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DIABETES IN EUROPE

35 million 43 million

2011 2030 b Ut

Adults with diabetes 27% 38%

Overweight and Obesity
e 89.8% were overweight or had obesity, defined as a body mass index (BMI) of 25 kg/m? or higher. Specifically:
o 26.9% were overweight (BMI of 25.0 to 29.9 kg/m?).

o 47.1% had obesity (BMI of 30.0 to 39.9 kg/m?).
o 15.7% had extreme obesity (BMI of 40.0 kg/m? or higher).

' DC Centers for Disease Control and Prevention
s CDC 24/7: Saving Lives, Protecting People™




Excess Welght Is Associated with

Increased Risk for T2D-related
Complications

Table 4

Adjusted odds ratios (95% CIs) for the associations of risk factors with complications in U.S. adults with newly diagnosed

Thirty-Year Trends in

Complications in U.S. Adults With
Newly Diagnosed Type 2 Diabetes

Diabetes Care 2021;44:699-706 | https://doi.org/10.2337/dc20-2304

|Iiabetes (diagnosed within the past 2 years), NHANES 1988-2018*

Any complicationt

Any microvascular complication | Any self-reported cardiovascular

Obese (BMI =30 kg/m?)

No (ref)

1

1

1

Yes

1.50 (1.04-2.18)

1.23 (0.85-1.77)

+ 23% | 1560099245 + 5%

BMI and BMI change following incident type 2 diabetes and risk
of microvascular and macrovascular complications: the EPIC-Potsdam

study

Elli Polemiti > - Julia Baudry "*(® - Olga Kuxhaus ' - Susanne Jager "
Cornelia Weikert*(® - Matthias B. Schulze**

- Manuela M. Bergmann®( -
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> Lancet Diabetes Endocrinol. 2015 Feb;3(2):114-22. doi: 10.1016/S2213-8587(14)70229-3.

Epub 2014 Dec 5.

Years of life lost and healthy life-years lost from
diabetes and cardiovascular disease in overweight

and obese people: a modelling study

Steven A Grover 1, Mohammed Kaouache 2, Philip Rempel 2, Lawrence Joseph 2,

Martin Dawes 4, David C W Lau 2, Ilka Lowensteyn 2
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Figure 2: Calculated years of life lost and healthy life-years lost in men (A) and women (B) compared with those with an ideal bodyweight

Bodyweight categories are ideal (BMI 185 to <25 kg/m?), overweight (25 to <30 kg/m?), obese (30 to <35 kg/m?), or very obese (235 kg/m?). Data are based on cardiometabolic risk factors in US adults

in the National Health Examinations and Nutrition Survey data from 2003-10.Error bars show the 95% Cl for each estimate.




Review
Epub 2021 Sep 30.

type 2 diabete

> Lancet. 2022 Jan 22;399(10322):394-405. doi: 10.1016/S0140-6736(21)01919-X.

Obesity management as a primary treatment goal for

s: time to reframe the conversation

lldiko Lingvay ', Priya Sumithran 2, Ricardo V Cohen 3, Carel W le Roux 4
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Glucocentric approach
Downstream intervention

Figure 1: lllustration of the wide-ranging benefits of an upstream weight-centric approach versus a
glucocentric management approach
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Figure 2: The disease continuum for weight-related type 2 diabetes

Pathophysiology, clinical disease states, and goals of therapy are shown along the continuum.




HOLISTIC PERSON-CENTRED APPROACH TO T2DM MANAGEMENT

+CKD (on maximally tolerated dose of ACEi/ARE)
PREFERABLY SGLT2i with proven HF

benefit in this papulation
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+ Preveat complications
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Ensure stralegies are in place to detect and

optimise management of CV risk factors” including Achievement and Maintenance of

Weight Management Goals:

CV risk factor screening and surveillance [ Sel individualised weight management goals
BP lawering General lifestyle advice: Inbensive evidence-
miedical utrition based siractured
therapylealing paklerns/ weigh! management
Lipid lowering physical activity programme
Anlithrembelic agents Consider medication Cansider metabalic
far weight loss surgary
Smaking cessation - When choosing glucose-lowering therapies:
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glucose and weight efficacy

1 = American Diabetes kssociation Professinal Practice Commitiee. 10. Cardovascular Diszase and Risk Management: Standards of Medical Care in Diabetes-2010. Digdetes Care. 2000 Jan 1:65(50ppl 11:5184-74.

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

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

Achievement and Maintenance of
Weight Management Goals:

[ Set individualised weight management goals

General lifestyle advice: Intensive evidence-
medical nutrition based structured
therapy/eating patterns/ weight management
physical activity programme
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

ACE, Angintensin-Comerting Eazyme Inhibitor; ARB, Angiatensin Receptar Blockers; ASCVD, Aherosclerotic Cardiavascular Disease; BF. Blood Pressure; X0, Chronic Kidney Disease: CV, Candivvasoular; eGFR, Estimated Glomerular Fltration Rate; GLP-1 RA, Glucapan-Like Peptide-1 Receptar Aganist: HF. Heart

Failura; 56L72i, Sodivm-Glucose Cotransparter-2 Inhibitor; THD, Typa 2 Dizhetes.

Efficacy for weight loss
Very High:
Semaglutide, Tirzepatide
High:
Dulaglutide, Liraglutide
Intermediate:
GLP-1RA (not listed above), SGLT2i

Neutral:
DPP-4i, Metformin




Meta-Analysis > BMJ. 2023 Apr 6:381:e074068. doi: 10.1136/bmj-2022-074068.

Benefits and harms of drug treatment for type 2
diabetes: systematic review and network meta-
analysis of randomised controlled trials
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Glucometabolic outcomes of GLP-1 receptor agonist-based

therapies in patients with type 2 diabetes: a systematic review

and network meta-analysis
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Dulaglutide 3 mg Basal-bolus insulin

Dulaglutide 4.5 mg Basal insulin + SU

Basal insulin

Tirzepatide 5 mg

Tirzepatide 15 mg

Placebo Tirzepatide 10 mg

Semaglutide 2 mg SGLT2i + GLP-1 RA

SGLT2i



Nota 100

Farmaci a carico SSN inclusi nella Nota 100:

INIBITORI SGLT2: canagliflozin - dapagliflozin - empagliflozin - ertugliflozin

Treatment

Comparison: other vs '‘Placebo’

(Random Effects Model) MD 95% CI

A D

Treatment Placebo
Rate/1000 Rate/1000
patient-years patient-years
374 a9
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CEIENEND 26 12
(CREDENCE SO T 487
400 3

Pooled estimate
(Q statistic P = 0.27; 12 = 23.4%)

01{$§%

Hazard ratio
(95% Cl)

0.86 (0.74-0.99)
0.86 (0.75-0.97)
0.93 (0.84-1.03)
0.80 (0.67-0.95)
0.99 (0.88-1.12)
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BW difference (kg)

Favours Placebo

2023 ESC Guidelines for the management of
cardiovascular disease in patients with

%
HR(95% Cl)  Weight

0.65(0.50,0.85) 5.75

0.67(0.52,0.87) 6.11

0.73(0.61,0.88) 12.05
0.61(0.47,0.80) 5.72

diabetes

DM-CVOT

Subgroup

Study Intervention

Patients with T2D :

EMPA-REG OUTCOME Empaglifiozin -

CANVAS Program Canagliflozin -+

DECLARE-TIMI53  Dapagifiozin —

CREDENCE Canaglifiozin -+ :

VERTIS CV Ertuglifiozin —+

SOLOIST-WHF Sotaglifiozin -+

SCORED Sotaglifiozin -+

Subtotal (-squared = 0.0%, p = 0.954) < >

0.70(0.54,0.90) 6.20
0.64 (0.49,0.83) 5.82
0.67 (0.55,0.82) 10.14
0.67(0.62,0.74) 51.78

1

Qiu M, Am J Cadiovasc Drugs,

2022; 22
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Nota 100

Farmaci a carico SSN inclusi nella Nota 100:

AGONISTI RECETTORIALI GLP1: dulaglutide - exenatide - exenatide LAR - liraglutide - lixisenatide - semaglutide orale -
semaglutide sottocutanea + tirzepatide

GLP-1 RA - Major adverse cardiovascular
events GLP']. RA - HF

D \ Heart failure
TRIAL GLP-| receptor Placebo Hazard ratio NNT P val )
Three-point MACE agonist /N (%) n/N (%) (95% Cl) @s%cry [ vale HR Weight
@ESEND 6084668 (13%)  694/4672 (15%) - 087 (0.78-097) 00l Study Favours GLP-1RA vith 95% Cl (%)
108/1648 (7%)  146/1649 (9%) —— 0.74 (0.58-0.95) 0016 5
839/7356 (11%)  905/7396 (12%) - 0.91 (0.83-1.00) 0.061 ELIXA 0.96] 0.75, 123 1119
338/4731 (7%)  428/4732 (9%) —— 0.78 (0.68-0.90) 0.0006 LEADER —l—- 0.87( 073, 1.04] 21.85
(UGN 594/4949 (12%)  663/4952 (13%) - - 0.88 (0.79-0.99) 0.026 SUSTAIN s 111[077, 161 503
61/1591 (4%) 761592 (5%) _ 0.79 (0.57-1.11) 0.17
189/2717 (7%)  125/1359 (9%) — 0.73 (0.58-0.92) 0.0069 EXSCEL _.'_ 0.94[ 078, 1.13] 19.92
Subtotal (I2 = 14.9%,P=0316) ’ 0.85 (0.80-0.90) 61 (46-92) <0.0001 HARMONY l - 0.85 [ 0.70 104] 1747
Cardiovascular death REW'ND _I__ 0.93[ 0‘77’ 1.12] 1950
QTG 219/4668 (5%) 27814672 (6%) —— 0.78 (0.66-0.93) 0.007 _ ‘
44/1648 3%)  46/1649 (3%) ——4——— 098 (0.65-1.48) 0.92 PIONEER 6 = > 086[ 048, 155  1.99
340/7356 (5%)  383/7396 (5%) —o 0.88 (0.76-1.02) 0.096 AMPLITUDE-O —— 0.61[ 038, 098] 3.5
122/4731 (3%)  130/4732 (3%) — 0.93 (0.73-1.19) 0.58
QELEID  317/4949 (6%)  346/4952 (7%) —- 0.91 (0.78-1.06) 02l Overall <& 090( 0.83, 0.98]
IS/591 (1%)  30/1592 (%) 4—————— 0.49 (0.27-0.92) 0.021 Heterogeneity: 1 = 0.00, I = 0,00%, H' = 1,00
75/2717 (3%)  50/1359 (4%) —e—1 0.72 (0.50-1.03) 0.07 o _
Subtotal (12 = 12.4%, P = 0.335) & 0.85 (0.78-0.93) 142 (97-305)  0.0005 Testof 6= 0;: Q(7) = 490, p = 0.67 ; : : ,
o S 0.50 075 100 125 1.50
Note: Weights are from random effects analysis =Q) F;vours GLP-IRA Favours Plac;bo \ . . . .
@ESC- Giugliano D, Cardiovasc Diabetol,
2023 ESC Guidelines for the management of 2021; 20:189

cardiovascular disease in patients with



Randomized Controlled Trial
doi: 10.1016/S0140-6736(19)31149-3. Epub 2019 Jun 9.

Dulaglutide and cardiovascular outcomes in type 2
diabetes (REWIND): a double-blind, randomised

placebo-controlled trial

Hertzel C Gerstein 1, Helen M Colhoun 2, Gilles R Dagenais 3, Rafael Diaz 4,

> Lancet. 2019 Jul 13;394(10193):121-130.
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FORMULAZIONE Soluzione

iniettabile in
penna preriempita
(monodose)

DOSAGGI AUTORIZZATI
(RCP) E DISPONIBILI
IN COMMERCIO

0.75 mg s.c. /
settimana
1.5 mg s.c. /
settimana

DOSAGGI AUTORIZZATI

3 mg s.c. /

Figure 4: Continuous measures during follow-up

(RCP) MA NON settimana

COMMERCIALIZZATT 4.5 mg s.c. /
settimana

FILTRATO RENALE Nessun

aggiustamento dose
in categoria G1l-G4
Esperienza limitata




SUSTAIN trials

ESTIMATED CHANGE IN HbA,.

SUSTAIN 5

SUSTAIN 1 SUSTAIN 2 SUSTAIN 3 SUSTAIN 4 add-on to basal SUSTAIN 7
Monotherapy! vs sitagliptin? vs exenatide OW? vs IGlart insulin® add-on to metformin®
Treatment 30 weeks 56 weeks 56 weeks 30 weeks 30 weeks 40 weeks
duration:
Baseline HbA,: 8.1% 8.1% 8.3% 8.2% 8.4% 8.2%
n: 128 130 129 409 409 407 404 405 362 360 360 132 131 133 301 299 300 299
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® Dulaglutide 0.75 mg

m Semaglutide 0.5 mg
Exenatide ER 2.0 mg

mSemaglutide 1.0 mg
mIGlar

m Sitagliptin 100 mg
B Dulaglutide 1.5 mg

*p<0.0001 vs comparator.

Exenatide OW,

exenatide once weekly; IGlar, insulin glargine.

1. Sorli et al. Lancet Diabetes Endocrinol 2017;5:251-260; 2. Ahrén et al. Lancet Diabetes Endocrinol 2017;5:341-354; 3, Ahmann et al. Diabetes Care 2018;41:258-266; 4. Aroda et al. Lancet Diabetes
Endocrinol 2017;5:355-366; 5. Rodbard et al. The Journal of Clinical Endocrinology and Metabolism 2018, 103(6):2291-2301; 6. Pratley et al. Lancet Diabetes Endocrinol 2018; 6(4):275-286

SUSTAIN trials

ESTIMATED MEAN CHANGE IN BODY WEIGHT

SUSTAIN 1 SUSTAIN 2 SUSTAIN 3 SUSTAIN 4 adiyf:‘:gl:‘aassal SUSTAIN 7
monotherapy! vs sitagliptin?  vs exenatide OW3 vs IGlar4 insulin® add-on to metforminé
Treatment duration: 30 weeks 56 weeks 56 weeks 30 weeks 30 weeks 40 weeks
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m Semaglutide 0.5 mg
Exenatide ER 2.0 mg

mSemaglutide 1.0 mg
mIGlar

m Sitagliptin 100 mg
m Dulaglutide 1.5 mg

*p<0.0001 vs comparator.

Exenatide OW, exenatide once weekly; IGlar, insulin glargine.

1. Sorli et al. Lancet Diabetes Endocrinol 2017;5:251-260; 2. Ahrén et al. Lancet Diabetes Endocrinol 2017;5:341-354; 3. Ahmann et al. Diabetes Care 2018;41:258-266; 4. Aroda et al. Lancet Diabetes
Endocrinol 2017;5:355-366; 5. Rodbard et al. The Journal of Clinical Endocrinology and Metabolism 2018, 103(6):2291-2301; 6. Pratley et al. Lancet Diabetes Endocrinol 2018; £(4):275-286
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PROGRAMMA DI STUDIO

SUSTAIN

CVvOoT

SUSTAIN 6

FORMULAZIONE

Soluzione
iniettabile in
penna preriempita
(4 dosi)

DOSAGGI AUTORIZZATI
(RCP) E DISPONIBILI
IN COMMERCIO

0.25 mg s.c. /
settimana
0.5 mg s.c.
settimana
1.0 mg s.c.

settimana

/

/

DOSAGGI AUTORIZZATI
(RCP) MA NON
COMMERCIALIZZATI

2.0 mg s.c. /

settimana

FILTRATO RENALE

Nessun
aggiustamento dose
in categoria G1-G4
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SURPASS-11 SURPASS-22
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HbA1c = glycated haemoglobin; LSM = least squares mean; MET = metformin; mITT = modified intent-to-treat; MMRM = mixed model repeated measures; SGLT2i = sodium-glucose co-transporter-2 inhibitor; SEMA = semaglutide;

SU = sulphonylurea; TZP = tirzepatide.

Study SURPASS-1' SURPASS-22 SURPASS-3: SURPASS-44 SURPASS-5° SURPASS-6°¢
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therapy Monotherapy Add-on to MET or MET + SGLT2i SGLT2i, or SU glargine  MET glargine + MET

*p<0.001 vs. placebo or active comparator.
Data are LSM (SE); mITT population (efficacy analysis set). MMRM analysis.
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Tirzepatide once weekly for the treatment of obesity
in people with type 2 diabetes (SURMOUNT-2): a
double-blind, randomised, multicentre, placebo-

controlled, phase 3 trial

W Timothy Garvey ', Juan P Frias 2, Ania M Jastreboff 2, Carel W le Roux 4, Naveed Sattar °,
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Comparison: other vs 'Placebo’

Treatment

Glucometabolic outcomes of GLP-1 receptor agonist-based
therapies in patients with type 2 diabetes: a systematic review
and network meta-analysis
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Comparison: other vs '‘Placebo’

(Random Effects Model) 95% CI Treatment (Random Effects Model)
Tirzepatide 15 mg —- -2.00 [-2.22;-1.78] Tirzepatide 15 mg
Tirzepatide 10 mg —— -1.86 [-2.09; -1.63] Tirzepatide 10 mg
Tirzepatide 5 mg —— -1.63 [-1.87; -1.39] SGLT2i + GLP-1 RA B
Basal insulin + SU -1.62 [-2.36; -0.88] Tirzepatide 5 mg
iDegLira —— -1.60 [-1.88; -1.33] Dulaglutide 4.5 mg
Basal-bolus insulin -1.60 [-2.22; -0.98] Semaglutide 2 mg . 3
iGlarLixi —l— -1.52 [-1.82; -1.22] SGLT2i
SGLT2i + GLP-1 RA —il— -1.31 [-1.71; -0.91] Dulaglutide 3 mg
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Figure 10.1—Multifactorial approach to reduction in risk of diabetes complications. *Risk re-
duction interventions to be applied as individually appropriate.
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