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

USE OF GLUCOSE-LOWERING MEDICATIONS IN THE MANAGEMENT OF TYPE 2 DIABETES

T0 AvOID

THERAPEUTIC
INERTIA REASSESS
AND MODIFY TREATMENT

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

(3-6 MONTHS)

Recommandations
ADA/EASD

+ASCVD! +Indicators of high risk +HF +CKD Glycemic Management: Choose Achievement and Maintenance of Ii ab
Defined differently across While definitions vary, most Current or prior eGFR <60 mL/min per 1.73 m? OR approaches that provide the Weight Management Goals: (A DA; Clin Dia etes,
. FYUTs but ?ll mclud.ed c?mpnse >55 years x?f.age symptollns albuminuria (ACR 23.0 mg/mmol efficacy to achieve goals: [ T —— ] 202 2)
individuals with established with two or more additional of HF with [30mg/g]). These measurements Metformin OR Agent(s) including
CVD (e.g., MI, stroke, any risk factors (including obesity, documented may vary over time; thus, a repeat COMBINATION therapy that provide
revascularization procedure). hypertension, smoking, HFrEF or HFpEF measure is required to document CKD. adequate EFFICACY to achieve General lifestyle advice: Intensive evidence-
Variably included: conditions dyslipidemia, or albuminuria) and maintain treatment goals medical nutrition based structured
such as transient ischemic ) ) 9 ) iherapylgating p_agtemsl weight management
attack, unstable angina, : Cunsn.ier' av_nldefnce t_)f h.ypn.g!ycemla a physical activity program
P —— +CKD (on ma::::!;x;;l)erated dose priority in high-risk individuals
i 0 I
or asyn:tpton:tlc coronary | Consider medication Consider metabolic
alBry Crssase. p— PREFERABLY In general, higher efficacy approaches for weight loss Strery
. : o : have greater likelihood of achieving <
with proven SGLT2i® with primary evidence of glycemic goals Whii choesina al lowering therapies:
: pyen HF benefit reducing CKD progression . . en choosing glucose-lowering therapies:
+ASCVD/Indicators of High Risk in thi " ; Efficacy for glucose lowering Consider regimen with high-to-very-high dual
In this Use SGLT2i in people with an eGFR = : .
population 20 mL/min per 1.73 m?, once initiated Very High: glucose and weight efficacy
GLP-1 RA* with proven SGLT2i¢ with proven should be continued until initiation Dulaglutide (high dose), .
CVD benefit CVD benefit of dialysis or transplantation Semaglutide, Tirzepatide
I IR == == " Insulin Efficacy for weight loss
STt ol continict Combination rl,Combintion Vybigh:
If HbA, above target L Injectable (GLP-1 RA/Insulin) Semaglutld.e. Tirzepatide
- High: High:
If HbA,  above target, for patients GLP-1 l;% S_l;l lsistltfad all)ove). ;dze[;formin, Dulaglutide, Liraglutide
. - . L on SGLT2i, consider incorporating a 1, oulionylurea, Intermediate:
« For patients on a .GI.P-1.RA consider adding SGLT2i with GLP-1 RA or vice versa Intermediate: GLP-1RA (not listed above), SGLT2i
proven CVD benefit or vice versa DPP-4i Neutral:
* bt DPP-4i, Metformin
4 l ¥
[ If additional cardiorenal risk reduction or glycemic lowering needed ]— —[ If HbA, above target ]

v

* 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; 1 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; » Low-dose TZD may be better tolerated and similarly effective; § For SGLT2i, CV/
renal uut@y(@tﬂals 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 martality, M1, 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 achievement of goals

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

+ASCVD? +Indicators of high risk +HF

Defined differently across While definitions vary, most Current or prior
CVOTs but all included comprise 253 years of age symptoms
individuals with established with two or more additional of HF with
CVD (e.g., M, stroke, any risk factors (including obesity, documented
revascularization procedure). hypertension, smoking, HFrEF or HFpEF
Variably included: conditions dyslipidemia, or albuminuria)
such as transient ischemic
attack, unstable angina,
amputation, symptomatic
or asymptomatic coronary
artery disease.
SGLT2i
with proven
HF benefit
in this

+ASCVD/Indicators of High Risk

population
GLP-1 RA* with proven SGLT2i¢ with proven
CVD benefit CVD benefit

If HbA,_above target

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

+CKD

eGFR <60 mL/min per 1.73 m? OR
albuminuria (ACR 23.0 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
220 mL/min 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 ‘

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

If additional cardiorenal risk reduction or glycemic lowering needed




Glycemic 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 hypoglycemia a
priority in high-risk individuals

In general, higher efficacy approaches
have greater likelihood of achieving
glycemic 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

l

Achievement and Maintenance of
Weight Management Goals:

[ Set individualized weight management goals

General lifestyle advice: Intensive evidence-
medical nutrition based structured
therapy/eating patterns/ weight management
physical activity program
Consider medication Consider metabolic
for weight loss surgery

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

2

If HbA,_above target
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MET

* Traitement
médicamenteux de
premiére intention
pour la normalisation
glycémique

* Augmentation
progressive pour
dosage optimal ou
maximum toléré

* [n absence de

symplomes
d'hyperglycermie’

Recommandations HAS (2024)

Monothérapie et bithérapie
Maintien des mesures non médicamenteuses MTMV tout au long de la PEC

\ 4

MET+/-iSGLT2 ou aGLP1

Selon le statut cardiovasculaire® et rénal du patient :
* Adose maximale toléree MLT. et indéependamment de a valeur | IbAic

\ 4

Molécules/classes thérapeutiques selon statut cardiovasculaire et rénal

4

Antécédents

de maladie
cardiovasculaire
averee : 1SGI T2 ou
aGl P1

Patient a haut risque
cardiovasculaire
(prévention
primaire) : iISGL T2 ou
aGl P

(a réévaluer réegulierement)
& \ 4
Insuffisance cardiaque Maladie rénale chronique :
avérée ; iSGLT2 i5GLT2

* Sous traitement optimal
de lInsuffisance cardiaque
et/ou nephroprotecteur
A l'initiation d'un traitement
glifozine. evaluer les antéce-
dents et risque acidocetoses
diabétiques (reécurrence d'épi-
sode, maladie intercurrente,
régime Lrés faible en glucides
ou célogéne)

Obesité ou surpoids (IMC> ou

égale a30kg/m2):aCGlLP1a

dose antidiabetique

* Suivi rétinien (risque d'unc
baisse rapide de HbAaac)

* Sous traitement optimal de
lInsuffisance cardiaque et/ou
nephroprotecteur

Patient a risque cardiovasculaire

modéré (prévention primaire) :

* iSGLIZ ou aGLP1

+ iDPP4

* Autre (SULF, répaglinide,
ascarbose




Objectifs du traitement du diabete :

GOALS
OF CARE

e Prevent complications
* Optimise quality of life

2




L es anciens traitements

Metformine
 Mortalité RR =0,99 [0,75-1,31]
* Infarctus : RR=0,90 [0,74-1,09]
« AVC:RR=0,76[0,51-1,14]
e Complications microvasc. : RR=0,83[0,59-1,17]

Inhibiteurs de DPP-4 Sulfamides

* Pas de bénéfice sur la moralité * Pas de bénéfice sur la moralité

* Pas de bénéfice sur les événements * Pas de bénéfice sur les évenements
cardiovasculaires cardiovasculaires

* Insuffisances cardiaques augmentées * Photocoagulations pan-retinienne
(saxagliptine) réduites (glibenclamide)

Boussageon , Diabetes Metab. 2014 m



Analogues du GLP1
(Sattar, Lancet Diab Endoc 2021)

Cardiovascular death All-cause mortality

ELIXA —— ELIXA i
LEADER — LEADER Ll
SUSTAIN-6 * SUSTAIN-6 N
EXSCEL m i EXSCEL B2
Harmony Outcomes —— Harmony Outcomes _‘I_
REWIND — REWIND o
PIONEER 6 < * PIONEER 6 PR IS
AMPLITUDE-O —&— AMPLITUDE-O

0-87(0-80-0-94) NNT: 163 (103-353) < 0-88 (0-82 t0 0-94) NNT: 114 (76 t0 228) O

Effets secondaires :
(Li, BMJ 2021 ; He, Jama Int Med 2022)

- Troubles digestifs: 10/1000,
- lithiases vésiculaires 2,7/1000




Analogues du GLP1

e Etude LEADER (liraglutide quotidien) (varso, N Engi s Med 2016)
* Patients sans ATCD CV: 20 %
* HbAlc:7,7% vs 8,1% (p< 0,05)
 Evénements cardiovasculaires: RR: 0,87 [0,78-0,97], NNT: 200 patients/an
* Mortalité globale: RR: 0,85 [0,74-0,97], NNT: 250 patients/an

* Etude REWIND (dulaglutide hebdomadaire) ° Etude FLOW (semaglutide hebdomadaire)

(Gerstein, Lancet 2019) (Perkovic, N Engl J Med 2024)
e Patients sans ATCD CV: 69% * Patients sans ATCD CV: 78% ; MRC : 100%
* Suivi pendant 5,4 ans  Suivi pendant 3,4 ans
* Evénements CV: 0,88 (p=0,03), NNT: 334/an * Aggravation rénale: 0,76 (p<0,01), NNT: 76/an
* AVC non fatals: 0,76 (p=0,02), NNT: 589/an * Evenements CV: 0,82 (p=0,03), NNT: 142/an
 Néphropathie: 0,85 (p<0,01), NNT: 167/an * Mortalité globale: 0,80 (p=0,01), NNT: 113/an

OMCF



Futurs analogues du GLP1 et du GLP1/GIP

* Etude PIONNER-6 (semaglutide oral)

(Husain, N Engl J Med 2019)
* Patients sans ATCD CV: 55%
Suivi pendant 1,3 ans
Evenements CV: 0,79 (p=NS)
Mortalité CV: 0,49 (p=0,02), NNT: 143/an
Mortalité globale: 0,51 (p<0,01), NNT: 90/an

e Etude SURPASS-4 (tirzepatide hebdomadaire)

(Heerspink, Lancet 2012)
* Patients sans ATCD CV: 13%
 Suivi pendant 1,6 ans
* Néphropathies: 0,58 [0,43- 0,80]

Mean difference

(95% CI) (kg)

Compared with placebo

Tirzepatide ——

Semaglutide —o—
Liraglutide -
Orforglipron
Dulaglutide —o—
Exenatide —
PEGylated exenatide ®

Lixisenatide —e—
Albiglutide

15 -12 -9 -6 -3 0 3
Favours GLP-1RA Favours placebo

(Yao, BMJ, 2024) MF



Inhibiteur de SGLT-2

(Wu Lancet Diab Endoc 2021)

SGLT2 Control Relative risk

inhibitor (n/N) (95% C1)

(n/N)
MACE
Canagliflozin 104/6396 53/3327 —e 1.02 (0-74-1-42)
Dapagliflozin 73/5936 62/3403 ——— 067 (0-48-0.94)
Empagliflozin 490/4687 282/2333 . 0-86 (0-75-0-99)
Ipragliflozin 71628 10/368 < i 041(0-16-1-07)
(P=44%) - 0-84 (0-75-0-95)
Cardiovascular death
Canagliflozin 21/6396 16/3327 < > 0-68(036-131)
Empagliflozin 172/4687 137/2333 o 0-62 (0.50-0-78)
(P=0%) e 0-63(0-51-0-77)
All-cause death
Canagliflozin 49/6177 37/3262 e 070 (0-46-1.07)
Dapagliflozin 37/5936 24/3403 - 0-88(0-53-1.48)
Empagliflozin 278/7082 201/3647 e 0-69 (0-58-0-82)
(P=0%) e 0-71(0-61-0-83)

I 1 1 1
05 1.0 15 20 25

Effets secondaires :
(Déviart, Néphrol Ther, 2023)

- Infections urinaires: hommes 1/100, femmes 1/25
- Infections génitales: 1/100
- Acidocétose: 1-2/1000

- Gangrene de Fournier: exceptionnelle MF




Inhibiteurs de SGLT?2

* Etude EMPAREG-OUTCOME (empagliflozine) (zinman, N Engl J Med 2015)
* Prévention secondaire : 100%
* HbAlc:7,7% vs 8,1% (p< 0,05)
* Evenements cardiovasculaires: RR: 0,86 [0,74-0,99], NNT: 154 patients/an
* Mortalité globale (exploratoire) : RR: 0,68 [0,57-0,82], NNT: 109 patients/an

e Etude DECLARE-TIMI (dapagliflozine) (wiviott N Engl s Med 2019)
* Prévention primaire

Patients sans ATCD CV : 59 %

Suivi pendant 4,2 ans

Mortalité CV+IC: 0,83 (p<0,01), NNT: 400/an

Insuff. rénale: 0,76 (p<0,05), NNT: 304/an

Evenements CV: 0,93 (p=0,17)




Les nouvelles insulines

* Etude Onwards-3: Insuline icodec hebdomadaire vs degludec (Lingvay, JAMA 2023)
e 588 patients, suivi de 6 mois
e Baisse d’'HbA1C:-1,6% vs -1,4% (p< 0,01)
* Hypoglycémies sévéres (gly < 0,54g/L) augmentées : 8.0% vs 4.4% ; NNH= 28 (p = 0,01)
* Rétinopathies augmentées: 5.1% vs 2% (p = ??)

* Etude QWINT-2: Insuline efsitora hebdomadaire vs degludec (Wysham, N Engl J Med 2024)
e 928 patients, suivi de 12 mois
* Baisse d’'HbA1C:-1,26% vs -1,17% (p=0,19)
» Hypoglycémies cliniques (gly: 0,7-0,54g/L) : 28% vs 21% par an (NS)

e Etude phase 2, Insuline 338 : |1 338 orale vs glargine (Halberg, Lancet 2019)
* 50 patients, suivi de 8 semaines
* HbA1C:7,38% vs 7,08 (p=0,08)
* Hypoglycémies : 24% vs 24%
* Rhino-sinusitis: 20% vs 8%




Simplifier en combinant

e DUAL-V: Insuline degludec + liraglutide (Xultophy) vs glargine (Lingvay, JAMA, 2016)

HbA level @ Confirmed hypoglycemia
8.5+ 25
=
2
8.0 =
\ <
Insulin glargine (n=279) o
o 7.54 u
2 5
] > 1.5
% 7.0 S Insulin glargine (n=279)
< g
T sl %, 1.0+
(5%}
=
£
6.0 S 0.5-
=
g Insulin degludec/liraglutide (n=278)
5.5 T T T T T T T T T T T T i B 1 0
0 2 4 6 8 10 12 14 16 18 20 22 24 26 i ! ‘ ' : ! ' : ' ' ! ! : :

0 2 4 6 8 10 12 14 16 18 20 22 24 26
Time, wk

* COMBINE-2: Insuline icodec + semaglutide hebdomadaire vs semaglutide (Lingvay, Diabetologia, 2025)

Time, wk

AE IcoSema Semaglutide 1.0 mg IcoSema vs semaglutide
(n=341) (n=340) 1.0 mg, ERR (95% CI)
n % n %
Hypoglycaemia (baseline to week 57)
Hypoglycaemia alert value® 68 199 21 6.2
Clinically significant h),'po‘glycacmiab 12 35 13 38 1.20 (0.53, 2.69); p=0.66
Severe hypoglycaemia® 0 0
Summary of AEs (baseline to week 57)
AEs 270 79.2 252 741
Serious AEs 38 11.1 21 6.2
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Outils de décision partagée

RECODe  Risk Calculator ~ Type Il Diabetes Medication

Decision Support Tool for Dual Add-on Therapy to Metformin

| Patient Preference

Avoid severe side effects *

not important extremely important

0 m 1

*Side effects include nausea, fluid retention (edema), diarrhea, or rash

16/23

Disclaimers

Lower hemoglobin A1c

not important extremely important

. 0.5)

Avoid hypoglycemia

not important extremely important
0

Avoid weight gain

not important extremely important
0 @

Avoid injection

not important extremely important

o @

Avoid daily sugar testing

not important extremely important
0 (0.5] 1

Lower drug cost

not important extremely important

(Choi et al, Med Decis Making, 2019 https://sungchoi.shinyapps.io/code/ )

MCF
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Probability of being best therapy choice

00~

-
=]
'

<
n
'

Estimated Ranking of Medications

@*é
&

® )
& &
é,’\w

Medication

Estimated 10-yr risk reduction when choosing

! [GLP-1 Receptor Agonist
Nephropathy (%):
Retinopathy (%):

Neuropathy (%):
Myocardial infarction or stroke (%):

|

-2

-3
8

-10




Medication Options

Note: Treatments that have no impact

on (or no evidence for) the selected

outcome are greyed out.

Glucose-lowering
medications

M “Flozin™ (SGLT2 inhibitor) ~

2]

[0 GLP-1 receptor agonist

(2]

v

(Buchan et al, Heart. 2021 - https://decisionaid.ca/diabetes/ )

PEER Diabetes Medication Decision Aid

b

Lipid-lowering
medications

M Statin (moderate

intensity) ©

Blood pressure target

‘ [] Target lower blood

pressure

Other medications

M ACE inhibitoror ARB® ~

Selected

outcome

All outcomes

Risk of death in the next 10 years

With current
treatment

49%
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https://decisionaid.ca/diabetes/

R o
. Log
Conclusion Yé

* Ne pas oublier les regles hygiéno-diététiques:
e Réduction relative de mortalité de 50% (zhang, Diabetologia 2019)

* Nouveaux traitements : analogues du GLP-1 / inhibiteurs de SGLT-2 / insulines hebdomadaires
* En 1°" ligne selon les caractéristiques des patients
* Réduisent la mortalité globale et cardiovasculaire, les évenements CV et les néphropathies
* Injectables mais fréquence variable et combinaisons possibles

e Difficultés restantes :
* Non remboursement malgré 'AMM des aGLP1 et iSGLT2 en monothérapie en France
* Les tensions d’approvisionnement répétées




Merci de votre attention!




