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Most therapies result in weight gain over timee-
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CHOOSING GLUCOSE-LOWERING MEDICATION | ®
IF COMPELLING NEED TO MINIMISE WEIGHT \E22)
GAIN OR PROMOTE WEIGHT LOSS

[ In those WITHOUT established ASCVD OR CKD
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D
CLINICAL INERTIA

Use principles in Figure 1

REGULARLY

REASSESS AND
MODIFY TREATMENT

(3-6 MONTHS)

If HbA, is = 17 mmol/mol (1.5%) above individualised
HbA,_target consider early combination therapy

4

If HbA,_above target ]

[ First-line therapy is metformin }

|

GLP-1 RA with good
efficacy for weight loss'

4

If triple therapy required or SGLT2i and/or 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

4

If DPP-4i not tolerated or contraindicated or patient
already on GLP-1 RA, cautious addition of:
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Percentuale di soggetti obesi in relazione a presenza di dia%@te
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LEAD SUSTAIN

Liraglutide Guiaglutide Semaglutide
(oral/sc)
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BMI: 33-34 : BMI: 32-34
BMI >25= 89-

BMI: 31.5-32.5




Cardiovascular Outcomes Trials in Type 2 Diabetes
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Effect of Exenatide QW on Body Weight at
Trial Endpoint in Patients with Type 2 Diabetes

G
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Liraglutide: effects on body weight
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Change in body tissue (LEAD-2)
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Hepatic steatosis: change in liver:spleen
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GLP-1RAs reduce Body Weight

* RESULTS FROM COMPARATIVE TRIALS \,\0(\6
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1. Buse JB et al. Lancet 2013;381:117-24; 2. Dungan KM et al. Lancet 2014;384:1349-57; 3. Ahmann AJ et al. Diabetes Care 2018;41:258-66; 4. Pratley RE et al.
Lancet Diabetes Endocrinol 2018;6:275—86; 5. Pratley RE et al. Lancet Diabetes Endocrinol 2014;2:289-97; 6. Nauck M et al. Diabetes Care 2016;39:1501-9.



EFFECT OF ORAL SEMAGLUTIDE COMPARED WITH PLACEBO AND

SUBCUTANEOUS SEMAGLUTIDE ON GLYCEMIC CONTRQ\E\ N

PATIENTS WITH TYPE 2 DIABETES ‘0\6‘06\
\ P
Change in body weight over 26 wk \\0(\6 éd\\,a\\a'
\\2 o\
93- 2 N
\O} O Placebo
Oral semaglutide, mg
914 O 2.5
O 5
< @ 10
< 89- @ 20
g @ 40
E @ SCsemaglutide 1 mg
S 87
o
85
S
0‘\‘aQ 83? | ] | ] | | ] ] | ] ] | ] |
0 2 4 6 8§ 10 12 14 16 18 20 22 24 26
Time Since Randomization, wk

Davies MY et al. JAMA 2017



EFFECT OF ADDITIONAL ORAL SEMAGLUTIDE VS SITAGLIPTIN
ON GLYCATED HEMOGLOBIN IN ADULTS WITH TYPE 2 DIABE\IES
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Change in HbA (%)

Once weekly exenatide compared with insulin glargine titrated to target in
patients with type 2 diabetes (DURATION-3): an open-label randomls\gd"lrlal
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Change in HbA,. and body weight
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EXENDIN-4 DECELERATES FOOD
INTAKE, WEIGHT GAIN, AND FAT
DEPOSITION IN ZUCKER RATS
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REGULATES CEREBRAL GLUCOSE METABOLISM IN BRAIN

AREAS ASSOCIATED WITH GLUCOSE HOMEOSTASIS AND REWARD %&SﬁM
‘ '\'3\0
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Daniele G. et al, Diabetes 2015



THE ARCUATE NUCLEUS MEDIATES GLP-1 RECEPTOR

AGONIST LIRAGLUTIDE-DEPENDENT WEIGHT LOSS \O\o@a’
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Liraglutide Modulates Appetite and Body Weight Through |
Glucagon-Like Peptide 1 Receptor—Expressing Glutamatergic Ne%@ﬁ\?'
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Hedonic Regulation of Appetite is Another Important Aspect of Foogk(g@?ake
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EFFECT OF GLP-1 ON FOOD INTAKE AND ASSOCIATED BEHAVIORS
IS NEUROANATOMICALLY DISTRIBUTED 6\0\0‘3\6'

Hippocampus

MNAC

J- Food intake - \\
|- Food motivation FERIPHERAL
- Food palatability INPUTS
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“«—»Visceral malaise M L Alcohol oitake o, SO
<> CIA 2 “Wiv—e;al malaise (e.g.leptin,
- Spontaneous activity - £9 UTA / CCK.
> Spontaneous eytokines)
activity NTS
- GLP-1 producing *Taste
neurons---
GLP-1 J.Food intake
fibers L Meal number
| T Visceral malaise *Visceral
4 CTA afferents
e ——
*Circulating
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Liraglutide Reduces Brain Activity Related to
Highly Desirable Food Cues

=N N\

= Liraglutide 1.8 mg decreased activation of the:
= Parietal cortex in response to highly desirable food images
= Insula and putamen, areas involved in the reward system

M Liraglutide 1.8 mg

B Placebo
0.5 . 0.5 -
0.3+
o 0.31 T
E g 017
n (.1)7 8 g1-
= 01 - 2
< -0.3 1
O3 -0.5 1
-0.5 - R -0.7 -

Farr et al. Diabetologia 2016;59:954-65

The y-axis represents effect size of the activation (z scores). Blood oxygen level-dependent contrasts are superimposed on a T1 structural image in
neurological orientation. The colour bar represents voxel T value



Analoghi del GLP1 nei pazienti Sovrappeso ed Ohesi

| 6\06\0\0
. ON

SO o

. 3(\6 . d\\a\\

\Z e
‘ ‘\\‘@Q N

{\0e . . . .
o° & mettessimo al primo posto la perdita di peso?




3-year data from SCALE Obesity and Prediabetes are only included in the labels in the EU, US and Canada

Change in body weight (%) O\Og\a

SCALE Obesity and Prediabetes: 0-172 weeks

= | iraglutide 3.0 mg === Placebo d\

----- Off-drug follow-up ===== Off-drug follow-up . 6 .
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Full analysis set, fasting visit data only. Line graphs are observed means (£SE)
ETD, estimated treatment difference; LOCF, last observation carried forward; SE, standard error

le Roux et al. Lancet 2017;389:1399-1409



outside Canada, EU and US

Change in body weight for early responders and
non-responders conLe conLe \Og@'

Baseline to week 56 Obesity and Prediabetes Diabetes G\O

Early responders —gga\o

Early non-responders -—— dv

Change in weight (%)

. \"\\‘@I)/Qres J individuals who achieved >5% weight loss from baseline at 16 weeks; early non-responders, individuals who achieved <5% weight loss
6\ from Res&iNe"at 16 weeks.
O @8 completers, FAS, fasting visit data only. Line graphs are observed means (+95% CI). CI, confidence interval; FAS, full analysis set

20 ;
0\6 | Bliher et al. IDF 2015. 30 November-4 December 2015, Vancouver, Canada. Poster 0208-P.




EFFICACY AND SAFETY OF SEMAGLUTIDE COMPARED WITH
LIRAGLUTIDE FOR WEIGHT LOSS IN PATIENTS WITH OBE%@”'

"_&‘0\

E :101 .
‘ \6)\Data at week 52

Observed mean change in bodyweight (%)

O'Neil et al,
Lancet, 2018




Primary Care-led Weight Management for -
Remission of Type 2 Diabetes (DiRECT) \)G\o\og‘

96\0\:’&\
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Lean MEJ et al, Lancet 2017
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