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2020 For a healthy Belgium

Diabete

Crude prevalence of diagnosed diabete s in Belgium and its regions, 2007-2020
Source: IMA-AIM Atlas [1]
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2018 For a healthy Belgium

BMI>25: 49%
BMI>30: 16%

Exces de poids et obesite

Self-reported prevalence of overweight and obesity among men by age group, Belgium, 2018 Self-reported prevalence of overweight and obesity among women by age group, Belgium, 2018
Source: Health Interview Survey, Sciensano [2]

Source: Health Interview Survey, Sciensano [2]
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Novo Nordisk®

HbA;. level Is associated with microvascular
long-term diabetes complications
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DCCT, The Diabetes Control and Complications Trial.
Skyler JS et al. Endocrinol Metab Clin North Am. 1996,25:243—54;
The Diabetes Control and Complications Trial (DCCT) Research Group. N Engl J Med. 1993;329:977-86.



Multinational WHO data on causes of mortality in type 2 diabetes mellitus?

Other causes

\

Renal
disease
Of all CVD deaths in type 2 diabetes:?
Ischaemic heart disease=53.6%
Cerebrovascular disease=26.2%
Other CVD=20.2%
Diabetes
Cancer

1. Morrish NJ et al. Diabetologia 2001;44:5S14-21; 2. Hansen M, et al. Diabetologia 2012;55:294-302.
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ADA/EASD consensus rapport 2019

GLUCOSE-LOWERING MEDICATION IN TYPE 2 DIABETES: OVERALL APPROACH

FIRST-LINE THERAPY IS METFORMIN AND COMPREHENSIVE LIFESTYLE (INCLUDING WEIGHT MANAGEMENT AND PHYSICAL ACTIVITY)

2 NO

INDICATORS OF HIGH-RISK OR ESTABLISHED ASCVD, CKD OR HF!

N |

Consider independently of baseline HbA, or individualised HbA, target

T0 AVOID
CLINICAL INERTIA
REASSESS AND

MODIFY TREATMENT
REGULARLY
(3-6 MONTHS)

Independently
of HbA1lc!!

If HbA, above individualised target proceed as below

""""""" N 7 /2

4 3 o .
| ASCVDPREDOMINATES | ; HFORCKD PREDOMINATES
 « Established ASCVD B - e i COMPELLING NEED TO MINIMISE WEIGHT
) Ir'i':n:c(aam;s g;';;g:rgsct’v')“ £ 3 min [1.73m] 2 or UACR i COMPELLING NEED TO MINIMISE HYPOGLYCAEMIA GAIN OR PROMOTE WEIGHT LOSS COST IS A MAJOR ISSUE™"
’ 2 - I . .
L or corognary, carotid, lower : E >§gﬂmgl g particularly UACR E
1 : . 0 1 > mg/g
: extremity artery stenosis >50%) [ e ] 6LP-1 RA with
PPPEPP QRS B J . DPP-4i GLP-1RA SGLT27 D qood effcacy SELTIR oL _
St . for weight loss®
' [ PREFERABLY
E PREFERABLY i SGLT2i with evidence of redUCing ¢ ¢ ¢ ¢ ¢ ¢
\ GLP-1 RA with proven CVD benefit' 1 HF and/or CKD progression in If HbA, If HbA, If HbA, If HbA,
' | CVOTs if eGFR adequate? ahove target ahove target above target above target If HbA, _ above target If HbA,, above target
R T R T T s T
: SGLT2i with proven CVD - . OR =========1 :
! benefit! if eGFR adequate? t | IfS6LT2i not tolerated or contraindicated GLP-1RA SGLT2i
: : or if eGFR less than adequate’ add SGLT2i SGLT2i? OR OR GLP-1RA with
TEEETETTEY Qazaeennms * | GLP-1RAwith proven CVD benefit OR OR DPP-Ai DPP-Gi SGLT27 good efficacy ik SU
\ < TZD TID OR OR for weight loss®
If HbA, _above target ‘P 12D GLP-1RA
4, If HbA,_ above target \l, \L \L 4' ¢ ¢ 4, ¢

If further intensification is required or ‘L If HbA, above target If HbA, above target If HbA, above target

patient is now unable to tolerate « Avoid TZD in the setting of HF

GLP-1 RA and/or SGLT2i, choose .g . ‘1’ ‘L J' 4' J’

agents demonstrating CV safety: Choose agents demonstrating CV safety: Continue with addition of other agents as outlined above If quadruple therapy required, or « Insulin therapy basal insulin with

« For patients on a GLP-1 RA, . FZLP"“;'L‘LS " Sﬁgﬁ- °°“s‘cd:[; J SGLT2i a".d’;_' 9“34 RA not tolemt_e: m"’"‘es‘ acquisition cost Buse JB et al. 2019 update to:

ider adding SGLT2i with adding bLF=1 RA with proven or contraindicated, use regimen wit .
corsuer aiding SGLTZ withprover ongit If HbA,_above target lowest risk of weight gain - Consider DPP-Ai OR SGLT2 with x;gzggirgggtte‘: %ﬁ%rgl‘yggs;ne'ss'ﬂs
«  DPP-4iif not on GLP-1 RA * DPP-Ai (not saxagliptn) in the setting Vv PREFERABLY lowestacquisition cost report by the American Diabetes

Basal insulin® of HF (if not on GLP-1 RA)
TZD¢ « Basal insulin®
Sus . SU¢

Consider the addition of SU® OR basal insulin: DPP-4i (if not on GLP-1 RA)

« Choose later generation SU with lower risk of hypoglycaemia based on weight neutrality
« Consider basal insulin with lower risk of hypoglycaemia’ J,

Association (ADA) and the European
Association for the Study of Diabetes
(EASD) Diabetologia.
2020;63(2):221-228

1. Proven CVD benefit means it has label indication of reducing CVD events. 6. Choose later generation SU to lower risk of hypoglycaemia, Glimepiride has shown similar CV safety to DPP-4i
2. Be aware that SGLT2i labelling varies by region and individual agent with regard to indicated level of eGFR 7. Degludec / glargine U300 < glargine U100 / detemir < NPH insulin
for initiation and continued use 8. Semaglutide > liraglutide > dulaglutide > exenatide > lixisenatide
3. Empagliflozin, canagliflozin and dapagliflozin have shown reduction in HF and to reduce CKD progression 9. If no specific comorbidities (i.e. no established CVD, low risk of hypoglycaemia and lower priority to avoid
in CVOTs. Canagliflozin has primary renal outcome data from CREDENCE, Dapagliflozin has primary heart weight gain or no weight-related comorbidities)
failure outcome data from DAPA-HF 10. Consider country- and region-specific cost of drugs. In some countries TZDs relatively more expensive and
4. Degludec and U100 glargine have demonstrated CVD safety DPP-4i relatively cheaper
Low dose may be better tolerated though less well studied for CVD effects
1 Actioned whenever these become new clinical considerations regardless of background glucose-lowering medications.

If DPP-4i not tolerated or
contraindicated or patient already on
GLP-1 RA, cautious addition of:

e SUS « TZD5 « Basal insulin

LVH = Left Ventricular Hypertrophy; HFrEF = Heart Failure reduced Ejection Fraction
UACR = Urine Albumin-to-Creatinine Ratio; LVEF = Left Ventricular Ejection Fraction

o

Updates to the 2018 consensus report are indicated in magenta font
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FIGURE 3: USE OF GLUCOSE-LOWERING MEDICATIONS IN THE MANAGEMENT OF TYPE 2 DIABETES

TO AVOID
THERAPEUTIC

INERTIA REASSESS AND
MODIFY TREATMENT

HEALTHY LIFESTYLE BEHAVIOURS; DIABETES SELF-MANAGEMENT EDUCATION AND SUPPORT (DSMES); SOCIAL DETERMINANTS OF HEALTH (SDOH) REGULARLY

(3-6 MONTHS)

Goal: Cardiorenal Risk Reduction in High-Risk Patients with Type 2 Diabetes (In addition to comprehensive CV risk management)*

+ASCVD?

Defined differently across
CVOTs but all included
individuals with established
CVD (e.g. M, stroke, any
revascularisation procedure).
Variably included: conditions
such as transient ischaemic
attack, unstable angina,
amputation, symptomatic
or asymptomatic coronary
artery disease.

+Indicators of high risk +HF

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

Current or prior
symptoms
of HF with

documented

HFrEF or HFpEF

SGLT2i8
with proven
HF benefit
in this
population

+ASCVD/Indicators of High Risk

GLP-1 RA* with proven
CVD benefit

SGLT2i® with proven
CVD benefit

If HbA, above target

* For patients on a GLP-1 RA consider adding SGLT2i with
proven CVD benefit or vice versa
» TIDA

+CKD

eGFR < 60 mU/min per 1.73 m? OR
albuminuria (ACR 2 3.0 mg/mmol
(30mg/g)). These measurements
may vary over time; thus, a repeat
measure is required to document CKD.

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

PREFERABLY

SGLT2i¢ with primary evidence of
reducing CKD progression

Use SGLT2i in people with an eGFR >
20 mUmin per 1.73 m? once initiated
should be continued until initiation
of dialysis or transplantation

GLP-1 RA with proven CVD benefit if
SGLT2i not tolerated or contraindicated

Goal: Achievement and Maintenance of Glycaemic and Weight Management Goals

Glycaemic Management: Choose
approaches that provide the
efficacy to achieve goals:

Metformin OR Agent(s) including
COMBINATION therapy that provide
adequate EFFICACY to achieve
and maintain treatment goals

Consider avoidance of hypoglycaemia a
priority in high-risk individuals

Achievement and Maintenance of
Weight Management Goals:

-

Set individualised weight management goals

General lifestyle advice:
medical nutrition
therapy/eating patterns/
physical activity

Intensive evidence-
based structured
weight management
programme

Consider medication Consider metabolic

If HbA,_above target, for patients
on SGLT2i, consider incorporating a
GLP-1 RA or vice versa

In general, higher efficacy approaches
have greater likelihood of achieving
glycaemic goals

Efficacy for glucose lowering

Very High:
Dulaglutide (high dose),
Semaglutide, Tirzepatide

Insulin

Combination Oral, Combination
Injectable (GLP-1 RA/Insulin)
High:

GLP-1 RA (not listed above), Metformin,
SGLT2i, Sulfonylurea, TZD

Intermediate:
DPP-4i

for weight loss surgery

v .

When choosing glucose-lowering therapies:

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

Efficacy for weight loss
Very High:
Semaglutide, Tirzepatide
High:
Dulaglutide, Liraglutide

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

Neutral:

\:

DPP-4i, Metformin

If additional cardiorenal risk reduction or glycaemic lowering needed If HbA, above target
ACEi, Angiotensin-Converting Enzyme Inhibitor; ACR, Albumin/Creatinine Ratio; ARB, Angiotensin Receptor Blocker; ASCVD, Atherosclerotic Cardiovascular Disease; CGM, Continuous Glucose Monitoring; CKD, Chronic Kidney Disease; CV, Cardiovascular; CVD, Cardiovascular Disease; ¢
CVOT, Cardiovascular Outcomes Trial; DPP-4i, Dipeptidyl Peptidase-4 Inhibitor; eGFR, Estimated Glomerular Filtration Rate; GLP-1 RA, Glucagon-Like Peptide-1 Receptor Agonist; HF, Heart Failure; HFpEF, Heart Failure with preserved Ejection Fraction; HFrEF, Heart Failure with

reduced Ejection Fraction; HHF, Hospitalisation for Heart Failure; MACE, Major Adverse Cardiovascular Events; MI, Myocardial Infarction; SDOH, Social Determinants of Health; S6LT2i, Sodium-Glucose Cotransporter-2 Inhibitor; T2D, Type 2 Diabetes; TZD, Thiazolidinedione.

*In people with HF, CKD, established CVD or multiple risk factors for CVD, the decision to use a GLP-1 RA or SGLT2i with proven benefit should be independent of background use of metformin; A strong recommendation is warranted for people with CVD

and a weaker recommendation for those with indicators of high CV risk. Moreover, a higher absolute risk reduction and thus lower numbers needed to treat are seen at higher levels of baseline risk and should be factored into the shared decision-making
process. See text for details; A Low-dose TZD may be better tolerated and similarly effective; § For SGLT2i, CV/renal outcomes trials demonstrate their efficacy in reducing the risk of composite MACE, CV death, all-cause mortality, MI, HHF and renal outcomes
in individuals with T2D with established/high risk of CVD; # For GLP-1 RA, CVOTs demonstrate their efficacy in reducing composite MACE, CV death, all-cause mortality, MI, stroke and renal endpoints in individuals with T2D with established/high risk of CVD.

Identify barriers to goals:

* Consider DSMES referral to support self-efficacy in achievement of goals

* Consider technology (e.g. diagnostic CGM) to identify therapeutic gaps and tailor therapy
* |dentify and address SDOH that impact on achievement of goals

American Davies M, Aroda VR, Collins BS, Gabbay RA, Green J, Maruthur NM, Rosas SE, Del Prato S, Mathieu C, Mingrone G, Rossing P, Tankova T, Tsapas A, Buse JB
Dlabet.e S, Diabetes Care 2022; https://doi.org/10.2337/dci22-0034. Diabetqlo/g;ia 2022; https://doi.org/10.1007/s00125-022-05787-2. European Association
- Association. Copyright ADA/EASD 2022 for the Study of Diabetes



Prise en charge multicible du patient diabétique de type 2

Glycaemic

Management

i Cardiorenal
Cardiovascular .
Risk Factor protection —
Management glucose lowering
agents
Weight
Management

A . Davies M, Aroda VR, Collins BS, Gabbay RA, Green J, Maruthur NM, Rosas SE, Del Prato S, Mathieu C, Mingrone G, Rossing P, Tankova T, Tsapas A, Buse JB
merican

Diabetes Diabetes Care 2022; https://doi.org/10.2337/dci22-0034. Diabetologia 2022; https://doi.org/10.1007/s00125-022-05787-2. I | : q S D
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Cardiorenal
protection —
glucose lowering
agents

Cardiovascular
Risk Factor
Management

AN

Davies MJ, Aroda VR, Collins BS, Gabbay RA, Green J, Maruthur NM, Rosas SE, Del Prato S, Mathieu C, Mingrone G, Rossing P, Tankova T, Tsapas A, Buse JB

American
Diabetes Diabetes Care 2022; https://doi.org/10.2337/dci22-0034. Diabetologia 2022; https://doi.org/10.1007/s00125-022-05787-2.
gl European Association
- Association. Copyright ADA/EASD 2022 for the Study of Diabetes




In general, higher efficacy approaches

have greater likelihood of achieving

1ere ligne:metformine glycaemic goals

Efficacy for glucose lowering

. - ; : Very High:
Apres 3 MOIS associer S Dulaglutide (high dose),

nécessaire/rembourse: Semaglutide, Tirzepatide
Insulin
2 G LP_ 1 Combination Oral, Combination

o Gafal 1O Injectable (GLP-1 RA/Insulin)

/ High:
T SU thny‘ uree GLP-1 RA (not listed above), Metformin,
- (G‘itaZOne) SGLT2i, Sulfonylurea, TZD
: , Intermediate:
- DPP-4 (moins puissant) DPP-4

Davies MJ, Aroda VR, Collins BS, Gabbay RA, Green J, Maruthur NM, Rosas SE, Del Prato S, Mathieu C, Mingrone G, Rossing P, Tankova T, Tsapas A, Buse JB

American
Diabetes Diabetes Care 2022; https://doi.org/10.2337/dci22-0034. Diabetologia 2022; https://doi.org/10.1007/s00125-022-05787-2.
European Association

. Association. Co_pyright ADA/EASD 2022 for the Study of Diabetes



Organes cibles des anti-diabétiques

Glucides complexes Inhibiteurs des

a-glucosidases Hyperglycemie
.gem / 4 insulino- Sulfamides, glinides, DPP-4

sécrétion incrétinomimétiques <
Glucose

Pancréas

Insuline

? — q 1 production
s < de glucose

GLP-1 RA

e S . N |
- Glucose \ Biguanides

i -
T Insulino-
T () resistance

N
= ““—\ Muscles Adipocytes

Réabsorption

Inhibiteurs du SGLT2
du glucose




Les inhibiteurs du
SGLT-2

Ou gliflozines

Na’

| ' A

.,\ | Il | ,,i ‘| | ] }_ [ 1
Na’
Glucose




L'inhibition du recepteur SGLT2 entraine une augmentation de la
glucosurie, de la natriurese et de la diurese osmotique

Glomerulus

Proximal tubule

Distal tubule
P

Glucose filtration

O GLUCOSURIAS

Glucosuria:
O NATRIURESIS34 ~70 g/day

280 kcal/day

O OSMOTIC DIURESIS34 URINE

Glucose o

HDbA,. |
Reduced Weight |
glucose
reabsorption

1. SmPC FORXIGA®, latest version. 2. Inzucchi SE et al, Management of Hyperglycemia in Type 2 diabetes 2015: a patient centered approach. Diabetes Care 2015; 38: 140-149; 3. Lytvyn Y et al. Circulation. 2017;136:1643—-1658. 4. Verma S et al. JAMA Cardiol. 2017;(9):939-940. 5. Wiviott SD et ASt ra Ze neca 2 v Academy

al. N Engl J Med. 2019;380(4):347-357.



Les effets métaboliques

* Etudes de phase 2 et 3 :

Réduction de I’'HbAlc de 0,5 a 0,9%

Perte de poids de 2 a 4 kg en moyenne, au déepend de |la masse grasse
Diminution de |la PAS de 4 mm de Hg et de |la PAD de 1,6 mm de Hg
Augmentation modérée de LDL-C et plus importante du HDL-c.

P Darmon P MmM 2019,13,2 195-209







Diabeles
2 -

Sodium-Glucose Cotransporter Inhibitors: Effects on Renal and
Intestinal Glucose Transport : From Bench to Bedside

Mudaliar S et al. Diabetes Care 2015; 38: 2344-2353

Infections urinaires (UTI) et génitales (GTI) rapportées dans les études de
phase Ill vs placebo.

Canagliflozine Dapagliflozine Empagliflozine
(300 mglj) (10 mg/j) (25 mgl/j)

UTI 4,3% vs 4,0% 4,3% vs 3,7% 7,7% vs 7,6%
GTI (M) 3,7% vs 0,6% 2,7% vs 0,3% 1,0% vs 0,4%
GTI (F) 11,4% vs 3,2% 4,8% vs 0,9% 6,4% vs 1,5%

Les GTI mycotiques étaient plus fréquentes chez les hommes non-circoncis et
chez ceux avec un antécédent de balanite mycotique.




* Polyurie, deshydratation, hypotension
(surtout en début de traitement ou si diabete mal équilibré).

* Lié a la diurese osmotique de la glycosurie et la natriurie

-o—- Dapaglifiozin 10 mg (N=2360) -=- Placebo (N=2294)

-0.67 (0.26)

-1.45 (0.27)

Change from baseline,
mL/min/1.73 m (s.e.)

5
4
3
2
1
0

-1

2

-3

-4

-5

10 12 14 16 18 20 22 24
BL BL eGFR,

Patients per timepoint Study week mL/min/1.73 m?

Dapaglifiozin 10 mg 2360 1102 2061 1260 1954 82.7
Placebo 2294 1048 2010 1174 1844 82.2

Jabbour et al Diabetes Obes Metab. 2017;1-9.




Rare: acidocetose euglycemique

* Risque majore chez patients insulino-dépendants (type 1 ou type 2
tres anciens), indication retirée Empagliforin as Adunctive to =1

Lori M. Laffel,® Dietmar Neubacher,?

Insulin Therapyin Type 1 Diabetes; Ston koseers” pavid 2 cherney”

T}’le EASE Tl"lals Jyothis George,” Nima Soleymanlou

Bruce A. Perkins®
https.//doi.org/10.2337/dc18-1749

e acidocétose avec hyperglycémie MODEREE (glucosurie ++




Pas de
formulaire a

remplir
si TDS

Criteres de remboursement des
GLT-2 dans le diabete de type 2

Jardiance 10 -25 Invokana 100 - 300
1ere demande

au moins 3 mois avec au
moins 1 antidiabétique, dont
la metformine

HbA1c entre 7 et 9%

Ne pas associer a incréetine

Ne pas associer
ultérieurement DPP4

GFR (ml/min)




Autres indications des SGLI-2 - autres
criteres de remboursement

* |nsuffisance rénale chronigue:

- Forxiga Demande par MG/spécialiste

* |nsuffisance cardiague




Différentes indications/
remboursements des SGLI-2

INDICATIONS Remboursements
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La stimulation du recepteur GLP1 entraine une augmentation de la liberation
d'insuline et une reduction de la reponse a la libéeration de glucagon

Ingestion de
Neuroprotection © nourriture plasmatique

O Glucose
Appétit O A

O
Fréquence Absorption
cardiaque © du glucose
Tension e
artérielle O 8 >
Fonction LV © e WG
Taille de -
I'infarctus O O
Production
de glucose

Natriurese O

Secretion d'insuline J —»> O Sensibilité a I'insuline
Sécrétion de glucaggn
Biosynthése de l'insuline
proliferation des cellules

apoptose des cellules 8

Vidange gastrique O

COPC?

IMP/Xety
AstraZenecac? p Academy

1. Drucker DJ et al. Diabetes. 2015;64:317-326; 2. Campbell JE et al. Cell Metab. 2013;17:819-837; 3. Baggio LL et al. Gastroenterology. 2007;132:2131-2157; 4. Ussher JR et al. Circ Res. 2014;114:1788-1803; 5. Hinnen et al. Diabetes spectrum 2017; 30(3):202-210



| es agonistes du Récepteur GLP-1

Exenatide

o Byetta® (Af, Stylo 5 ug ou 10 ug - s.c. 2x/jour ) Courte durée d’action
Longue durée d’action

o Bydureon® (Af, Stylo 2 mg - s.c. 1x/semaine ) ) Y .
Tres longue duree d’action

Liraglutide
o Victoza® (Af, Stylo 0.6 mg a 1.8 mg - s.c. 1x/jour)
o Xultophy® ( Af, premix avec insuline, 16 a 50U 1x/jour )
o Saxenda® ( Af, Stylo 0.6 mg a 3.0 mg — s.c. 1x/jour ) Traitement Obésité

Lixisenatide
o Lyxumia® ( Af, Stylo 10 pg ou 20 ug - s.c. 1x/jour )

Dulaglutide

o Trulicity® ( Af, Stylo 0,75 mg ou 1,5 mg - s.c. 1x/semaine )

Semaglutide
o Ozempic® ( Af, Stylo 0,25 mg, 0;50 mg et 1,0 mg — s.c. 1x/semaine )

Rybelsus (Af cp 3 mg, 7 mg 14 mqg, oral )



Change in HbA;

SUSTAIN 1-5 and 7

VS/ADD-ON TO BASAL INSULIN

MONOTHERAP
Y ADD-ON TO OAD
Comparator: Placebo1l Sitagliptin2 Exenatide ER3 Dulaglutide4 IGlars
_ 1-2 OADs
Background: N/A METx£TZD (MET/TZD/SU) MET MET+SU
Treatment duration (w): 30 56 56 40 30
Baseline HbA:. (%): 0.0 8.1 8.1 8.3 8.2 8.2
ol | P -1,3 —1,6 -1,50-1,1]-1,8]-1,4
)
c _015
U~
T X
0O
E O
5% -1,0
- O
o L
O
S %
5 1
* *
x *
*
-2,0 SusTAINt — SUSTAIN 22— SUSTAIN3 SUSTAINZ

Semaglutide 0.5 mg [ Semaglutide 1.0 mg
Sitagliptin 100 mg

Dulaglutide 0.75 mg M Semaglutide 1.0 mg
IGlar

Series?

B Placebo

B Semaglutide 1.0 mg Exenatide ER 2.0 mg
B Dulaglutide 1.5mg W
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Effets secondaires des GLP-1
Etude REWIND (dulaglutide)

Adverse Events of Special Interest (cont.)

Dulaglutide Placebo

Adverse Event  neasey  nmagsp Pl
- hepat,cevent(%) .................................................................................... 0 5 .................................................................. 0 8 ................................................................. 057 ...............................
ser,ous,-ena"u,-ma,-yevent(%) .................................. 1719 .................................................................... 46 .................................
|mmunereact,°ns(%) .................................. 0 2 .................................................................. 0 4 .................................................................. 022 ...............................
Se"OUSGIevent(%) .................................. 2 4 .................................................................. 2 487 .................................
vacvconductlondlsorders(%)44 .................................................................. 39 .................................................................... 26 .................................
Severe hypoglycaemia (%) | 1.3 . 1.5 38
Gastm,ntestma/d,sorders*(%) .............................. 474341 .......................... < 0001 ..........................

*adverse events that occurred in more than 5% of participants were diarrhea, nausea, constipation, and vomiting



GLP-1: effets secon
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Adapted from Figure S7.

- Semaglutide 0.5 mg

Ne of patients
with event, [E]

Mild
Moderate

Severe

15 20 25 30

Observation time (Week)

alres digestifs

Semaglutide Dulaglutide Semaglutide Dulaglutide
0.5 mg 0.75 mg 1.0 mg 1.5 mg

(n=301) (n=299) (n=300) (n=299)

68 [145] 39 [66] 63 [192] 60 [108]

n E (E%) n E (E% n E (E% n E (E%)
59 127 (87.6) 34 60 (90.9) 51 147 (76.6) 48 84 (77.8)
11 12 (83) 6 6 (91) 22 42 (21.9) 16 21 (19.4)
6 6 4.1) 0 3 3 (16) 3 3 (28)

Dulaglutide 0.75 mg Semaglutide 1.0 mg Dulaglutide 1.5 mg

Adverse events include events that had an onset, or increase in severity, shown from first exposure to the planned follow-up visit scheduled 5 weeks (+7-day visit window) after the end of treatment visit at week 40 (on-treatment data). Severity of
adverse events was defined as follows: mild (transient symptoms, no interference with patient’s daily activities); moderate (marked symptoms, moderate interference with patient’s daily activities); severe (considerable interference with patient’'s daily

activities, unacceptable).

E, number of events; E%, proportion of events (mild/moderate/severe); n, number of patients.




Caracteéristiques des analogues GLP-1

» Efficacité elevee (chute HbA1c parfois >1,5%)
(=insuline)

* Faible risque d’hypoglycémie

* Perte de poids (2,5 a 6 kg)

* ES: gastro-intestinaux, majoritairement
temporaires

* Cl: gastroparesie - rétinopathie (vérifier le FO)

* Insuffisance renale: GFR > 15, sans adaptation
de la dose



ORAL

5 ou

Bydureon' Pen
exwnalide edendadiekease

or injeck S0
2 mg/pen

Subcutaneous use only.

2 mg 1x/sem -

NOC Mg 406013
st 406013
° . . -
VICT Ucii —
liraglutide

. (rDNA origin) injection
" mL (6 mg/mL)
I I l Eac s o of 0.6 mg
O , 6 a 1 , 8 g 1 X/J D\)\a ard pen 30 }:.‘\'a"‘c' first use

REFRIGERATE - DO NOT FREEZE

Contains: 3 Victoza Pers, Product Literature
Single patsent use only Dispense the endlosed Medication Guide 10 each patient
novo nordisk”  Rx Only Intended for use with Novo Nordisk disposable needies

3 Pens: 30 doses of 1.8 mg

i ——— 0,75-1,5 mg
1x/sem

Injection

’ trulicity. L
(dulaqiutide)

’ trulicity. t
(dulagiutide)

injection

1x/jour

0,25-0,5-1 mg

1x/sem S o

20 mcg 1x/J

3, 7ou 14 mg 1x/J



Absorption challenges of oral
peptide-based drugs

* Degradation in the stomach
* Low pH
* Proteolytic enzymes

* Limited permeability across the
gastrointestinal epithelium

* GLP-1RAs administered alone have very low
oral bioavailability (<0.01%)

GLP-1RA, glucagon-like peptide-1 receptor agonist.
Renukuntla J, et al. Int J Pharm 2013;447:75-93, Buckley ST et al. Sci Transl Med 2018;10(467).



Transcellular absorption of semaglutide

The effect of SNAC is
strictly time- and
concentration-
dependent, and

fully reversible

Approximately 1% of
semaglutide is
absorbed, the rest is
degraded in the GI tract

GI, gastrointestinal; SNAC, Sodium N-(8-(2-hydroxybenzoyl) amino) caprylate.
Adapted from Buckley ST et al. Sci Transl Med 2018;10(467).




Critéeres de remboursement des GLP-1

* Au moins un antidiabétique dont la metformine pendant au moins 3 mois.
e HbAlc est >7.5 %

 IMC éegal ou supérieur a 30 kg/m:2

Jamais en monothérapie mais en association avec la :

0 metformine
0 metformine et sulfamidé hypoglycémiant

0 metformine et glinide

o0 metformine et glitazone

0 metformine et insuline basale

Pas d’association avec: gliptine, gliflozine ou autre incrétinomimétique.

Premiere prolongation: HbA1c < 7,0 % ou diminution de 'HbA1c > ou = 1,0 % par

rapport a la valeur initiale obtenue. Pas de formulaire a remplir

Si TDS



GLP-1 RA Therapeutic Updates

Diabetes Care Volume 44, March 2021

e Higher dose GLP-1 RAs
(dulaglutide, semaglutide)
with incremental benefits in
glucose weight efficacy

e Greater clinical expertise in
anticipating and addressing
Gl effects

American
Diabetes
- Association.
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Efficacy and Safety of Dulaglutide
3.0 mg and 4.5 mg Versus

Juon P. Fnos,’ Enzo chora,“

2Zvonko Milicevic,* Raleigh Molik,*

Dulaglutide 1.5 mg in Metformin-
Treated Patients With Type 2
Diabetes in a Randomized
Controlled Trial (AWARD-11)

Diobetes Care 2021,44:765-773 | https://doiorg/10.2337/dc20-1473
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Efficacy and safety of once-weekly semaglutide 2.0 mg

versus 1.0 mqg in patients with type 2 diabetes (SUSTAIN
FORTE): a double-blind, randomised, phase 3B trial

Juan P Frias, Pernille Auerbach, Harpreet S Bajaj, Yasushi Fukushima, Ildiko Lingvay, Stanislava Macura, Anette L Sendergaard,
Tsvetalina | Tankova, Nikolaos Tentolouris, John B Buse

Summary

Background Semaglutide is an effective treatment for type 2 diabetes; however, 20-30% of patients given semaglutide
1-0 mg do not reach glycaemic treatment goals. We aimed to investigate the efficacy and safety of once-weekly
semaglutide 2 -0 mg versus 1-0 mg in adults with inadequately controlled type 2 diabetes on a stable dose of metformin

with or without a sulfonylurea.

Lancet Diabetes Endocrinol
2021; 9:563-74
Published Online

July 19,2021
https://doi.org/10.1016/
$2213-8587(21)00174-1
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Change from baseline (pescentage points)

Mean at baselne 8 9%

- Semaglutide 10 mg
- Semaglutide 20 mg

) 8 69%°
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ETD -0 23 (95% C1-0 36 to -0 11); p+0-0003

Time since randomisation (weeks)
462 444 430 417 422
465 446 441 422 413

Semaglutide 1.0 mg

T L)
Semaglutide 20 mg

Semaglutide 1-0
Semaglutide 2.0

Change from basdline (kg)

Change frombaselne (kg)

Mean at baseline 99 3 kg

(‘_1 .......................... - -
- Semagiutide 10 mg
- Semagutide 20 mg
e \
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-3 \ X
-4 \\‘
\\\-
. L.
= ~—— T
2 4 93lkg’
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-8 T g T T Y T 1
0 4 12 6 20 28 40
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6+ -
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ETD-093(95%C1-168 10 -0-18) p=0015
-H T L)
Semaghutide 1.0 mg Semagiutide 20 mg
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for the Study of Diabetes



Glucose-dependent insulinotropic polypeptide (GIP
receptor and GLP-1 receptor agonist (tirzepatide

SURPASS-1
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SURPASS-2 ,
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SURPASS-3

B A | HbA, change from baseline to wk 40
> 0T--ang -1-0 0
A Change in Glycated Hemoglobin Levels from Baseline
ETDI—O.IS (-0.28 to -0.03), P-'0.0Z -x: 05— _ 5.5 - 2 05
ETD -0.39 (-0.51 to -0.26), P<0.001 2 g g -
r 1 - o - .r
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S £ < 25+ --273 3 & -2.01 T
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& -154 164 B ETD-1.04 (-1.17 to -0.90), p<0-0001 g |
% 5 i | , 328 & -2.54 I
5 1 55 186 =9 ETD -0-86 (-1-00 to -0-72), p<0-0001
~-2.24 -2.30 l ‘30 T T L2 L
-2.3 % % % o --27.3 S mg 10 mg 15mg Placebo
& & & & : : : . N .
IR D D [ TirzepatideSmg B Tizepatide 10mg M Tirzepatide15mg Il Insulin degludec L J
R O C T Tirzepatide
& &'P &&‘ °¢° - -
& & & o
Tirzepatide 5 mg (n=326) Tirzepatide 10 mg (n=321) Tirzepatide 15 mg (n=334) Insulin glargine
(n=978)
HbA,, %
Baseline 8-52(0-049) 8-60 (0-049) 8-52 (0-048) 8-51(0-028)
Atweek 52 6-29 (0-054) 6-09 (0-054) 5-95(0-054) 7-09 (0-031)
Change from baseline at week 52* 1 -2-24(0-053) -2-43 (0-053) -2.58 (0-053) ~1-44 (0-030)
ETD vs insulin glargine -0-80 (-0-92to-0-68), p<0-0001% -0-99 (-1-11to-0-87), p<0-0001% -1.14 (-1.26 to-1.02), p<0-0001%

Rosenstock J et al; Lancet 2021; 398: 143-55
Frias JP et al; NEJM 2021;385:503-
Ludvik B et al; Lancet 2021; 398: 583-98

Del Prato S Kahn SE et al; Lancet 2021; 398:1811-1824
Dahl D et al; JAMA. 2022;327(6):534-545
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Glycaemic
Management

/ N\

Cardiorenal
protection —
glucose lowering
agents

Cardiovascular
Risk Factor

Management

AN

Amercan Davies MJ, Aroda VR, Collins BS, Gabbay RA, Green J, Maruthur NM, Rosas SE, Del Prato S, Mathieu C, Mingrone G, Rossing P, Tankova T, Tsapas A, Buse JB

Diabetes Diabetes Care 2022; https://doi.org/10.2337/dci22-0034. Diabetologia 2022; https://doi.org/10.1007/s00125-022-05787-2.
e a8 European Association
- Association. Copyright ADA/EASD 2022 for the Study of Diabetes



Achievement and Maintenance of

M eSures d |étét| q UES Weight Management Goals:

Set individualised weight management goals

ACt | V I té p h yS | q ue General lifestyle advice: Intensive evidence-

medical nutrition based structured

therapy/eating patterns/ weight management
: physical activity programme
Envisager
] ed icame ﬂt Consider medication Consider metabolic
for weight loss surgery
C ONS | d é rer ‘ 3 When choosing glucose-lowering therapies:
. . Consider regimen with high-to-very-high dual
¢ h 188 rg |e glucose and weight efficacy

Efficacy for weight loss
Very High:
Semaglutide, Tirzepatide
High:
Dulaglutide, Liraglutide

Intermediate:
GLP-1RA (not listed above), S6LT2i

Neutral:
DPP-4i, Metformin

American
Diabetes Diabetes Care 2022; https://doi.org/10.2337/dci22-0034. Diabetologia 2022; https://doi.org/10.1007/s00125-022-05787-2.
s as European Association
. Association. Copyright ADA/EASD 2022 for the Study of Diabetes



Change in body weight - OZEMPIC

SUSTAIN 1-5 and 7

MONOTHERAP ADD-ON TO OAD VS/ADD-ON TO BASAL INSULIN
Comparator: Placebo! Sitagliptin2 Exenatide ER3 Dulaglutide4 IGlar5 Placebo®
Background: N/A MET+TZD 1-2 OADs MET MET+SU Add-on to basal
' (MET/TZD/SU) insulintMET
Treatment duration (w): 30 56 56 40 30 30
Baseline BW (kg)2,0 7 91.9 89.9 95.8 95.2 93.5 91.7

O 0,0

2 -5,6 -4,6 -6,5]-3,0 -3,5]-5,2
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B Sitagliptin 100 mg B Semaglutide 1.0 mg Exenatide ER 2.0 mg M B Semaglutide 0.5 mg
B Dulaglutide 0.75 mg M Semaglutide 1.0 mg M Dulaglutide 1.5 mg B B Semaglutide 0.5 mg M Semaglutide 1.0 mg
B IGlar L] B Semaglutide 0.5 mg B Semaglutide 1.0 mg M Placebo B Series2
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Weight Management in Type 2 Diabetes

Tirzepatide versus Semaglutide Once Weekly
in Patients with Type 2 Diabetes

Juan P. Frias, M.D., Melanie J. Davies, M.D., Julio Rosenstock, M.D.,
Federico C. Pérez Manghi, M.D., Laura Ferndndez Landé, M.D.,
Brandon K. Bergman, Pharm.D., Bing Liu, Ph.D., Xuewei Cui, Ph.D.,
and Katelyn Brown, Pharm.D., for the SURPASS-2 Investigators*

Semaglutide 2-4 mg once a week in adults with overweight or @) ()
obesity, and type 2 diabetes (STEP 2): a randomised, double-
blind, double-dummy, placebo-controlled, phase 3 trial

Melanie Davies, Lovise Faerch, Ole K Jeppesen, Arash Pakseresht, Sue D Pedersen, Leigh Perreault, Julio Rosenstock lichiro Shimomura, Adie Viljoen,
Thomas A Wadden, lldiko Lingvay, for the STEP 2 Study Group*

M Tirzepatide, Smg [l Tirzepatide, 10 mg [l Tirzepatide, 15 mg [l Semagiutide, 1 mg

T
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B Change in Weight from Wk 0 to Wk 40 " "
L 100 = D Scmgm,de 24 mg (0-388) ‘e M’ ‘h C Pﬂtleﬂts WhO Mﬂ we‘ght-LOSS Ta'zet
. Tirzepatide, ~¥- Tirzepatide, -0~ Tirzepatide, ‘O Semaglutide,
2 Semaglutide 1.0 mg (n=380) s

o - mg 10 mg 15mg 1 mg 100+

£ 3 Placebo (n=376)

o Overall mean baseline

_‘E: ¥ —_I—°“£‘— i‘——f—-—“I‘——i 80+ body weight, 93.8 kg

e - 68'8 2"

T 4 =

g e cccmccnccn e n oo

¢g E 60+ 571 2 o -

& -6- 2 24 3

g . : : :

< B _4_‘

. g1 1 £ 404 & £

- -6 -
3 — -84
e — v
3 101 —8-— Semagiutice 2.4 mg (n-404) ¥ + - 1 204 137 1 L -0
—#— Sernaglutide 1.0 mg (n=403) 8.2 2
—¥— Placebo (n=403) 32 47 Vo124 19 & ko (-]
-12 : i 2]’ 112 116 "'0 218 316 4]4 512 go 618 o i li -12.4 kg (-13.1%)
Tirme since random allocation fweels) 5% ' x10% l 215% ' i l o 0 4 8 12 16 20 24 7 32 7 40
Number of patients A i
Semaglutide 2.4 mg 404 395 397 390 388 392 386 383 381 381 78 333 ! .
Semaglutide10mg 403 394 302385383383 ¥8 37 I3 FO T4 380 Weeks since Randomization Percent Weight Loss
Placebo 403 398 394 389 387 383 381 377 N 367 366 yé

Davies M et al; Lancet 2021; 397: 971-84
Frias JP et al. N Engl J Med 2021;385:503-515

European Association
for the Study of Diabetes

American
Diabetes
- Association.
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Gestion pondérale: Chirurgie métabolique

A B Glycaemic control C Weight loss
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FIGURE 3: USE OF GLUCOSE-LOWERING MEDICATIONS IN THE MANAGEMENT OF TYPE 2 DIABETES

TO AVOID
THERAPEUTIC

INERTIA REASSESS AND
MODIFY TREATMENT

HEALTHY LIFESTYLE BEHAVIOURS; DIABETES SELF-MANAGEMENT EDUCATION AND SUPPORT (DSMES); SOCIAL DETERMINANTS OF HEALTH (SDOH) REGULARLY

(3-6 MONTHS)

Goal: Cardiorenal Risk Reduction in High-Risk Patients with Type 2 Diabetes (In addition to comprehensive CV risk management)*

+ASCVD?

Defined differently across
CVOTs but all included
individuals with established
CVD (e.g. M, stroke, any
revascularisation procedure).
Variably included: conditions
such as transient ischaemic
attack, unstable angina,
amputation, symptomatic
or asymptomatic coronary
artery disease.

+Indicators of high risk +HF

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

Current or prior
symptoms
of HF with

documented

HFrEF or HFpEF

SGLT2i8
with proven
HF benefit
in this
population

+ASCVD/Indicators of High Risk

GLP-1 RA* with proven
CVD benefit

SGLT2i® with proven
CVD benefit

If HbA, above target

* For patients on a GLP-1 RA consider adding SGLT2i with
proven CVD benefit or vice versa
» TIDA

+CKD

eGFR < 60 mU/min per 1.73 m? OR
albuminuria (ACR 2 3.0 mg/mmol
(30mg/g)). These measurements
may vary over time; thus, a repeat
measure is required to document CKD.

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

PREFERABLY

SGLT2i¢ with primary evidence of
reducing CKD progression

Use SGLT2i in people with an eGFR >
20 mUmin per 1.73 m? once initiated
should be continued until initiation
of dialysis or transplantation

GLP-1 RA with proven CVD benefit if
SGLT2i not tolerated or contraindicated

Goal: Achievement and Maintenance of Glycaemic and Weight Management Goals

Glycaemic Management: Choose
approaches that provide the
efficacy to achieve goals:

Metformin OR Agent(s) including
COMBINATION therapy that provide
adequate EFFICACY to achieve
and maintain treatment goals

Consider avoidance of hypoglycaemia a
priority in high-risk individuals

Achievement and Maintenance of
Weight Management Goals:

-

Set individualised weight management goals

General lifestyle advice:
medical nutrition
therapy/eating patterns/
physical activity

Intensive evidence-
based structured
weight management
programme

Consider medication Consider metabolic

If HbA,_above target, for patients
on SGLT2i, consider incorporating a
GLP-1 RA or vice versa

In general, higher efficacy approaches
have greater likelihood of achieving
glycaemic goals

Efficacy for glucose lowering

Very High:
Dulaglutide (high dose),
Semaglutide, Tirzepatide

Insulin

Combination Oral, Combination
Injectable (GLP-1 RA/Insulin)
High:

GLP-1 RA (not listed above), Metformin,
SGLT2i, Sulfonylurea, TZD

Intermediate:
DPP-4i

for weight loss surgery

v .

When choosing glucose-lowering therapies:

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

Efficacy for weight loss
Very High:
Semaglutide, Tirzepatide
High:
Dulaglutide, Liraglutide

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

Neutral:

\:

DPP-4i, Metformin

If additional cardiorenal risk reduction or glycaemic lowering needed If HbA, above target
ACEi, Angiotensin-Converting Enzyme Inhibitor; ACR, Albumin/Creatinine Ratio; ARB, Angiotensin Receptor Blocker; ASCVD, Atherosclerotic Cardiovascular Disease; CGM, Continuous Glucose Monitoring; CKD, Chronic Kidney Disease; CV, Cardiovascular; CVD, Cardiovascular Disease; ¢
CVOT, Cardiovascular Outcomes Trial; DPP-4i, Dipeptidyl Peptidase-4 Inhibitor; eGFR, Estimated Glomerular Filtration Rate; GLP-1 RA, Glucagon-Like Peptide-1 Receptor Agonist; HF, Heart Failure; HFpEF, Heart Failure with preserved Ejection Fraction; HFrEF, Heart Failure with

reduced Ejection Fraction; HHF, Hospitalisation for Heart Failure; MACE, Major Adverse Cardiovascular Events; MI, Myocardial Infarction; SDOH, Social Determinants of Health; S6LT2i, Sodium-Glucose Cotransporter-2 Inhibitor; T2D, Type 2 Diabetes; TZD, Thiazolidinedione.

*In people with HF, CKD, established CVD or multiple risk factors for CVD, the decision to use a GLP-1 RA or SGLT2i with proven benefit should be independent of background use of metformin; A strong recommendation is warranted for people with CVD

and a weaker recommendation for those with indicators of high CV risk. Moreover, a higher absolute risk reduction and thus lower numbers needed to treat are seen at higher levels of baseline risk and should be factored into the shared decision-making
process. See text for details; A Low-dose TZD may be better tolerated and similarly effective; § For SGLT2i, CV/renal outcomes trials demonstrate their efficacy in reducing the risk of composite MACE, CV death, all-cause mortality, MI, HHF and renal outcomes
in individuals with T2D with established/high risk of CVD; # For GLP-1 RA, CVOTs demonstrate their efficacy in reducing composite MACE, CV death, all-cause mortality, MI, stroke and renal endpoints in individuals with T2D with established/high risk of CVD.

Identify barriers to goals:

* Consider DSMES referral to support self-efficacy in achievement of goals

* Consider technology (e.g. diagnostic CGM) to identify therapeutic gaps and tailor therapy
* |dentify and address SDOH that impact on achievement of goals

American Davies M, Aroda VR, Collins BS, Gabbay RA, Green J, Maruthur NM, Rosas SE, Del Prato S, Mathieu C, Mingrone G, Rossing P, Tankova T, Tsapas A, Buse JB
Dlabet.e S, Diabetes Care 2022; https://doi.org/10.2337/dci22-0034. Diabetqlo/g;ia 2022; https://doi.org/10.1007/s00125-022-05787-2. European Association
- Association. Copyright ADA/EASD 2022 for the Study of Diabetes



—N pratigue

e Sauf si:

e |[nstaurer un traitement dés HbA1c stroparesie
7% : Mettormine (si >10% surtout
si symptomatique: insuline”?

 Nausees persistantes




—N pratigue

* IR trop sévere (< 30 mi/min)

e HbA1Cc>7% (et < 9%) et IMC

 Candidoses genitales a
<30: SGLT- répétition
* ATCD d’acidocétose




—N pratique

ombiner les indications si possible
o S|l néphropathie diabétique: intérét SGLT-2 +++

* Metformine (dose adaptee) et GLP-1 (si obese) = traitement AD

 Forxiga 10mg (insuffisance rénale chronique)




Prise en charge multicible du patient diabétique de type 2

Glycaemic

Management

i Cardiorenal
Cardiovascular .
Risk Factor protection —
Management glucose lowering
agents
Weight
Management
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