0-79-0-96) 00034
SC1 or death adjusted for baseline scores . 0.88 (0-81-0.95) 0.0014
5C1 or stroke adjusted for baseline scores —— 0-85 (0-77-0-92) 000018
SC1, stroke, or TIA adjusted for baseline scores e 0-85 (0-78-0-92)  0.00017
SCI, stroke, TIA, or death adjusted for baseline scores —— 0.87 (0-80-0.94) 0.00032
| 1
075 1-0 1.25
+ -

Favours dulaglutide  Favours placebo

e Scores MoCA ou DSST SvaQ
e Suivi de 5.4 années

e Abaissement moyen de 14 %
Lancet Neurology,19, 7,p582-590, 2020



Le role du GIP

Le GIP est I'autre des deux principales hormones incrétines, aux cotés du GLP-1,
secréetée par l'intestin en réponse a la prise de nourriture. Son réle principal est
de stimuler la libération d'insuline par les cellules béta du pancréas, mais
uniguement lorsque la glycémie est élevée.

Stimulation de l'insuline : En se liant a des récepteurs spécifiques, le GIP active
la production d'AMP cyclique dans les cellules béta du pancréas, augmentant
ainsi la sécrétion d'insuline de maniere glucose-dépendante.

Effet sur la glycémie : En favorisant la libération d'insuline, le GIP contribue a
abaisser la glycémie apres un repas.

Equilibre énergétique : Le GIP joue également un réle dans la régulation de

I'équilibre énergétique. |
Pas d’effet sur le glucagon, le ralentissement de la vidange gastrique et SV
I'appétit.




Effets du GIP a plusieurs niveaux

Meal ingestion

A Progenitor cells
A Memory

A Insulin secretion
A Insulin synthesis
A B-Cell proliferation
WV B-Cell apoptosis

A Glucose utilization
4 Lipogenesis
A Inflarmmation

A Bone formation
W Bone resarption

$SvVQ



Et si on combinait un aGLP-1 avec du GIP ?

" |e tirzepatide est la seule combinaison de ces 2 incrétines

" |e tirzépatide est un peptide de 39 acides aminés. |l contient des séquences
spécifiques empruntées aux hormones GIP et GLP-1 humaines

= Est-il supérieur aux aGLP-1"?

‘ sSVQ



Tirzepatide versus Semaglutide Once Weekly in Patients with

Type 2 Diabetes

- W Tuzepiatide, 5y %~ Wl Ticiepatide, 10 mg  —— Wl Triepatade, 15 mg

- | Sarmaglutsde, 1 mpg

N Engl J Med 2021;385:503-515
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The Cardiovascular Outcomes in Participants on Tirzepatide
Versus Dulaglutide of the SURPASS-CVOT

Change From Baseline in HbAlc and Weight
HbAlc Body Weight
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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 Company Confidential © 2025 Eli Lilly and Company



Primary Endpoint: CV Death, Ml or Stroke

154 Dulaglutide 1.5mg _~»*""""""""7"
1 HR, 0.92(95.3% Cl, 0.83-1.01) e
71  p=0.003 (non inferiority, 1-sided) e
4 p=0.086 (superiority, 2-sided) Py
s 4 No. of events: Dula 862 vs. TZP 801 T Tirzepatide MTD
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_ 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

Company Confidential © 2025 Eli Lilly and Company



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
Ml 4.7 54 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% CI)

Key Secondary Endpoint: Change in eGFR in high-risk CKD group?

Change from baseline to 36 months in eGFR,

mL/min/1.73 m2, estimate -5.0 -8.5 3.5 (2.6-4.5)

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 Company Confidential © 2025 Eli Lilly and Company



Safety Overview

. TZP MTD Dula 1.5 mg
Participants, % (N=6647) (N=6647)
Any TEAE 89.6 88.7
SAE?2 31.8 31.9
AEs leading to study drug discontinuation 18.7 16.7
TEAEs occurring in 25% of participants®

Nausea 25.1 22.4
Diarrhoea 24.8 19.1
COVID-19 16.4 16.2
Decreased appetite 17.1 9.7
Constipation 12.7 11.6
Vomiting 11.6 9.7
Dyspepsia 9.9 8.2
Urinary tract infection 7.1 7.5
Dizziness 7.0 6.2
Arthralgia 6.2 6.4
Cataract 5.8 6.1
Back pain 5.7 5.8
Nasopharyngitis 5.7 5.7
Hypertension 4.9 5.9

agxcluding CV endpoints confirmed by clinical endpoint committee; PIn the total group from the safety population.
SURPASS-CVOT scientific disclosure, oral presentation at EASD Congress Vienna, Austria, on 18th September 2025

Company Confidential © 2025 Eli Lilly and Company



Nouvelles indications thérapeutiques et a venir

Protection rénale: diabete type 2 sémaglutide (Ozempic)

Surplus de poids/obésité: sémaglutide (Ozempic) et tirzepatide
(Zepbound) pour IMC de 27 et en présence d’au moins une
comorbidité liée au poids comme I’hypertension, le diabete de
type 2, la dyslipidémie ou I'lapnée obstructive du sommeil (aussi
apres évenement CV pour le tirzepatide) ou un IMC d’au moins 30
(obésité)

Pour 'lapnée du sommeil
Pour l’'arthrose des genoux

Pour les fonctions cognitives <Si0
Pour la santé mentale



Etude FLOW: effets sur la progression de
la néphropathie diabétique

First Major Kidney Disease Event I . . L.
e Bénéfice primaire: évéenements
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Months since Randomization | SSVQ
No. at Risk
Placebo 1766 1736 1682 1605 1516 1408 1048 660 354 N Engl J Med 2024;391:109-121

Semaglutide 1767 1738 1693 1640 1572 1489 1131 742 392
JACC, 2024;84, 17, 1615-1628



Semaglutide vs Tirzepatide for Weight Loss in Adults With
Overweight or Obesity (sans diabete)

Figure 2. Event Probabilities for 5% or Greater, 10% or Greater, and 15% or Greater Weight Reduction
Among Propensity-5core Matched Patients on Treatment
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Tirzepatide as Compared with Semaglutide for the
Treatment of Obesity (sans diabete)

Primary Endpoint: Percentage Change in Body Weight f
From Baseline to 72 Weeks

Modified Treatment Regimen Estimand (FAS)

09 Mean Baseline Weight=113.0 kg

A
o
I

Percent Body Weight Change
From Baseline (%)

R
(=
]

ETD: -6.5% (-8.1 to -4.9)

-20.2

*kk

N Semaglutide MTD (1.7 or 2.4 mg) M@ Tirzepatide MTD (10 or 15 mg)

***p=<.001 vs. semaglutide.

Data are LSM (95% ClI).

Cl=Confidence Interval;, ETD=Estimated Treatment Difference; FAS=Full Analysis Set; LSM=Least Squares Mean; MTD=Maximum Tolerated Dose.
Aronne LJ, et al. N Engl J Med. 2025; doi: 10.1056/NEJMoa2416394 (Ahead of print).

1i Lilly and Company

Aronne L, NEJM2025;393:26-36



Tirzepatide as Compared with Semaglutide for the
Treatment of Obesity

Primary Endpoint: Percentage Change in Body Weight L
From Baseline to 72 Weeks

Efficacy Estimand (EAS)
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28 ETD at Week 72: -6.2% (~7.8 to -4.6)
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Mean Baseline Weight=113.2 kg
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-15.4%
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Percent Body Weight Change

***p<.001 vs. semaglutide.

Data are LSM (95% Cl). Data is derived from MMRM analysis for the efficacy estimand. Only the Week 72 timepoint was pre-specified and controlled for multiplicity. SSVQ
Cl=Confidence Interval, EAS=Efficacy Analysis Set, ETD=Estimated Treatment Difference; LSM=Least Squares Mean; MMRM=Mixed-Model for Repeated Measures; MTD=Maximum Tolerated Dose.

1. Aronne LJ, et al. N Engl J Med. 2025; doi: 10.1056/NEJMoa2416394 (Ahead of print). 2. Data on File, Eli Lilly and Company.

Company Confidential © 2025 Eli Lilly and Company



Tirzepatide as Compared with Semaglutide for the
Treatment of Obesity

Key Secondary Endpoints: Percentage of Participants f
Achieving Body Weight Reduction Targets

Modified Treatment Regimen Estimand (FAS)
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Participants (%)

210% =15% =20% 225%
Percentage Weight Reduction Target

BB Semaglutide MTD (1.7 or 2.4 mg) M Tirzepatide MTD (10 or 15 mg)

***p<.001 vs. semaglutide.

Data are L8M (95% Cl). Percentages were calculated with the use of Rubin's rules by combining the percentage of participants who met the target in imputed data sets.
Cl=Confidence Interval; FAS=Full Analysis Set; LSM=Least Squares Mean; MTD=Maximum Tolerated Dose.

Aronne LJ, et al. N Engl J Med. 2025; doi: 10.1056/NEJMoa2416394 (Ahead of print).

Company Confidential @ 2025 Eli Lilly and Company



A Change in Apnea—Hypopnea Index in Trial 1 (efficacy estimand)

Overall mean apnea—hypopnea index at baseline, 51.5 events/hr
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B Change in Apnea—Hypopnea Index in Trial 2 (efficacy estimand)

Overall mean apnea—hypopnea index at baseline, 51.5 events/hr
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C Change in Body Weight in Trial 1 (efficacy estimand)
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Semaglutide in Persons with Obesity and Knee Osteoarthritis

A Change in Body Weight

B Cumulative Frequency of Change from Baseline in Body

$SVQ

Bliddal H,N Engl J Med
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Amélioration de la stéatose hépatique

‘A GLP1 Receptor Agonist: Semaglutide for 72 Weeks

W Placebo (N=266) W Semaglutide, 24 mgfwk (N=534)
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aGLP-1 et fonctions cognitives

Les aGLP-1 peuvent réduire de maniere significative le dépot de beta-amyloide
et les niveaux de tau phosphorylé dans le cerveau des patients atteints de MA
Meilleure pénétration du parenchyme cérébral par le dulaglutide (moins avec
I'exénatide et le lixisénatide qui ne sont pas disponibles au Canada) et peu par
le sémaglutide et le tirzépatide.

Seulement 1.5-2.0 % du niveau plasmatique se retrouve dans le systeme
nerveux central

Une étude (Aviles-Olmos et al 2013) a démontré une amélioration de |la
motricité et des fonctions cognitives sous exénatide.

Activation des cortex dorsolatéral/préfrontal et orbitofrontal a démontré une
ameélioration des scores cognitifs avec le liraglutide (Li Q, et al 2021)

Etude avec le liraglutide vs la dapagliflozine a montré une amélioration
cognitive avec I'aGLP-1 (Cheng et al).

Beaucoup d’études ont montré un effet neutre, mais un bénéfice positif
semble relié a la molécule, étre diabétique, a I'obésité et plus longue
exposition a L'aGLP-1.



Cognitive deficit
(first diagnosis only)
Sitagliptin (DPP4I)

Semaglutide

.

Outcome probability [%6]

0 100 200 300
Time [days]

Nicotine misuse
(first diagnosis only)
— Semaglutide — Sitagliptin (DPP41)

2.0
&
£1s
0
(1]
0
[<]
o 1.0
@
£
(=}
Los
=
o

0.0

0 100 200 300
Time [days]

Negative control outcomes (composite)

Semaglutide — Sitagliptin (DPP41)

(%] = @

Outcome probability [%]

o

0 100 200 300
Time [days]

Qutcome probability [%]
B

Cognitive deficit
(first diagnosis only)
Semaglutide

Empagliflozin (SGLT2I)

033
2
E
EE
o
(=8
@
£
G
2
3
o
0
0 100 200 300
Time [days]
Nicotine misuse
(first diagnosis only)
— Semaglutide — Empagliflozin (SGLT2I
2.0
9
Zis
E
[0
0
(=]
510
@
£
Q
Sos
=3
@]

0.0

0 100 200 300
Time [days]

Negative control outcomes (composite)

Semaglutide — Empagliflozin (SGLT2I)

[

mna

o

0 100 200 300
Time [days]

Cognitive deficit

(first diagnosis only)
Semaglutide Glipizide (SU)

g

23

E

o

e

= 2

@

£

84

3

o

0
0 100 200 300
Time [days]

Nicotine misuse
(first diagnosis only)
- Semaglutide — Glipizide (SU)

‘332.0
=
el
ot 1.5
e
e
[=3
@ 1.0
£
8
505
o

0.0

] 100 200 300
Time [days]

Negative control outcomes (composite)

Semaglutide — Glipizide (SU)

L~ - >

Outcome probability [%)]

(=1

0 100 200 300
Time [days]

12-month neurological and
psychiatric outcomes of
semaglutide use for type 2
diabetes: a propensity-score
matched cohort study

N=42 592

$SvVQ

Lancet Discovery, 74, 102726,August 2022



—log1o(p)

Bénéfice du sémaglutide selon le déficit cognitif
ou la cause du trouble de santé mentale

First diagnosis only

10.0
A A Comparison with Sitagliptin
3 m ® Comparison with Empagliflozin
A " . - - -
o . Comparison with Glipizide
55 Favours Semaglutide Favours comparator
______________________________________________________________________________ p=108 A@N HW@®ApP=1038
oo p=106¢ A®E HW®Ap=10°
' —10-4 —10-4
c £ 3 82225 3% 2 3% 88825558248 iy Ly
E 2 £ £ 23 5 £ 2 o« @ o 5 5 3 3 23 3§ © 2 T O I 8 p=0-01 p=0-01
253 243 55 g 8 7 2 2 2 2 2 & 5 o2 5 O v 2
g 2 ¢ 8¢5 2 s 3 e EE S EE 5SS 8 S 2 P=0iS p=0-05
e £ =2 0 7 - 2 2 E 2 8 3 £ 2 o 5 & 2 7 p>0-05 p>0-05
i 85 8 5 2 § 858 2 £ 3 g X
S (i = E g < & E z f 15
= - @) 5
Z
=

ssvaQ



Merci de votre attention
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