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Le fardeau des MCV dans le DT2 augmente
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Centers for Disease Control and Prevention. National diabetes fact sheet, 2007. http://www.cdc.gov/diabetes/pubs/pdf/indfs_2007.pdf.

Accessed February 26, 2010.
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Comment réduire le risque cardio-vasculaire des patients diabétiques de type 2?
Approche multi-factorielle

Adaptation du mode de vie1.2

/

Traitement anti-aggrégant?’.24 Controle HbA1c12.4 Controle PA1.24 Gestion de la dyslipidémie (LDL-C)1.24
4 | ) é I )
Patients avec CVD <130/80 mmHg*

. ASA 75-160 mg/d4 ) . (age >65 ans: SBP 130-139 mmHg) )

e N\ - - h

L. o Risque CV moderé <100 mg/di
ch EN ginc_eral :2(5) /06 993 Haut risque CV <70 mg/dl or -50%
. ez certains =u.5=0.9% ) | Trés haut risque CV <55 mg/dI or -50%*

iﬂ
ASA, acetylsalicylic acid; BP, blood pressure; CV, cardiovascular; CVD, cardiovascular disease; HbA,., glycosylated haemoglobin; LDL-C, low-density lipoprotein cholesterol; SBP, systolic blood pressure; Novo ﬂOFdiS|(®
T2D, type 2 diabetes

1. American Diabetes Association. Diabetes Care 2018;41(Suppl 1):5S86-S104; 2. Piepoli MF et al. Eur Heart J 2016;37:2315-2381; 3. Rydén L et al. Eur Heart J 2013,;34:3035-3087; 4. Cosentino F et al.
Eur Heart J 2019;00:1-69



Evolution du traitement des patients atteints de DT2 : d'une
approche glucocentrique a une approche multifactorielle

Effet
- antihyperglycemique

§§>& Faible risque ?

A0 ) d'hypoglycemie

Effet antihyperglycémique ﬁ Effets benefiques o
sur le poids i

Effets benéfiques
@ sur la pression sanguine Effets bénéfiques sur les
complications
0@ ~ Faible risque d'effets CARDIORENALES
.@'l secondaires
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Outre leurs effets antihyperglycemiques, les SGLT2i et les GLP1RA
presentent des avantages supplementaires sur le plan cardiorenal

Metformin?1.3 _
Insulin1.3

SU13

2> =2 =2

TZD13
DPPA4i13

GLP1RA1-5
SGLT2i1-5

-: effets neutres ; N risque croissant ; W risque décroissant

§ The reduction of GLP1RA on the risk of hospitalisation for heart failure is shown by only 1 CV outcome study and is potentially secondary to a reduction in myocardial infarction; DPP-4i,

dipeptidyl peptidase-4-bloqueur; GLP-1RA, agoniste du récepteur du peptide-1 de type glucagon; SGLT2-i, inhibiteur du transporteur 2 lié au sodium-glucose; SU, dérivé de sulfonylurée; TZD,

thiazolidinedione; IC, insuffisance cardiaque; MRC, maladie rénale chronique;

1.
2.

Inzucchi SE, et al. Diabetes Care 2015;38(Suppl. 1):51-93. 2. Verma et al 2018 Lancet doi.org/10.1016/S0140-6736(18)32590-X 3. Davies et al Diabetologia 2018 61:2461

— 2498 4. Azoulay et al Diabetes Care 2017;40:706—714; 5. Kristensen et al. Lancet Diabetes Endocrinol 2019; 7: 776-85
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Grands essais cliniqgues de sécurité
cardio-vasculaire et rénale des 1ISGLIT-2

3-point MACE: CV death, non-fatal MI or non-fatal stroke
o EMPA-REG OUTCOME! CANVAS Program? DECLARE-TIMI 583

- Placebo = Dapagliflozin

HR: 0.93

(95% CI: 0.84; 1.03)
p=0.17 for superiority
p<0.001 for non-inferiority
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— Pi%cebo - Canagliflozin

HR: P86

(95% CI: 0.75; 0.97)
p<0:001 for non-inferiority
p=0112 for superiority
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- Placebo == Empagliflozin

HR: 0.86
(95.0%% CI: 0.74; 0.99)
p=0.04 for superiority
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Patients with event (%)
Cumulative incidence (%)
O N W A~ U1 OON OO

0 6 12 18 24 30 36 42 48 260 782 1B4 1826 2288 2360 332 0 180 360 540 720 900 1080 1260 1440
Months since randomisation Weeks since randomisation Days since randomisation

CI, confidence interval; HR, hazard ratio; MACE, major adverse cardiovascular events; MI, myocardial infarction
1. Zinman B et al. N Engl J Med 2015;373:2117-2128; 2. Neal B et al. N Engl J Med 2017,;377:644-657; 3. Wiviott SD et al. N Engl/ J Med 2019;380:347-357




Les SLGT2i reduisent le risque d'hospitalisation pour
iInsuffisance cardiaque chez les patients diabetiques de type 27

Tant chez les patients avec ou sans maladie athérosclerotique établie?

Treatment Placebo
Patients Events Events per Events per Weights (%) HR [95% CI]
1000 pt-yrs 1000 pt-yrs

EMPA-REG OUTCOME 7020 221 94 145 29.6 —— 0.65 [0.50, 0.85]

CANVAS Program 6656 198 7.3 11.3 258 b & { 0.68 [0.51, 0.90]
DECLARE-TIMI 58 6974 343 111 141 447 *—.—l 0.78[0.63, 0.97]
FE Model for ASCVD (P-value <0.0001) 0.71 [0.62, 0.82]
Q
‘ CANVAS Program 3486 45 26 42 230 | = = 0.64 [0.35, 1.15]
DECLARE-TIMI 58 10186 155 3.0 46 77.0 ¢ L i 0.64[0.46, 0.88]
FE Model for MRF (P-value = 0.0021) 0.64 [0.48, 0.85]
l l |
035 050 1.00 2.50

* Meta-analysis (not all SGLT2i studies incluge ).A:J irect comparison of the trials cannot be made due to different design and pop1)ulation included in the trial. No head-to-head comparison is available ASt ra Zeneca 2 h Academy

d d
CV, cardiovasculaire; 1. Nauck MA, Meier JJ. Eur J Endocrinol. 2019;181:R211-R234 ; 2. Zelniker et al. Lancet. 2019 Jan 5;393(10166):31-39;



Les SLGT2i reduisent le risque de progression de la
nephropathie chez les patients atteints de diabete de type 21

Tant chez les patients avec ou sans maladie atherosclérotique etablie?2

Patients Events Events per 1000 Weight HR HR (95%CI)
patient-years (%)
Treatment (n)  Placebo (n) Treatment Placebo
EMPA-REG OUTCOME 4645 2323 152 63 115 31-0 i 0-54 (0-40-075)
CANVAS Program 3756 2900 179 6-4 105 356 B 0-59 (0-44-0-79)
DECLARE-TIMI S8 2474 3500 183 47 8-6 334 i 0-55 (0-41-0-75)
Fixed effects model for atherosclerotic cardiovascular disease (p<0-0001) - 0-56 (0-47-0-67)
‘ CANVAS Program 2039 1447 70 41 6-6 29-5 = 0-63 (0-35-1-02)
DECLARE-TIMI 58 5108 5078 182 30 59 705 = 0-51(0-37-0-69)
Fixed effects model for multiple risk factors (p<0-0001) e — 0-54(0-42-0-71)
035 050 1 250
— —>
Favours treatment Favours placebo

COMPOSITE DE L'AGGRAVATION DE LA MALADIE RENAL’E, DE
L'INSUFFISANCE RENALE TERMINALE OU DE LA MORT RENALE.

IMP/Xety
Academy

comparison is available; CV, cardiovasculair; 1. Zelniker, TA et al. Circulation 139(17):2022-2031 (2019). doi: 10.1161/CIRCULATIONAHA.118.038868; 2. Zelniker et al.

* Meta-analysis (not all SGLT2i studies included). A direct comparison of the trials cannot be made due to different design and population included in the trial. No head-to-head c p
Lancet. 2019 Jan 5;393(10166):31-39. AstraZeneca 2 |



Réduction du risque cardio-vasculaire
avec les analogue des R du GLP-1

3-point MACE: CV death, non-fatal MI or non-fatal stroke

LEADER! SUSTAIN 62

- Placebo = Liraglutide - Placebo == Semaglutide

HR: 0.74

(95% CI: 0.58; 0.95)
p<0.001 for non-inferiority
p=0.02 for superiority
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0 0 23,3571 46,7143 70,0714 93,4286
0 6 Manthsssinte rapdgpisations 54 Weeks since randomisation

CI, confidence interval; HR, hazard ratio; MACE, major adverse cardiovascular events; MI, myocardial infarction
1. Marso SP et al. N Eng J Med 2016;375:311-322; 2. Marso SP et al. N Engl J Med 2016;375:1834-1844; 3. Gerstein HC et al. Lancet 2019;394:121-130
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GLP-1RACVOT
meta-analysis

Sattar N et al. Lancet Diabetes Endocrinol. 2021

Oct;9(10):653-662

GLP-1 receptor Placebo, Hazard ratio NNT pvaluve

agonist. n/N(%) n/N(%) (95% ) (95% )
Three-point MACE
ELIXA 400/3034 (13%)  392/3034(13%) R 1-02 (0-89-1-17) 078
LEADER 608/4668 (13%)  694/4672(15%) —— 0-87 (078-0-97) 0-01
SUSTAIN-6 108/1648 (7%) 146/1649 (9%) — 074 (0-58-0-95) 0016
EXSCEL 839/7356 (11%) 905/7396 (12%) — 0-91(0-83-1-00) 0-061
Harmony Outcomes 338/4731(7%) 428/4732 (9%) —— 078 (0-68-0-90) 0-0006
REWIND 594/4949 (12%)  663/4952 (13%) —— 0-88 (0.79-0-99) 0026
PIONEER & 61/1591 (4%) 76/1592 (5%) + 079 (0-57-1-11) 017
AMPLITUDE-O 189/2717 (7%) 125/1359 (9%) — 073 (058-0492) 00069
Subtotal (I°=44-5%, p=0-082) ' 0-86 (0-80-0-93) 65 (45-130) <0-0001
Cardiovascular death
ELIXA 156/3034 (5%) 158/3034 (5%) —— 0-98(078-1-22) 0-85
LEADER 219/4668 (5%)  278/4672 (6%) 5 078 (0-66-0-93) 0-007
SUSTAIN-6 44/1648 (3%) 46/1649 (3%) > 0-98 (0-65-1-48) 092
EXSCEL 340/7356 (%)  383/7396 (5%) et 0-88 (076-1-02) 0096
Harmony Outcomes 122/4731(3%) 130/4732 (3%) . 093 (073-119) 0-58
REWIND 317/4949 (6%) 346/4952 (7%) —t 091 (0-78-1-06) o2
PIONEER & 15/1591 (1%) 30/1592 (2%) 3 0-49 (0-27-0-92) 0021
AMPLITUDE-O 7512717 (3%) 50/1359 (4%) - 072 (0-50-1-03) 007
Subtotal (I"=13-4%, p=0-33) < 0-87 (0-80-0-54) 163(103-353) 0-0010
Fatal or non-fatal myocardial infarction
ELIXA 270/3034 (9%) 261/3034 (9%) —F— 1-03 (0-87-122) 071
LEADER 202/4668 (6%)  330/4672 (7%) - 0-86 (0.73-100) 0-046
SUSTAIN-6 54/1648 (3%) 67/1649 (4%) E 0-81(0-57-116) 026
EXSCEL 4837356 (7%) 493/7396 (7%) e 0-97 (0-85-110) 0-62
Harmony Outcomes 181/4731(4%) 240/4732 (5%) —— 075 (0-61-0-90) 0-003
REWIND 223/4949 (5%) 23174952 (5%) 0-96 (079-1-15) 0-63
PIONEER 6 37/1591 (2%) 35/1592 (2%) _T 1-04 (0-66-1-66) 0-49
AMPLITUDE-O 91/2717 (3%) 58/1359 (4%) +* 075 (0-54-1-05) 009
Subtotal (I°=26-9%, p=0-21) < 0-90(0-83-0-98) 175(103-878) 0-020
Fatal or non-fatal stroke
ELIXA 67/3034 (2%) 60/3034 (2%) > 4 112 (0-79-1-58) 0-54
LEADER 173/4668 (4%) 109/4672 (4%) R 0-86 (071-1-06) 016
SUSTAIN-6 30/1648 (2%) 46/1649 (3%) - 0-65 (0-41-1-03) 0066
EXSCEL 187/7356 (3%) 218/7396 (3%) e 0-85 (070-1-03) 0-095
Harmony Outcomes 04/4731 (2%) 108/4732 (2%) — 0-86 (0-66-1-14) 030
REWIND 158/4949 (3%) 205/4952 (4%) e 076 (0-62-094) 0010
PIONEER 6 13/1591 (1%) 17/1592 (1%) B 076 (037-1-56) 0-43
AMPLITUDE-O 4712717 (2%) 31/1359 (2%) - 074 (0-47-1-17) 019
Subtotal (I°=0-0%, p=0-64) < 0-83(0-76-0-92) 198 (140-421) 0-0002

I 1
05 1 15
< -

Favours GLP-1 receptor agonists Favours placebo

«a 6 a6

12

3-MACE

CV death

Non-fatal
MI

Non-fatal
stroke



Certains GLP-1 RAs ont montre qu'ils reduisaient le risque de
problemes renaux graves chez les patients atteints de DT21

GLP-1 RA Placebo

Essais n/N n/N HR (95% CI)

Large critere d'evaluation

rénale- ELIXA 172/2639 203/2647 0.84 (0.68, 1.02)

LEADER 268/4668 337/4672 . 0.78 (0.67, 0.92)

-Macroalbuminurie SUSTAIN-6 62/1648 100/1649 = 0.64 (0.46, 0.88)
jfg;)blegfggéé‘e“”‘”e sérique  EXSCELs 366/6256 407/6222 _ 0.88 (0.76, 1.01)
‘MRT REWIND 848/4949 970/4952 N 0.85 (0.77, 0.93)
*Deces dorigine renale EF GLOBAL  1716/20160  2017/20142 N 0.83 (0.78, 0.89)

0 05 1 15 , 2

Favorise le GLP-1 RA Favorise le placebo

Les GLP-1 RAs ne sont pas indiqués pour réduire le risque d'événements rénaux. Y |MPE
aEXSCEL data are for new-onset macroalbuminuria alone CI, confidence interval; DFGe, débit de filtration glomeérulaire estimé; MRT, maladie rénale terminale; EF, effets fixes; C
GLP-1 RA, agoniste du récepteur du peptide-1 de type glucagon; HR, hazard ratio; DT2, diabéte de type 2; 1. Kristensen SL, et al. Lancet Diabetes Endocrinol 2019;7:776— AStraZeneca 2 Achemy
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therapeutiques dans le diabete de
type 2




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



Associer a la metformine

Recommendatlons mternatlonales

. 2 ¥ 2
COMPELLING NEED TO MINIMIZE WEIGHT
_ COMPELLING NEED TO MINIMIZE HYPOGLYCEMIA GAIN OR PROMOTE WEIGHT LOSS COST IS A MAJOR ISSUE"*¢
Quel que soit | | e
. . GLP-1 RA with
DPP-&i GLP-1RA SeLTZ¢ 120 good emcacy SGLI2i SU¢ TZD'"
- ) | J | ) for weight loss*
Si Jy_— 3 3 v ! T T
If HbA, If HbA, If HbA, If HbA r
above target abave target above target | above target | If HbA, above target If HbA _ above target
2~ ¥ v ¥ ¥ ¥ v v v
* Antecedent | | (orim ) [ | |
SCLT2¢ SGLI2¢ OR OR GLP-1 RA with
OR OR DPP-§i DPP-4i SGLT2F good efficacy TZ0" SU¢
" T20 120 OR OR for weight loss®
* Hautrisquel _ J [ J[ o | [ wn | | |
J J ¥ J J ¥ ¥ ¥
If HbA, above target IFHBA, above target If HbA, above target

e >55ans ¥

¥ ¥

¥ 2

¥

If HbA, above target

¥

Consider the addition of SU* OR basal insulin:

Continue with addition of other agents as outlined above
(
e« HVG ou !

V 4 . . . | |
o N e p h ro p at h Choofte later generalion SU with los.ve'r risk of h;‘pogl)ﬂ.ce’mla

Consider basal insulin with lower risk of hypoglycemia’

hoase later generation SU ta lower risk of hypoglycemia CUmezpiride has shown similar CV safety to DPP-§
. eqludes [ glargae U300 < glargine U100 ! detemir < NPH iasulia
I n S u ﬁl S a n C e maglutide > liraglutidz > dulaglutide > exenatide » lixisznatide
o specific comerbidities {i.e. 22 eslablished CYD, low risk of dypoglycemia a=d Lower priorty 1o aveid
i2ight gain or no weight-related comarbidities)

onsiéer counlry- and region-spesific cos! of drugs, In sore countries T20s relatwely more expensive and
DD_LS ralativalu emzamar

intensifier si HbA1c supérieure a

adapté au patient

If quadruple therapy required, or
SGLTZi andlor GLP-1 RA not tolerated
or contraindicated, use regimen with

lowest risk of weight gain

PREFERABLY

DPP-4i {if not on GLP-1 RA)
based on weight neutrality

v

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

« SU* « T20* + Basalinsulin

+ Insulin therapy basal insulin with
lowest acquisition cost

OR

+ Consider DPP-&i OR SGLTZi with
lowest acquisition cost”

la cible, avec traitement le plus

v

SGLT-2 ou GLP-1

INDICATORS OF HIGH-RISK OR ESTABLISHED ASCVD, CKD OR HFt

ASCVD PREDOMINATES

1

|

%

1+ Established ASCVD

= Indicators of high ASCVD
) risk (age 255 years + LVH

| or coronary, carotid, lower

| extremity artery stenosis >50%)
1

! PREFERABLY :
! GLP-1 RA with proven CVD benefit’ :
s i <o 1
| SGLT2i i
! with proven CVD benefit' :
! if eGFR adequate’ !

If HbA,_above target

¥

If further intensification is required or
patient is now unable to tolerate
GLP-1 RA and/or SGLT2i, choose
agents demonstrating CV safety:

« For patients on a GLP-1RA,
consider adding SGLT2i with proven
CVD benefit’

« DPP-4i if not on GLP-1 RA

« Basal insulin®

« TID°

« SUf

B T R e e i

HF OR CKD PREDOMINATES

4
1
1
y * Particularly HFrEF (LVEF <45%)
1 * CKD: Specifically eGFR 30-60 ml
! min'[1.73m]? or UACR

! >30 mglg, particularly UACR

I >300 mglg

PREFERABLY
SGLT2i with evidence of reducing

HF and/or CKD progression in
CVOTs if eGFR adequate’

RS | ————

If SGLT2i not tolerated or contraindicated
or if eGFR less than adequate’ add

GLP-1 RA with proven CVD benefit’
\. J

4

If HbA, above target

\ 4

« Avoid TZD in the setting of HF
Choose agents demonstrating CV safety:

7

\

#

« For patients on a SGLT2i, consider
adding GLP-1 RA with proven CVD
benefit’

» DPP-4i (not saxagliptin) in the setting
of HF (if not on GLP-1RA)

« Basal insulin®

« SUF




SGLT2i et GLP1RA disponibles en Belgique

Dapagliflozin Forxiga® Declare-Timi58 Exenatide Bydureon® Exscel
- _ Dulaglutide Trulicity® Rewind
Empagliflozin Jardiance® Empa-Reg
Lixisenatide Lyxumia® Elixa
_ Canvas /
Canagliflozin Invokana® Credence | | |
Liraglutide Victoza® Leader

o - . : Sustain-6 (Inj)
Ertugliflozin Steglatro® Vertis-CV Semaglutide Ozempic® .
Rybelsus ® Pioneer-6 (PO)

IMP/Xey

SGLT2-i, inhibiteur du transporteur 2 lié au sodium-glucose; GLP-1RA, , agoniste du récepteur du peptide-1 de type glucagon; CVOT: essai de résultats cardiovasculaires c? ’
1. www.bcfi/cbip.be ASt razeneca Academy



Criteres de remboursement



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

_ Jardiance 10 -25 Invokana 100 - 300 Steglatro 5 - 15

1ere demande

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

HbA1c entre 7 et 9%

Ne pas associer a

iIncrétine

Ne pas associer
ultérieurement DPP4

GFR (ml/min)




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

Jardiance Forxiga Invokana Steglatro

Prolongation

HbA1c < 7,5% ou
diminution = 0,5
% a partir de la
valeur initiale

+ (uniquement 1ere prolongation

GFR (ml/min)



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



Les inhibiteurs du
SGLT-2

Ou gliflozines

Na" == SGLT2
Glucose T




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 ++




Risque de fracture - d’amputaion
Etude CANVAS (canagliflozine, Invokana)

* Risque d’amputaion (orteils, métatarses):
 Un peu plus de cas que dans le groupe placebo
* Risque le plus élevé si antécedent d’amputation ou de maladie artérielle significative

* Risque de fracture
Eviter Invokana si:

* Majoré dans I'’etude CANVAS

| ] Antécedent d’ischémie périphérique ou amputation
e Non confirmé dans CANVAS-R Antécédent de fracture ostéoporotique ou ostéoporose
averee

* En surveillance particuliere

| Patients ostéoporotiques/gériatriques



Résumé: caractéristiques des SGLT-2 chez le
patient diabétique de type 2

o Efficacité anti-diabétique intermédiaire (diminue en cas d’IRC)
» Effet métabolique global favorable

e Bien toléré (pas d’hypoglycémies) - infections génito-urinaires
e Prise orale

. (diminue la progression de I'IRC et réduit 'albuminurie) (chez
patients avec ou sans atcd CV)

. (chez patient avec ou sans atcd CV)

» Adapté a beaucoup de patients diabétiques, indépendamment de I'ancienneté
du diabete (a I'exception des insulino-dépendants)



GLP-1
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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 )



Béneéfice CV prouveé

ORAL

5 ou 10 mcg 2x/J

2 mg/pen

2 mg 1x/sem

3

VICTOZK e Dl

liraglutide

. (rDNA origin) injection
18 mg/3 m. (6 mg/mi)
Each pen delivers doses of 0.6 mg, 12 mg or 1.8
Subcutaneous use only
, , Discard pen 30 days after first use

REFRIGERATE - DO NOT FREEZE

Contains: 3 Victoza Pens, Product Literature
Single patient use only Dispense the enclosed Medication Guide to each patient
novo nordsk  Rx Only Intended for use with Novo Nordisk disposable needies

,
3 Pens: 30 doses of 1.8 mg

Injection

% QoS o

’ trulicity.
(dulagiutide) ————————]

0,75-1,5 mg
1x/sem

sk
reaV Tk O oo
T P e ¥
AV e

0,25-0,5-1 mg

10 ou 20 mcg 1x/J 1x/sem

3, 7ou 14 mg 1x/J



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

B Semaglutide 0.5 mg M Semaglutide 1.0 mg

L
B
H

S

S
P

emaglutide 0.5 mg

emaglutide 0.5 mg
lacebo

Placebo®

Add-on to basal
insulinEMET

X




Change in body weight

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

[,

N~

a2 -2,0

5 =

— M

UV -4,0

o= :

c

X
Y 6,0 .
b S
X
sk X
-8,0
SUSTAIN 1 SUSTAIN 2 SUSTAIN 3 SUSTAIN 7 SUSTAIN 4 SUSTAIN 5

B Semaglutide 0.5 mg M Semaglutide 1.0 mg B Placebo B Semaglutide 0.5 mg M Semaglutide 1.0 mg
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

B Series?2



Change in systolic blood pressure
SUSTAIN 1-5 and 7

SUSTAIN 1: SUSTAIN 2: SUSTAIN 3: SUSTAIN 4: SUSTAIN 5:
monotherapy vs sitagliptin vs exenatide ER vs IGlar add-on to basal insulin
Treatment duration: 30 weeks 56 weeks 56 weeks 30 weeks 30 weeks
SBP at baseline: 128.8 mmHg 132.6 mmHg 133.5 mmHg 132.1 mmHg 134.8 mmHg

Change from baseline
in SBP (mmHQg)

W Semaglutide 0.5 mg

SUSTAIN 6: SUSTAIN 7: W Semaglutide 1.0 mg
add-on to SOC vs dulaglutide iaceh
Treatment duration: 104 weeks 40 weeks W Placebo
SBP at baseline: 135.6 mmHg 133.0 mmHg B Sitagliptin 100 mg

M Exenatide ER 2.0 mg
W |Glar

v

= . Placebo 0.5 mg

¥ o

F Zé M Placebo 1.0 mg

g E W Dulaglutide 0.75 mg

o é m Dulaglutide 1.5 mg

o

c.C

©

<

U

*p<0.05 vs comparator; Exenatide ER, exenatide extended release; IGlar, insulin glargine; MET, metformin; N/A, not applicable; OAD, oral antidiabetic drug; SU, sulphonylurea; TZD, thiazolidinedione; w, weeks;
WL, weight loss. 1. Sorli C et al. Lancet Diabetes Endocrinol 2017;5:251-60; 2. Ahrén B et al. Lancet Diabetes Endocrinol 2017;5:341-54; 3. Ahmann AJ et al. Diabetes Care 2018;41:258-66; 4. Pratley RE et al.
Lancet Diabetes Endocrinol 2018;6:275-86; 5. Aroda VR et al. Lancet Diabetes Endocrinol 2017;5:355-66; 6. Rodbard HW et al. J Clin Endocrinol Metab 2018;103:2291-301; 7. Rodbard H et al. Presented at the
77th Scientific Sessions of the American Diabetes Association, 9-13 June 2017, San Diego, CA, USA. Poster Number 1124-P; 8. Novo Nordisk. Data of file.



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.




Effets secondaires des GLP-1
Etude REWIND (dulaglutide)

Dulaglutide Placebo

AdverseEvent  n=4940  n=a952 Prialee
First study drug stopping (%) 42.3 43.8 49

Prrsudydserin ) | 2 L e L o
Roospurnaeti | s L 2 | M
Seedonmergadeementy | 01| W | 7
byowewth | T 0 | .
Thyroid cancer (%) ' 0.1 ' 0.1 ' 21

T —— —— oL 2

[*There were no cases of medullary thyroid carcinoma (MTC) }




Novo Nordisk®

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

LIREC.T EFFELTS

4 ) B ~ R 4 ™
Improved endothelial ¥ Vascular smooth + Vascular ¥ Lipid
function muscle activation inflammation accumulation
# Nitric Oxide + Proliferation | - * . * /
{ ICAM-1/VCAM-1 . |

J

Less
atherosclerotic /
ischemic events

1

[JBIood Pressure ] [ v Weight J [ yA1C J

INDIRECT EFFECTS
A. Sharma, S. Verma / Can J Diabetes 44 (2020) 93e10295

A1C,glycated hemoglobin;ICAM-1, intercellular adhesionmolecule 1;VCAM-1, vascular cell adhesion molecule 1



Caracteéristiques des analogues GLP-1

» Efficacite elevee (chute HbA1c parfois >1,5%)

* Faible risque d’hypoglycemie

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

* ES: gastro-intestinaux, majoritairement temporaires

* Cl: gastroparesie

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

* Réduction du risque cardio-vasculaire (patients
avec ou sans ATCD)

» Securite voir protection renale?



Recommandations pratiques pour le traitement des patients
atteints de diabete de type 2

Les lignes directrices de ’'ADA encouragent
une approche multifactorielle du DT21

Modalités de remboursement
en Belgique?

FIRST-LINE Therapy is Metformin and Comprehensive Lifestyle (including weight management and physical activity)

%

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

NO

BULAGE A

Aanvraagformulier voor de terugbetaling van de specialiteit FORXIGA (§ 8360000 van hoofdstuk IV
van het K.B. van 1 februarl 2018)

| - Identifi rnaam, aansluitingsnummer):
CONSIDER INDEPENDENTLY OF BASELINE A1C,
DIVIDUALIZED ARG ETFO "
- A1¢ TARGET, On e 0 A O O I A A L)
\&’ IF A1C ABOVE INDIVIDUALIZED TARGET PROCEED AS BELOW ;
1 1 A A A -
+ASCVD/Indicators “J/ ¥ ‘éf 1
of High Risk : : ‘ L L Lttt | (aansuitngsnummer)
» Established ASCVD Particularly HFrEF COMPELLING TO MINIMIZE COMPELLING NEED TO COST IS A MAJOR ~
* Indicators of high (LVEF <45%) HYPOGLYCEMIA MINIMIZE WEIGHT GAIN OR ISSUE™2 "y cen corste samurmnd -
PROMOTE WEIGHT LOSS
e brfes GLP=TRA ScLTa L " Ik, ondergetekende arls, verklgar dat de bowgvermode patient ten minste 18 jaar oud is en een
proven ) sut TZD* glomerulaire ftratiesnelheid 2 60 mUmin/1,73m" heeft en lijdt aan diabeles type 2 de orwokicende
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6. Be aware that SGLT2 labelling varies by region and individual agent

with regard to indicated level of #GFR for initiation and cortinued use

6. Empagiifiozin, canagiifiozin, and depagiifiozin have shown reduction
in HF and to reduce CKD progression in CVOTs. Canaglifiozin and

DT2, diabéte de type 2; 1. American Diabetes Association Diabetes Care2021 Jan;44(Supplement 1):5111-S124; 2. https://ondpanon.riziv.fgov.be/SSPWebApplicationPublic/

nl/Public/ProductSearch

or no weight-related comorbidities)
12. Consider country- and region-specific cost of drugs. In some
countries TZDs are relatively more expensive and DPP-4i are

1 Actioned whenever these become new dlinical considerations regardiess of background

* Most patients enrolled in the relevant trials were on metformin st baseline as

glucose-lowering therapy.
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Preferences et priorites des patients et des cliniciens pour
envisager un SGLT2i par rapport a un GLP-1RA

Selon les lignes directives du consensus d'experts 2020 (ACC - American College of Cardiology)’

Préférence ou priorite

Pensez a utiliser d'abord un SGLT2i

Pensez a utiliser d'abord un GLP1-RA

(du patient ou du meédecin)

Prevention de l'insuffisance cardiaque

Prevention de la progression des
maladies rénales

Prevention de MACE
Perte de poids

Considerations qui peuvent conduire a
I'utilisation d'une classe alternative

+++
+++

+++
+

Fonction rénale severement reduite’s
Antecedents d'amputation, de maladie arterielle
periphérique severe ou d'ulceres du pied
diabétique (attention a la canagliflozine)
Antecédents de candidose geénitale recurrente
Antecedents d'acidocetose diabétique
Antécédents de fractures (attention a la
canagliflozine)

La patiente envisage une grossesse

La patiente est en train d'allaiter

-4

+++
+++

Nausées persistantes, malgré des informations
nutritionnelles appropriées et de faibles doses
Antecédents de gastroparesie

Maladie de la vesicule biliaire active
Antecédents de MENZ2 ou de cancer medullaire
de la thyroide

Antécedents de rétinopathie proliférative
(prudence avec le semaglutide ou le dulaglutide)
La patiente envisage une grossesse

La patiente est en train d'allaiter

GLP-1RA, agoniste du récepteur du peptide-1 de type glucagon; SGLT-2i, inhibiteur du transporteur 2 lié au sodium-glucose; MACE: événements cardiaques indésirables

majeurs (AVC, infarctus du myocarde, mortalité CV); MEN2 néoplasie multiple-endocrine de type 2; *eGFR <45 ml/min/1.73 m? is momenteel een waarschuwing vanwege een : IMP@
afname van de glycemische werkzaamheid (niet vanwege de veiligheid). Het gebruik van canagliflozine is toegestaan tot een eGFR 30 ml/min/1.73 m2. Gebruik klinische C
oordeelsvorming bij het starten van een SGLT2-remmer bij een patiént die een ACE-remmer of ARB gaat starten of omhoog titreren als de nierfunctie van de patient AS-traZeneca 2 Academy

verminderd is. 1. Adapted from Das et al. 2020. J Am Coll Cardiol. 2020 Sep, 76 (9) 1117-1145.



CONCLUSION

Reduction du risque cardio-réenal des patients diabétiques de type 2

 Approche multifactorielle

» Utilisation nettement élargie des classes avec béenéfice cardio-V ou renal
e GLP-1
e SGLIT-2

« Criteres de remboursement presents mais permettent de faire benéficier a une
majorite de patients assez rapidement d’une classe intéressante.

« Réevaluer au moins annuellement le traitement antidiabétique, pour I’adapter en
fonction de nouveaux évenements, de nouvelles donnees ou de nouveaux criteres
de remboursement.



