2197011 N1'M2
2 21010 N1D10 12112

2021 ADA N1'Min 97D

NI110"7 N"'77 N'NnIn NINX ,'72X AN'O
NINMAN NIYIXNI TIV'ON YN DINN N'7'aIn

NI "NIN'Y '20on

3.1.2022 N1210 N1'MR 010




21- 11 1IRND1 N1 NA7A11 N1010

171 million? 366 million? 552 million?
2000 2011 2030

8.3% of the world’s adult population

1.  Wild. Diabetes Care. 2004.27:1047-1053.
2. International Diabetes Federation. IDF Diabetes Atlas. Fifth Edition. 2011



Multiple, Complex Pathophysiological
Abnormalities in T2DM
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10+ Pramlintide

Classes of glucose-lowering drugs
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FIRST-LINE Therapy is Metformin and Comprehensive Lifestyle (including weight management and physical activity)
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REGLAARLY
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INDICATORS OF HIGH-RISK OR ESTABLISHED ASCVD, CKD, OR HF'

CONSIDER INDEPENDENTLY OF BASELINE A1C,
INDIVIDUALIZED A1C TARGET, OR METFORMIN USE*
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Diabetes Care 2021 Jan; 44 (Supplement 1): S111-S124
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Indicators of high-risk or established ASCVD, CKD or HF

1

Consider independently of baseline HbAlc, ihdividualised HbAlc target or metformin use*

+ASCVDI/i n*dicators

of high riskt

v
+HF#

+CKD

|
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|

GLP-1 RA
with

SGLT2i
with

OR
proven proven

CV benefit CvV
benefit

SGLT2i with proven
benefit in this population$

DKD and albuminuria
Preferably
SGLT2i with primary evidence of reducing
CKD progression
"""""" OR == -4

SGLT2 inhibitor with evidence of reducing

CKD progression$ OR
GLP-1 RA with proven CV benefit if SGLT2i

not tolerated or contraindicated

R S

T2D and CKDT

GLP-1 RA
with =R with
proven proven
CV benefit : CV benefit$

SGLT2i

2021 ADA PROFESSIONAL PRACTICE COMMITTEE ADAPTATION OF DAVIES ET AL. AND BUSE ET AL.2,3 FOR FULL RECOMMENDATIONS, PLEASE REFER TO THE REFERENCE. *MOST PATIENTS ENROLLED IN THE RELEVANT TRIALS WERE ON METFORMIN AT BASELINE AS GLUCOSE-LOWERING THERAPY;
TESTABLISHED ASCVD OR INDICATORS OF HIGH ASCVD RISK (AGE 255 YEARS WITH CORONARY, CAROTID, OR LOWER EXTREMITY ARTERY STENOSIS >50%, OR LVH); $PARTICULARLY HFREF (LVEF <45%); §SEMPAGLIFLOZIN IS NOT INDICATED FOR THE TREATMENT OF HF OR CKD; {IT2D AND CKD (E.G. EGFR
<60 ML/MIN/1.73 M2) AND THUS AT INCREASED RISK OF CV EVENTS. ADA, AMERICAN DIABETES ASSOCIATION; ASCVD, ATHEROSCLEROTIC CARDIOVASCULAR DISEASE; EASD, EUROPEAN ASSOCIATION FOR THE STUDY OF DIABETES; HFREF, HEART FAILURE WITH REDUCED EJECTION FRACTION; LVEF, LEFT
VENTRICULAR EJECTION FRACTION; LVH, LEFT VENTRICULAR HYPERTROPHY. 1. AMERICAN DIABETES ASSOCIATION. DIABETES CARE 2021;44:S111; 2. DAVIES MJ ET AL. DIABETES CARE 2018;41:2669; 3. BUSE JB ET AL. DIABETES CARE 2020;43:487
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FIGURE 1 Algerithm for Choasing Pharmacologic Therapy for Type 2 Diabetes

2ELT 2 Type 2
Empagliflozin Diabetes
Canagliflozin Mellitus

GLP 1R

Liraglutide
Semaglutide

Metforrmin

Hemoglobin
alC abowve
goal

Cost
Limmitations

Sulfonylureas
or GLFP1RA GLP1RA
TZD

In patients with type I diabetes on metfonmin with hemoglobin alc abowe goal, second-Lline therapy depends on oost imitations, comarbid disease, and desire far
weight boss. ASCWD — atherosclerotic cardiovascular disease: GLPIRA — glucagon-like peptide 1 recepior a0onist; SGLT2 - sodiurm glucos:s cotranspoarter 2 inhibitor;
TZD — thiazoldinedione.

JACC VOL. 75, NO. 16, 2020 Wilcox et al. APRIL 28, 2020:1956 — 7 4 Agents for Cardiovascular Care



SHORT-TERM METABOLIC EFFECTS: SGLT2 INHIBITORS AND GLP-1 RECEPTOR
AGONISTS SHOW FAVOURABLE EFFECTS OVER DPP-4 INHIBITORS AND METFORMIN

DPP-4 SGLT2 GLP-1 receptor

inhibitor-6 inhibitor?57-9 agonist>1011

HbAlc

¢-

Body weight -
L
(3

BP onl
Blood pressure e

Hypoglycaemia ' No NoO NoO No

risk

Comparison of studies should be interpreted with caution due to differences in study design, populations and methodology

DPP-4, dipeptidyl peptidase-4; GLP-1, glucagon-like peptide-1; HbAlc, glycated haemoglobin; SBP, systolic blood pressure; SGLT2, sodium-glucose co-transporter-2

Ref: 1. Wulffelé MG et al. J Intern Med. 2004;256:1 2/ Bristol-Myers Squibb, Inc. metformin hydrochloride Prescribing Information. 2018 3/ Bristol-Myers Squibb, Inc. Glucophage® (metformin hydrochloride) summary of product characteristics. 2017 4/ Inzucchi S et al. Diabetes
Care 2015;38:140 5/.Chaudhury A et al. Front Endocrinol 2017;8:6 6. Rosenstock J et al. JAMA 2019;322:1255 7. Inzucchi S et al. Diab Vasc Dis Res 2015 8. Heerspink HJ et al. Circulation 2016;134:752 9.Tikkanen | et al. Diabetes Care 2015;38:420 10. Vilsball T et al.
Diabetes Care 2007;30:1608 11. Reid T. Clinical Diabetes 2012;30:3



LONG-TERM CARDIO—RENAL OUTCOMES: SGLT2 INHIBITORS AND
GLP-1 RECEPTOR AGONISTS SHOW FAVOURABLE EFFECTS ON MACE

DPP-4 SGLT2 GLP-1 receptor

Metformin*1-3 o S ;
inhibitoré1! inhibitor!2-20 agonist20-28

3P-MACE q,-gq;

CV death

Empagliflozin Liraglutide
only only

HHF

CKD

protection ‘)T\’

Comparison of studies should be interpreted with caution due to differences in study design, populations and methodology

*US prescribing information states that there are no clinical studies establishing conclusive evidence of macrovascular risk reduction with metformin3; EU SmPC cites UKPDS 34
where metformin significantly reduced any diabetes-related complications, diabetes-related and overall mortality, and the absolute risk of MI14; TSAVOR-TIMI exploratory HHF
outcome: HR 1.27 (95% 1.07, 1.51), p=0.007°

1. UKPDS 34. Lancet 1998;352:854 2. Boussageaon R et al. PLoS Med 2012;9:e1001204 3. Bristol-Myers Squibb, Inc. metformin hydrochloride Prescribing Information. 2018; 4. American Diabetes Association. Diabetes Care 2020;43:S1 5. Scirica B ef al. N Engl J Med 2013;369:1317 6. White W et al. N Engl J Med
2013;369:1327 7. Green J et al. N Engl J Med 2015;373:232 8. Zannad F et al. Lancet 2015;385:2067 9. Mosenzon O et al. Diabetes Care 2017;40:69 10. Rosenstock J et al. JAMA 2019;321:69 11. Zinman B et al. N Engl J Med 2015;373:2117 12. Wanner C et al. N Engl J Med 2016;375:323 13. Neal B et al. N Engl J Med
2017;377:644 14. Perkovic V et al. Lancet Diabetes Endocrinol 2018;6:691 15. Wiviott SD et al. N Engl J Med 2019;380:347 16. Mosenzon O et al. Lancet Diabetes Endocrinol 2019;7:606 17. Perkovic V et al. N Engl J Med 2019;380:2295 18. McMurray J et al. N Engl J Med 2019;381:1995 19. Zelniker TA et al. Circulation
2019;139:2022 20. Marso SP et al. N Engl J Med 2016;375:311 21. Marso SP et al. N Engl J Med 2016;375:1834 22. Hernandez AF et al. Lancet 2018;392:1519 23. Gerstein HC et al. Lancet 2019;394:12 24. Mann JFE et al. N Engl J Med 2017;377:839 25. Gerstein HC et al. Lancet 2019;394:131 26. Muskiet MHA et al.
Lancet Diabetes Endocrinol 2018;6:859 27. Bethel MA et al. Diabetes 2018;67 (Suppl. 1):522-P
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FIRST-LINE Therapy is Metformin and Comprehensive Lifestyle (including weight management and physical activity)

NO

T AN D
THERAPEUTIC

TREATMENT

REGLALARLY
{3—8 MONTHS)

IF A1C ABOVE INDIVIDUALIZED TARGET PROCEED AS BELOW

+CKD 4 e -

INDHICATORS OF HIGH-RISK OR ESTABLISHED ASCVD, CKD, OR HF"

CONSIDER INDEPENDENTLY OF BASELINE A1C,
INDIVIDUALIZED A1C TARGET, OR METFORMIN USE*

N

+ASCVD/ndicators
of High Risk

= Established ASCWVLE Particularly HErEF COMPELLING NEED TO MINIMIZE COMPELLING NEED TO COoOsSTIS A MAJOR
= Inccatoes of high __ (ALVEF <4556} HYPOGLYCEMIA MINIMIZE WEIGHT GAIN OR ISSUE™"
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GLP-1 Ra with
oood afflcacy
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Mo

SGELTZ

SELT2

I If A1C abowe target

. N = . P %

Continus with addition of other agents as outlined abowe ]
l H A1C abowe target I

E further intensfication
iz required or patienst ia
unabde to tolerate GLE-1
R anclfor SGLT 2, choosa

agerts demonstrating l
G s N =r ¥ 4’ ql' Insulin therapy basal insulin
- =iarvt I A1C abowe tanget I i wiiith bowest scquisition cost

';T_'FE?::[A P I f cusdruple therapy recuined,

adding SELTZI with or SGLT2i and/or GLP-1 RA not oR

proven CWID Dernefit . . . _ e era'l:_ed ar chontralndica:he-d. u=e Consider other therapies
Conaider the addition of SILH OR basal insulin: regimen with lowest risk of hasod D cost

and vices versa’
- TEE

CFEP-4i f not on
GLP-1 RA

Basal ingulin?

wealght gain

= Choose later generation S with

lowwrer ek of ypoghrocsmia PREFERABLY
m Consider bassl insulin with lower fnak of ypoghyosmia® CPP-4i {if not on GLP-1 M)
based on wesaht neutrality

7. Prowen benedit means it has labael indoation of

“'m'-" rechuc g heart failures in this populsticn

1. =1 has label indicaticn of reducing SWVD events a. " " 11: Mies tar Cor N — " If DEP-4i not tol e or
:: anluns- mn:- ::Dh.m—wwnrmm shough lass well studied for GV affecss Gl ;.>_1-L SG!,:‘?I a ctec £ g e U =g drac U0 b = NPH s cortramdicated or patent alreacdy
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A, Chooas Ehesr generalion SU 0 lower risl of ppoobosmisg W P P— - N - < - 5 =
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) . R o [ - it hecermia, and hower priofty to avoad waight gain
& Boawess that SELTS Inboling warcs by region snd indivicus) agont verfi b P ——
h P N L J _ ! ' . . . 5

writh regaerd b indicated level of eGFA for initadion and continued use ~ 12 o g y - £ of n fmwrMMrwsﬁumlmsmmdem

6 Emgaglifosin, canaglifiozin, and dapaglifozin have shown reducton countries TZDs an relathely mom axpensive and DPP-4i ans . g o
Masi patienis enralled in the relewant irials were an metformin at baseline as
n HF and to reducs SED progression in CWOTe. Canaghflozin and restativedy cheaper, o et St Sl Wiy .
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The obesity and diabetes syndemic

TRTATATATE  TATARARATA

~30% of people with overweight or obesity have T2D 90% of people with T2D have overweight or obesity

1. Decoda Study Group. Nyamdorj R et al. Int J Obes 2010;34:332-9;
2. Nichols GA et al. Prev Chronic Dis 2016;13:160056;
3. World Health Organization report on Obesity and Overweight. Available at: http://www.who.int/dietphysicalactivity/media/en/gsfs obesity.pdf (Last accessed: August 2017)



http://www.who.int/dietphysicalactivity/media/en/gsfs_obesity.pdf

NI NIYOIN TY7 D110 NIDNANN NIy




2197011 N 0217 Wn
2 11010 N1D10 nN21M2

./’—\

NPA [IT'N

wIn'wa Nibp B HPWN2 'Y

niaY ninto2 N'NPHAIDN

DT 221 299 NIN'02
N




Fixed Ratio Combinations

Soliqua® (iGlarLixi) Xultophy* (IDegLira) P —

Sanofi Novo-Nordisk

Glargine+Lixisenatide Degludec+Liraglutide 1270
Xultophy :

1.8 mg Victoza+ 50 U Tregludec

=
Soliqua :
20 mcg Lyxumia + 40 U Lantus
‘; - i SULIQUA" solostar 3ml ﬂ =]

SULIQUA" sotostar”

3ml
100 units/ml + 33 mcg/ml

20 mcg Lyxumia + 60 U Lantus



DIV [12'"na 0'VY 2-2 SULIQUA

S 18
SULIQUA 100/50

2:1 5w on

GLP-1 A" 1:'noa'x nitn* 2

I"7102'x "N 40 v 'mropn M

Peach Pen:
2U/1mcg ratio
10 5
12 6
14 7
16 8
18 9
20 10
22 11
24 12
26 13

28

14

SULIQUA 100/33

3:1 7w ont
GLP-1a"jm 1:'noax nimn' 3

|"7102'x 'n* 60 7¥ "'mrojmn 11'n

Olive Pen:
3U/1ug ratio
30 10
32 10,7
34 11,3
36 12
38 12,7
40 13,3
44 14,7
46 15,3
48 16
50 16,7
52 17,3
54 18
56 18,7
58 19,3
60 20
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HbA, FPG PPG

BES

G . GEETTTTEED

WEIGHT
0=-0--0-

vV

o~ o o ®e o ©
HYPOGLYCAEMIA NAUSEA

. GLP-1 RA monotherapy

Basal insulin

. GLP-1 RA/insulin combined

For illustrative purposes only, not drawn to scale’ FPG, fasting plasma glucose; GLP-1 RA, glucagon-like peptide-1 receptor agonist; PPG, postprandial glucose



GLP1 + p"102'x 271wn 719'0 nnnne

77wna a7y NINO
nMp219'n NINO <

NTNAN "INTA NIY™MA <

Nn"71oI T nintva <

Hypoglycaemia



"NM977N N1'9N" - 7910100 1J11X7 719'0N NXNN




719707 N1IV*A N7V] TY'I

2V "2 YT 791007 7901
219'0n NNLVNI A7NNnN

ona NITNY 791900 oy 1N
I'NI7NwNI 27NnY

I'N"D "A7Y NN DUM
nI'¥2'VINN

NIV7NNA 7910NN NN NV
219'0n \70nN2 12 NNl ‘

0'S0I11 NIIX 'YIX1 Y'"NOo) |



291011 NDTNA "NY1N 219'0 12011 0"21W1T 00N

Nn12'va v1x¥"1
n'iai
N Nwi
112171

N

N2l NITIRN 111N || N12"T12 D13
nannnmn NNRNINI 10N NJaW
IN121 111'N2 NN 1010

/

N

/A2
v

A
1201
YD "Naipn

11 IS

"DI8N







