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PREVALENCE DE L'OBESITE
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PREVALENCE DE L'OBESITE
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COMPLICATIONS DE L'OBESITE

Chronic
respiratory
Iseases
Chronic obstructive
pulmonary disease
Obstructive

sleep apnoea
Asthma

Nonalcoholic
fatty liver
disease

Chronic
kidney
disease

Musculoskeletal
complications

Low back pain
Osteoarthritis

/\

Mental health
problems

Cardiovascular
diseases

Stroke

Ischaemic heart disease
Heart failure
Hypertensive heart
disease

Dyslipidaemia
Hypertension

Diabetes
mellitus

Cancer
Breast, colorectal,

gallbladder, gastric
cardia, kidney, liver,
meningioma, multiple
melanoma, oesophagus,
ovarian, pancreas,
thyroid, uterus



BENEFICES DE LA PERTE DE POIDS
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ercent weight loss
Diabetes Prevention

Diabetes Management Diabetes Remission
Dyslipidemia
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Osteoarthritis
Stress Incontinence
GERD (females)
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Sleep Apnea

Asthma

CVD/CV death

Lingvay I et al., 2021



INCRETINES

Hormones intestinales sécrétées apres ingestion d’aliments

Glucagon-like peptide-1 (GLP-1)
Insulinotropic polypeptide (GIP)

A. Substrates
GlUCOSE o o o o e e e >
Amino acids
Free fatty acids

B. Incretin hormones

K cell (GIP)

/2 vie courte
Rapidement dégradées

L cell (GLP-1)

DPP-4 enzyme
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GLUCAGON-LIKE PEPTIDE (GLP)-1

Mécanismes d’action
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ANALOGUES DU GLP-1

Effets dose-dépendants

Increasing plasma GLP-1 concentrations

Vomiting

Diarrhoea
Nausea
Abdominal pain

{ Appetite
| Food intake
= Weight loss

} Gastric emptying

} Insulin secreion —_,

l Glucagon secretion —”

GLP-1 levels
achieved with
incretin mimetics

{ Plasma glucose

GLP-1 levels
achieved with
incretin enhancers

GLP-1 effects

TRENDS in Molecular Medicine




ANALOGUES GLP-1

LIRAGLUTIDE SEMAGLUTIDE
(SAXENDA® 3 mg) (OZEMPIC® 1 mg, WEGOVY® 2,4 mq)

Amino acid substitution protects against
8 DPP-4 degradation®

C-16 fatty acid

(palmitoyl) s d C-18 fatty di-acid chai
*Iis ‘*I& )elu“ely\\‘rhr\eheﬁirhr$erwqu‘lal ’ pf:\fiz;asr:ront::; binz}?; tlo_ aatl:;:)u;iilln
' Ser g
Glug.ys‘ﬁ\la (Ala (GIn (Gly (Glu (Leu (Tyr (Ser’ -
P’I{e’ i
lle Ala \Trp Leu (Val (ArgGly (Arg (Gly.
Amino acid substitution prevents C-18 fatty acid
binding at wrong site!
97% homologie avec GLP-1 humain 94% homologie avec GLP-1 humain
t;, de 13h t;, de 1 semaine

Longue durée d’action (liaison a I'albumine)

Protection contre la dégradation (DPP4)



ANALOGUES GLP-1

Semaine 1 Semaine 2 Semaine 3 Semaine 4 Semaine 5

LIRAGLUTIDE
(SAXENDA® 3 mg)

Dose escalation

Semaglutide 2.4 mg OW treatment is initiated at
0.25 mg, followed by increments every 4 weeks to
0.5,1.0, 1.7, and 2.4 mg OW

SEMAGLUTIDE 1.7 mg
(WEGOVY® 2,4 mg)
0.5mg
0.25mg
0 4 8 12 16 20

week



EFFETS SUR L'APPETIT

Satiety (mm)

Induction de la satiété et réduction de la faim

Repas-test petit-déjeuner

Adultes obéses non-diabétiques

=== Placebo === Liraglutide 1.8 mg === Liraglutide 3.0 mg
100 - 100 -+
80 - 80 -
E
60 - £ 60 -
@
404 2 40 -
3
I
20 + 20 -
0 L L L . T I L L L T 1 o I L L L L) T T L
Time (min) Time (min)

van Can Jet al., 2014



EFFETS SUR LE POIDS

LIRAGLUTIDE SEMAGLUTIDE

0 Normoglycemia —a— Liraglutide ~—4— Placebo 0+
Prediabetes - e - Liraglutide - - Placebo -2

Placebo

-104
-124

Change from Baseline (%)

~144

_16 Semaglutide

-18 T T T T T T T T T T T
0 4 8 12 16 20 28 36 44 52 60 68

Change in Body Weight (%)

Weeks since Randomization

No. at Risk
Placebo 655 649 641 619 615 603 592 571 554 549 540 577
-12 T T T T T T T T T T T T 1 Semaglutide 1306 1290 1281 1262 1252 1248 1232 1228 1207 1203 1190 1212
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56
Weeks
100+ M Semaglutide M Placebo
100 M Liraglutide M Placebo 86.4 (N=1212) (N=577)
90+
20 P<0.001 <
< S
R 707 63.2 @
8 60 s
< | P<0.001 o
g 50 o
& 401 £
33.1 P<0.001 &
301 1
20+ 14.4
104
=5% >10% >15% 5 =10 =15 >20

Weight Loss Percent Weight Loss

Perte de 8.4 vs 2.8 kg a 56 semaines Perte de 14,9 vs 2.4 kg a 68 semaines

Pi-Sunyer X et al., 2015 Wilding JPH, 2021



EFFETS SUR LE POIDS LONG TERME

SEMAGLUTIDE

Observed mean change over time
(Mean at baseline: 106.0 kg)
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Garvey et al., 2021



MAINTIEN DU POIDS

Combinaison Liraglutide + activite physique

A Change in Body Weight
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Lundgren JR et al., 2021



APRES CHIRURGIE BARIATRIQUE ?

Perte de poids insuffisante ou reprise de poids

- V 4 =
non-diabetique
LIRAGULTIDE SEMAGLUTIDE
0.0
g
= 25
.T:n
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Miras AD et al., 2019 Lautenbach A et al., 2020



SELECTION DES BONS REPONDEURS

Réponse précoce (- 5% apres 12-16 semaines)

prédictive de perte de poids a long terme

@ Early responders

@ Early non-responders

M Early responders (ERs) ™ Early non-responders (ENRs)
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POIDS A L’ARRET DU TRAITEMENT

Etude de maintien du poids

m Mean percent change in body weight during the entire Estimated me
trial (weeks 0-68; observed in-trial data) cha
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-18- o
'20 T T T T T T T T T T T T T T
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Time since start of run-in, wk
No. of participants
Semaglutide run-in
803 803 803 802 801
Continued semaglutide 535527 531 525 523 521 516 520 535
Switched to placebo 268 267 265 258 260 254 246 250 268

Rubino D et al., 2021



EFFET SUR LES COMORBIDITES

LIRAGLUTIDE
Patients obeses + prédiabéte (3 ans)

Liraglutide 3-0 mg Off-drug
—— Placebo follow-up
period
124
46 47
10+
HR 0-21 (95% (1 0-13-0-24)*; p<0-0001
z 8
b4
g 64
=
£ 44
2
1 1
iy o T
0 8
Number at risk
Liraglutide3-0mg 1472 1313 1204 1135 1060 S77 910 863 830 799 776 504
Placebo 738 636 569 523 468 422 376 350 328 310 296 205

Réduction de la conversion en DS de 73%
Conversion 2.7x plus lente

Réduction de la prévalence du DS de 66%

le Roux CW et al., 2017



EFFET SUR LES COMORBIDITES

SEMAGLUTIDE
Patients obeses non-diabétiques

Waist circumference Systolic blood pressure Diastolic blood pressure C-reactive protein
Meanbaseline 1158 115.7 126 125 80 80
: (cm) (mm Hg) (mm Hg) (mg/L)
. 0 0
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l)ETD: -9.2cm ETD: -4.2 mmHg ETD: —3.7 mmHg ETD: -53.1 %-points
[95% Cl: -12.2, -6.2] [95% CI: -7.3,-1.0] [95% CI: —6.1, —1.2] [95% CI: —63.2, —40.0]
p<0.0001 p=0.0102 p=0.0036 p<0.0001

. Semaglutide 2.4 mg . Placebo



EFFET SUR LES COMORBIDITES

SEMAGLUTIDE

Patients obeses non-diabétiques

HbA,, Fasting plasma glucose Fasting serum insulin Triglycerides
Mclean'baselme 57 5.7 95.9 95.1 87.6 88.1 114.3 109.7
value: (%) 2 1 (mg/dL) (pmol/L) 4 - (mg/dL)
0 - 0 - 0
3
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ETD: —0.33 %-points ETD: -9.2 mg/dL ETD: —27.4 %-points ETD: —22.0 %-points
[95% Cl: —0.41, —0.25] [95% ClI: —12.0, -6.5] [95% Cl: —39.3, -13.3] [95% Cl: —29.8, —13.2]
p<0.0001 p<0.0001 p=0.0004 p<0.0001

. Semaglutide 2.4 mg . Placebo



EFFETS SUR LES COMORBIDITES

Etude LEADER et SUSTAIN 6 (T2D patients)

(A) MACE! Expanded MACE!* CV death
HR HR HR
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Verma S et al., 2020



EFFETS SUR LES COMORBIDITES

Mechanisms whereby GLP-1 analogues modify the risk of cardiovascular outcomes

DIRECT EFFECTS

lmproved endothelial ¥+ Vascular smooth + Vascular ¥ Lipid
function muscle activation inflammation accumulation
4 Nitric Oxide ¥ Proliferation
+ICAM-1/VCAM-1

({Blood Pressure } ( ¥ Weight W ( yAIC J

INDIRECT EFFECTS

Sharma A et al., 2020



EFFETS SUR LES COMORBIDITES

Semaglutide Effects on Cardiovascular ™ |
Outcomes in People With Overweight or o
Obesity (SELECT) rationale and design

Donna H. Ryan, MD, ? Ildiko Lingvay, MD, MPH, MSCS, " Helen M. Colhoun, MD, © John Deanfield, MD, ¢
Scott S. Emerson, MD, PhD, © Steven E. Kahn, MB, ChB, ’ Robert F. Kushner, MD, ® Steve Marso, MD, "
Jorge Plutzky, MD, Kirstine Brown-Frandsen, MD,’ Marianne O. L. Gronning, DVM, DMSc, PhD,’

G. Kees Hovingh, MD, PhD, Ik Anders Gaarsdal Holst, MD, PhD,’

Henrik Ravn, MSc, l’hD.,i and A. Michael Lincoff, MD'

N r N
Patient population: Primary endpoint:
Semaglutide

Male or female patients, aged (2.4 mg; once weekly; s.c.) Time from
>45 years with BMI 227 kg/m? randomization to first
occurrence of a

Established CVD as
evidenced by at least one of
the following:

composite endpoint
— consisting of:

[ Randomization (1:1)]

s CV death
Pr!or Ml y ; Non-fatal myocardial
« Prior stroke (ischemic/ infarction
hemorrhaglf:) Placebo » Non-fatal stroke
+  Symptomatic PAD* (once weekly; s.c.)
L N =17,500 ) L J

-y
Y

Event driven
(1225 first MACE)

Novo Nordisk



EFFET SUR LES COMORBIDITES

MAFLD

Patients diabétiques non-controlés

NS
56 — p=0.003 p<0.0001
. o il
O Baseline 316 -
-
m After 6 month S
: : = 12 -
liraglutide =
o
<
R
b
S
o= 4
-
0

Body weight Body weight Body weight
modification modification modification
tertile 1 tertile 2 tertile 3

Effet proportionnel a la perte de poids

Petit JM et al., 2017



EFFET SUR LES COMORBIDITES

MAFLD
320 patients, BMI>25kg/m2, 50% DT2
NASH (biopsie) et score de fibrose F2-F3

A Resolution of NASH with No Worsening of Liver Fibrosis
(primary end point)

Odds ratio, 3.36 (95% Cl, 1.29-8.86)
| 1
Odds ratio, 2.71 (95% Cl, 1.06-7.56)

100+ r ]
90 Odds ratio, 6.87
(95% Cl, 2.60-17.63)

80 P<0.001
£
3 707 : '
-
& o 2
s

50+
‘% 40
= 40 36
o 30+
&

20+

10

0
Semaglutide, Semaglutide, Semaglutide, Placebo
0.1 mg 0.2 mg 0.4 mg (N=58)
(N=57) (N=59) (N=56)

B Improvement in Liver Fibrosis Stage with No Worsening of NASH
(confirmatory secondary end point)

Odds ratio, 1.96 (95% Cl, 0.86—4.51)
| |

Odds ratio, 1.00 (95% Cl, 0.43-2.32)

100 [ ]
90— Odds ratio, 1.42
20 (95% Cl, 0.62-3.28)
P P=0.48
g 707 ! '
& 60
N
° 49
50
&
g - 33
= 30+
4
204
10+
0
Semaglutide, Semaglutide, Semaglutide, Placebo
0.1 mg 0.2mg 0.4 mg (N=58)
(N=57) (N=59) (N=56)

Newsone PN et al., 2022



EFFET SUR LES COMORBIDITES

AHI (events/hour)

55

50

45

40

35

30

Syndrome des apnées du sommeil

Patients obese non-diabétiques

—e— Liraglutide 3.0 mg —— Placebo
@ LOCF week 32 A LOCF week 32
(N=168) (N=166)

d

|
SL00

T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32

Time (week)

Effet proportionnel a la perte de poids

Blackman A et al., 2016



Effets indésirables

Gastro-intestinaux

v Nausées, vomissements, dyspepsie

v Transitoires

v" Recommandations HD

v" Augmentation progressive de la dose

v’ Lithiase biliaire, cholecystite

v Favorisée par la perte de poids

v’ Pancréatite aigué

v' Risque faiblement augmenté

v’ Patients a risque de pancréatite
exclus des études

v’ Précautions chez patients a risque

ou antécédent de pancréatite

(3 ducation and explanation

98 Patient consultation & counseling

« Counsel patients on:
- The potential for Gl side effects and their typically mild-to-moderate, temporary nature
- Dietary modifications: recommend reducing meal size, mindfulness to stop eating once full,
avoiding eating when not hungry, avoiding high-fat or spicy food, and moderating alcohol intake
« Discuss any current Gl symptoms, treat if needed, and counsel the patient on how to manage any
potential worsening after GLP-1RA initiation

@scalation to an annronriate dose

Initiation with gradual dose escalation

« Follow the gradual dose escalation strategy recommended in the GLP-1RA prescribing information
« Consider slower dose escalation for patients reporting challenges with GI symptoms in the first
few weeks of treatment

ak
If patient presents with Gl side effects

@ffective management of Gl side effects

_ v

Short-term or mild side effects LLLCEENEE B = Persistent or more severe Gl effects
Patient counseling on dietary
modifications for upper Gl side effects

Il Pause GLP-1RA dose escalation

&  Differential diagnosis

Identify/rule out any underlying Gl disorders

Recommend increasing fiber and water
intake for constipation, and consider
stool softeners

Optional
i o If GERD | If vomiiting
v v v
#. Pharmacological treatment % GERD treatment i Maintaining hydration &
Over-the-counter remedies for the GI If GERD exacerbation or onset is dietary intervention
symptoms may be considered (not identified, consider proton-pump Advise patients on maintaining
universally recommended). Any use inhibitors or H2-blockers. Use hydration and consider suggesting
should be short term only should be short term only smaller volumes of food intake
H H If vomiting is severe, persistent and
H symptomatic, consider emergent care
If unsuc If unst ‘
v
7 GLP-1RA dose adjustment
Consider using lower doses for patients unable
to tolerate the standard maintenance doses
‘ If unsuccessful
Switching to an alternative GLP-1RA
4 Consider switch to an alternative
& 2 GLP-1RA, if available
: Optional | If
#. Pharmacological treatment ~ EESEEE =~ A GLP-1RA treatment cessation
Consider short-term antiemetic use for nausea/vomiting Stop GLP-1RA treatment and consider
in select patients on a case-by-case basis other therapies

(not universally recommended)

Wharton S et al., 2022



INDICATIONS

Chez les ADULTES
Obésité > 30 kg/m?
Surcharge pondérale > 27 kg/m?
avec dysglycémie, HTA, dyslipidémie, SAS
En complément
d’un “régime” hypocalorique et
d’une augmentation de I'activité physique

Chez les ADOLESCENTS (=12 ans)
Obésité (selon les seuils IOTF)

En complément

d’une alimentation saine et

d’une augmentation de I'activité physique

Notice du Saxenda®



CONTRE-INDICATIONS

Grossesse '
Antécédents de MEN2 ou CMT

Gastroparésie sévere

Risque de pancréatite

(EtOH, lithiase biliaire connue, antécédents de pancréatite, hyperTG)

Insuffisance rénale sévere (GFR < 30 ml/min)

Insuffisance hépatique ou cardiaque sévere



PERSPECTIVES

TIRZEPATIDE (Mounjaro®)

(dual agoniste GLP-1/GIP)

B Percent Change in Body Weight by Week (efficacy estimand)

Percent Change in Body Weight

Overall mean baseline weight=104.8 kg

o o s e o e e S T s e
0 24
4 X 3.1
= Placebo
\
-8
Tirzepatide,
Smg 15.0
164 -16.0
Tirzepatide, T
¥-195
-20 Tirzepatide, o, i
15 mg s
$-25
“241111111 T T T T /{1 T
0 4 812162024 36 43 60 72 TRE

Weeks since Randomization

Jastreboff AM et al., 2022 (Lilly)



PERSPECTIVES

CAGRILINTIDE/SEMAGLUTIDE
(analogue Amyline)

6,0 68 9,1 9,7% Cagrilintideseul

0 - psascer aaaaae - - -
Cagrilintide 0-16 mg plus semaglutide 2-4 mg .
Cagrilintide 0-30 mg plus semaglutide 2-4 mg -54(-83
@ Cagrilintide 0-60 mg plus semaglutide 2-4 mg 938
@ Cagrilintide 1-2 mg plus semaglutide 2-4 mg :
@ Cagrilintide 2-4 mg plus semaglutide 2-4 mg I
@ Pooled placebo plus semaglutide 2-4 mg
15 -171
T
T T T T 1

Sans majoration des E2 digestifs

Bodyweight change from baseline (%)

Cohorts 1-5

Enebo et al., 2021 (NovoNordisk)

LY3437943
(triple agoniste GLP-1/GIP/Glucagon)
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0 8 15 29 43
Time post-dose (days)

Coskun AM et al., 2022 (Lilly)



QUESTIONS EN SUSPENS
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QUESTIONS EN SUSPENS

Effet sur la mortalité et les comorbidités?
Rapport colt-bénéfice ?
Durée optimale du traitement ?

Quand l'interrompre ?
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GLUCAGON-LIKE PEPTIDE (GLP)-1

Mécanismes de l'effet satiétogene

Brain

Brain stem

Nodose
ganglion

Vagus nerve /

|

Stomach

Intestine

kS
\

Hyp ;
N\ ek

POMC/CART NPY/AgRP
neuron neuron

Anorexigenic  Orexigenic
effects effects

Decreased food intake
Decreased body weight

Drucker DJ, 2015



Hypothalamic regulation of appetite

Peripheral signals modulate appetite and energy expenditure via hypothalamic neurons

Feeding

‘ Appetite f Gastric emptying

Metabolic rate
Hindbrain

Effectors Appetite

Hypothalamus

Second order neurons

Nucleus
tractus Area postrema
solitarius

IIIIIII>
‘IIIIII

Arcuate nucleus

PYY GLP-1 Ghrelin
PP OXM

Satiety Hunger

signals signals

Leptin Insulin GLP-1 Amylin

Vagal
afferents Satiety

Adiposity signals peptide

a-MSH, a-melanocyte stimulating hormone; AgRP, Agouti-related protein; CART, cocaine and amphetamine regulated transcript;
GLP-1, glucagon-like peptide-1; NPY, neuropeptide Y; OXM, oxyntomodulin; POMC, pro-opiomelanocortin; PP, pancreatic polypeptide; PYY, peptide YY.
Badman et al. Science 2005;307:1909-14; Seo et al. Endocr J 2008;55:867-74; Secher et al. J Clin Invest 2014,124:4473-88; Boyle et al. Mol Metab 2018;8:203-10



The role of the brain in regulating appetite

Homeostatic

Eating for hunger Ul Hedonic = Eating for pleasure

eating b= s

Satiety Hunger - Dopamine
e GLP-1 . controls WANTING
* Peptide YY * Ghrelin the motivation to eat

* Oxyntomodulin L L
« Pancreatic Opioid and cannabinoid receptors

polypeptide control LIKING the pleasure ass.ociated
* Amylin Executive with food
function

Deciding to eat

Behavioural interventions empower
sustainable behaviours
in controlling eating

GLP-1, glucagon-like peptide-1.



Homeostatic vs. hedonic
regulation of appetite

Homeostatic regulation

Biological systems that acts to maintain body weight
by:

Regulation via peptide hormones that can induce
hunger/satiety

Changes in energy expenditure

d ’% Hedonic regulation

Reward of survival behaviours
(e.g. sex or eating) through pleasure

©

©

Operates even in the presence of
satiety signals

Can lead to food consumption beyond homeostatic
need

Link between hedonic attraction to high calorie
foods and obesity

Hall et al. Am J Public Health 2014; 104(7): 1169-1175




Sémaglutide vs chirurgie bariatrique

Perte de poids

Etudes randomisées

GLP-1 agonist Bariatric surgery Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI| IV, Random, 95% CI
Mingrone 2021 BPD vs med 65 129 B 422 215 20 18.3% -35.70 [-48.69, -22.71] —
Mingrone 2021 gastric bypass vs med 6.5 1298 7 373 145 20 21.3% -30.80 [-42.28, -18.32] ——
Schauer 2017 gastric bypass vs med 53 10.8 19 232 98 49 29.6% -17.90 [-23.45, -12.35] -
Schauer 2017 skeeve gastrectomy vs med 5.3 10.8 19 1B& 75 47 29.9% -13.30 [-18.61, -7.99] -
Total (95% CI) 53 136 100.0% -22.71[-31.47, -13.95] <
Heterogenehy: Tauw® = 59.53; ChF = 14.88, df = 3 (P = 0.002); F = B0X oo o 50 100
Test for overall effect: Z = 5.08 (P < 0.00001) Favours [Bariatric surg] Favours [GLP-1 agonist]
Etudes observationnelles
GLP-1 agonist Bariatric surgery Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Capristo 2018 26.25 10.65 25 43.43 10.47 25 49.9% -17.18 [-23.03, -11.33] -
Cotugno 2015 5 B 31 38 14 31 50.1% -33.00 [-38.68, -27.32] -
Total (95% CI) 56 56 100.0% -25.11[-40.61, -9.60] i
Heterogenelty: Tau* = 116.48; ChF = 14.46, df = 1 (P = 0.0001); F = 93% 1_100 -5.0 ) Sli) 100:
Test for overall effect: Z = 3.17 (P = 0.002) Favours [Barlatric surg] Favours [GLP-1 agonist]

Sarma S et al., Obesity, 2022



TAKE HOME MESSAGES

Quand l'utiliser ?

Obésité grade 1 et 2 (3 ?) ou surcharge pondérale compliquée
Prédiabete sucré

Apres perte de poids > 5 %

Quand une perte de poids est un prérequis pour un geste chirugical

En pratique

Ré-évaluation a 3 mois (regle des 5 %)

Evaluer le résultat sur le poids mais aussi sur les comorbidités
Effet dose-réponse

Sécurité a long terme



INCRETINES

K-cells Effect

GIP receptors present,
function unknown

No major effect known

Insulin T
Glucagon T
Somatostatin T

Glucose-

dependent
Insulinotropic
Polypeptide

Gastric emptying ~
------ + Gastric acid secretion ({)

A Preadipocyte differentiation T
Triglyceride storage =
weight gain T

No major effect known

Osteoblast function T
Bone formation T

No major effect known

Organ

Brain

Heart

Pancreas

Stomach

Gut

Adipose tissue

Kidneys

Bones

Blood vessels

Effect L-cells

Appetite |

Satiety T
Food intake |
-

Multiple effects

Insulin T
Glucagon |
Somatostatin T

Glucagon-

Like
Gastric emptying ¢ ¥ Peptide-1
Gastric acid secretion () €« -------- ( GLP-1 )

Transit slowed p

LR
~Browning“ ? A

z s

: . r
Natriuresis T y: 7

Stability 7 %4

L. K
Vasodilation

Nauck MA, 2017



PLAN

Prévalence et complications de |'obésité

Mécanismes d’action des incrétines

Analogues du GLP-1 dans le traitement dans I'obésité
Effets sur le poids

Effets sur les complications de I'obésité

Effets indésirables

Sélection des patients



