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Ai sensi dell’art. 76 del Regolamento applicativo dell’Accordo
Stato-Regioni 02.02.2017, dichiaro che negli ultimi tre anni ho
avuto i seguenti rapporti anche di finanziamento con i seguenti
soggetti portatori di interessi commerciali in campo sanitario:

= Membro di Advisory Board:
Novo Nordisk, Sciterion, Boehringer Ingelheim, Pfizer, Lilly Italia

= Speaker fee:
Novo Nordisk, Astra-Zeneca, Bruno Farmaceutici, Rhythm
International Medical Press, Lilly Italia, Merck
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Semaglutide
Agonista del GLP1-R

GLP-1 Receptor Agonism

Sistema Nervoso Centrale

Sistema Nervoso Centrale

+ 1 Sazieta
* | Assunzione di cibo
+ 1 Nausea
* | Peso Corporeo
Pancreas
* 1 Insulina
* | Glucagone

Stomaco
= | Svuotamento gastrico

Sistemico
| Iperglicemia

Fegato

+ 1 Sensibilita all'insulina

+ | Produzione epatica di glucosio
* | Accumulo ectopico di lipidi

Tessuto
adipoo

bianco

sottocutaneo

@ GLP-1 Receptor Agonism
@ GIP Receptor Agonism
@ Azioni indirette

Tirzepatide

Agonista del GLP-1 e del GIP

GIP Receptor Agonism

Sistema Nervoso Centrale
« | Assunzione di cibo

* | Nausea

+ | Peso Corporeo

Pancreas
* 1 Insulina

- 1 Glucagone

Tessuto adiposo bianco sottocutaneo
1 Sensibilita all'insulina

1 Capacita tampone lipidica

1 Circolazione sanguigna

1 Capacita di immagazzinaggio

| Infiltrazione di cellule immunitarie
proinfiammatorie

Sistemico
= | Iperglicemia, Trigliceridi alimentari

Muscolo scheletrico

« 1 Sensibilita all'insulina

+ 1 Flessibilith metabolica

+ | Accumulo ectopico di lipidi

Congresso Nazionale SINPE 2025

CLINICAL NUTRITION: shaping a better future of health care




SEMAGLUTIDE

Wilding JPH et al. NEJM 2021

D On-Treatment Data at Wk 68

Participants (%)

-

100+

92.4

TIRZEPATIDE

Jastreboff AM et al. NEJM 2022

D Participants Who Met Weight-Reduction Targets (efficacy estimand)
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CNS
Vision loss, recurrent headaches, or both
(due to raised intracranial pressure)

Upper airways
Apnoea or hypopnoea during sleep (due
to increased upper airways resistance)

Cardiovascular system

» Heart failure with reduced ejection
fraction (due to reduced left
ventricular systolic function)

» Chronic fatigue and lower limb
oedema (due to impaired diastolic
function—heart failure with preserved
ejection fraction)

» Chronic or recurrent atrial fibrillation

« Pulmonary artery hypertension

» Recurrent deep-vein thrombosis or
pulmonary embolism

» Raised arterial blood pressure

Respiratory system

Hypoventilation, breathlessness,
wheezing, or any combination of these
(due to reduced lung compliance,
diaphragmatic compliance, or both)

Metabolism

The cluster of hyperglycaemia, high
triglyceride levels, and low HDL
cholesterol

Liver
Metabolic dysfunction-associated
steatotic liver disease with fibrosis
Urinary system
Recurrent or chronic urinary
incontinence

Renal
Microalbuminuria with reduced eGFR

Reproductive 5 S
Anovulation, oligomenorrhea and Ch"“lj' - eta:( systel::. :
lycysticovary synidiome. ronic, severe knee or hip pain
PO ycysm alé hyrgosgon - (associated with joint stiffness and
reduced range of motion)
Limitations of daily activities Lymphatic system

Substantial, age-adjusted
limitations of daily living

Lower limb lymphoedema (causing
chronic pain, reduced range of motion,
or both)

Congresso Nazionale SINPE 2025

Rubino F et al. Lancet Diab&Endo 2025 CLINICAL NUTRITION: shaping a better future of health care




Metabolism

The cluster of hyperglycaemia, high
triglyceride levels, and low HDL

Anovulation, oligomenorrhea and

polycystic ovary syndrome,
male hypogonadism

Limitations of daily activities
Substantial, age-adjusted
limitations of daily living

n

cholesterol

T,
Chronic, severe knee or hip pain
(associated with joint stiffness and
reduced range of motion)

Lymphatic system

Lower limb lymphoedema (causing
chronic pain, reduced range of motion,
or both)

Rubino F et al. Lancet Diab&Endo 2025

Congresso Nazionale SINPE 2025

CLINICAL NUTRITION: shaping a better future of health care




TROLLO GLICEMICO IN PAZ
O STUDIO SURMOUNT 2

A B
Overall mean baseline HbA,.=8-02% Treatment regimen estimand Efficacy estimand
Qim ¥ Tfrzepat!de 10mg 100 - B Tirzepatide10mg  _
—&- Tirzepatide 15 mg [ — Il Tirzepatide 15mg 90.0 907
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Time since randomisation (weeks)
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TIRZEPATIDE MIGLIORA LA SENSIBILITA ALL'INSULINA NEI
PAZIENTI CON T2D

Sensibilita all'insulina di tutto il corpo, M-

Velocita di infusione del glucosio value
#
80+ I 1
=
Z _ 8 o 60
c £ Q o0 N
2 E 40- 3 £ x
e S
— |
£3 53
w € 20- g’ S
o2 20+
o~ ©
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O'I'-'-_‘ T T T T T T T T 1 O\° 0 -2%
-20 0 20 40 60 80 100 120 140 160 180 .
. . Baseline 29 32 31
Time (minute) (umol/kg/min)

Placebo I Semaglutide 1.0mg M Tirzepatide 15mg

Heise T et al. Lancet Diabetes Endocr 2022  Dashed: baseline Solid: Week 28

Congresso Nazionale SINPE 2025
CLINICAL NUTRITION: shaping a better future of health care




' Tirzepatide
22 5mgo10mgo
° 15mg

& Placebo

Persone con BMI=27 kg/m?+ comorbidita
oppure BMI=30 kg/m?

OGTT OGTT
-1 72
0 Settimane

Randomizzazione

OGIS, oral glucose insulin sensitivity; OGTT, oral glucose tolerance test

Q 1 HbA1c ' 1 Peso

i Miglioramento di

e funzione beta-
cellulare e
sensibilita insulinica

m misurate con OGTT

All'analisi multivariata:
« |l miglioramento della funzionalita beta-
cellulare & imputabile prevalentemente ad
un effetto diretto di tirzepatide

« |l miglioramento della sensibilita insulinica
& risultato fortemente correlato alla perdita
di peso, sebbene la valutazione mediante
OGIS suggerisca la presenza di effetti
diretti imputabili al farmaco

Mari A et al. Diabetes Care 2025 Congresso Nazionale SINPE 2025
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ETE TIPO 2

SEMAGLUTIDE: Reversione a TIRZEPATIDE: Riduzione dell’incidenza di

normoglicemia alla settimana 52 diabete tipo 2 dopo 3 anni
OR 19.8 C Incidence of Type 2 Diabetes
Off-Treatment
(95% Cl 8.7, 45.2); p<0.0001 Pariod
100 7
— 18—
90 - 81.1 §' 16+ Placebo
80 N E 14— ‘_'_'_’J_,—'—Ii
2 124
70 - £ 101
60 T g e
50 A 5 6
E 44
40 o 3 74 - ’_'_'_l_ Poaoled tirzepatide 1
—
30 T 0 1 T T T T T 1
20 - 14.1 0 12 24 72 124 150 176 153
10 - Weeks since Randomization
Mo. at Risk
0 - Placeba 270 266 257 209 137 126 121 99
Poaled tirzepatide 762 751 742 700 581 570 557 454
Mo. of Participants
with Diagnosis
Placeba 2 3 7 20 il 32 36 37
Pooled tirzepatide 0 1 2 5 9 10 10 18
B semaglutide 2.4 mg I Placebo

Jastreboff A. M. et al. NEJM 2025 SURMOUNT 1
McGowan et al. Lancet Diabetes Endocrinol. 2024 STEP 10 astrebo cta
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CNS
Vision loss, recurrent headaches, or both
(due to raised intracranial pressure)

Respiratory system —__

Upper airways
Apnoea or hypopnoea during sleep (due
to increased upper airways resistance)

P Cardiovascular system

Liver

Metabolic dysfunction-associated
steatotic liver disease with fibrosis

Reproductive #
Anovulation, oligomenorrhea and

polycystic ovary syndrome,
male hypogonadism

Limitations of daily activities
Substantial, age-adjusted
limitations of daily living

LIS RN R R

Musculoskeletal system

Chronic, severe knee or hip pain
(associated with joint stiffness and
reduced range of motion)

Lymphatic system

Lower limb lymphoedema (causing
chronic pain, reduced range of motion,
or both)
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Participants: 800, (56% F), BMI 34,5 kg/m2, T2D 56%, Duration 72 weeks (ad interim analysis)

95% Cl 21.1, 36.2; p<0.001
| |

34.3

N Semaglutide 2.4 mg (n=534)
Placebo (n=266)

Figure 1: ESSEMCE study design

95% Cl 7.5, 21.3; p<0.001

Once-weekly subcutaneous semaglutide 2.4 mg + standard
of care
| ] e
36.8 | >
| Part 1 e
a
Scresning T T T T
Wiesk -14 i} T2 240 247
2 2 4 Randomisation Intesim End of End of
[2:1) analysis

Resolution of steatohepatitis with
no worsening of liver fibrosis

Sanyal AJ et al. N Engl J Med 2025

Improvement in liver fibrosis with
no worsening of steatohepatitis
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ASH: IL TRIAL SYNERGY

Participants: 190, 57% F, BMI 36.1 kg/m2, T2D 58%, Duration 52 weeks

Resolution of MASH and no worsening of liver fibrosis Improvement in liver fibrosis and no worsening of MASH

Risk diff 33.8 (95% CI, 17.3, 50.3) P<0.001
—_— P, 178, |) < Risk difference, 25.2 (95% CI, 4.7, 45.7) P<0.05
. . | |
Risk dlfferenc;e, 45.7 (95% Cl, 29.2, 62.2I) P<0.001 Risk difference, 21.6 (95% Cl, 1.1, 42.1) P<0.05
| |
Risk difference, 52.6 (95% Cl, 36.5, 68.8) P<0.001

Risk difference, 21.3 (95% Cl, 0.6, 42.0) P<0.05
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Tirzepatide, Tirzepatide, Tirzepatide, Placebo Tlrzse ;r):]aélde, T"%%p:que' Tlrﬁzp:que, Tﬁfﬁg?
5 mg 10 mg 15 mg (N=48) (N=47) (N=47) (N=48)
(N=47) (N=47) (N=48)

Loomba R et al. N Engl J Med 2024 Congresso Nazionale SINPE 2025
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CNS
Vision loss, recurrent headaches, or both
(due to raised intracranial pressure)

Respiratory system

Hypoventilation, breathlessness,
wheezing, or any combination of these
(due to reduced lung compliance,
diaphragmatic compliance, or both)

a
LY AT SR [ SR /?

Upper airways
Apnoea or hypopnoea during sleep (due
to increased upper airways resistance)

Cardiovascular system

» Heart failure with reduced ejection
fraction (due to reduced left
ventricular systolic function)

» Chronic fatigue and lower limb
oedema (due to impaired diastolic

Renal

Microalbuminuria with reduced eGFR

Microalbuminuria with reduced eGFR /

Reproductive
Anovulation, oligomenorrhea and

polycystic ovary syndrome,
male hypogonadism

Limitations of daily activities
Substantial, age-adjusted
limitations of daily living

Kecurrent or cnronic urinary
incontinence

Musculoskeletal system

Chronic, severe knee or hip pain
(associated with joint stiffness and
reduced range of motion)

Lymphatic system

Lower limb lymphoedema (causing
chronic pain, reduced range of motion,
or both)
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SU ENDPOINT COMPOSITO RENALE (STUDIO SELECT)

0.03 T
Incidence with semaglutide 2.4 mg: 1.8%
Incidence with placebo: 2.2% rl
b HR (95% Cl): 0.78 (0.63, 0.96); P = 0.02
© J
o 0.02 -
[
o
= / /
=
[g0)
Q 0.1 -
o
S
(o
0.00 . : . . . : : :
0 20 40 60 80 100 120 140 160 180 200
Patients at risk Time since randomization (weeks)
Semaglutide 2.4 mg 8,803 8,716 8,623 8,536 8,464 8,390 7,904 6,747 5,813 4,540 2,643
Placebo 8,801 8,699 8,573 8,483 8,392 8,321 7,842 6,665 5,734 4,456 2,576

s Semaglutide 2.4 mg == P|3cebo

Colhoun HM et al. Nat Med. 2024
The main 5-component kidney composite endpoint included death from kidney causes, initiation of chronic kidney replacement

therapy (dialysis or transplantation), onset of persistent eGFR <15 ml min-11.73 m, persistent 250% reduction in eGFR compared

with baseline or onset of persistent macroalbuminuria.
Congresso Nazionale SINPE 2025
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A post-hoc analysis of the SURMOUNT-1 and SURMOUNT-2 trials

SURMOUNT-1 SURMOUNT-2
All Participants All Participants
20 20
a @
£ £
D _ T __ 0
= , =t
£ X o e £ 207
sQ | cQ
‘23 20 -10.8 -116* 2D 407
2c e £
T @ —60 4
= -
(@] (&)
-40 T T —-80 T T
0 24 72 0 24 72
Weeks Weeks
ETD (95%Cl)  —5.5(-11.4t0 0.8) 8.4 (-14.7 to —1.6) ETD (95% CI) —28.4 (-37.4to0 —18.1) —31.1 (-40.9 to —19.7)
n 569 466 n 251 170
n 1720 1575 n 573 526

-2- PBO —& Pooled TZP 5 mg, 10 mg, and 15 mg

-2- PBO —& Pooled TZP 10 mg and 15 mg

UACR: urine albumin-to-creatinine ratio
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https://journals.lww.com/jasn/pages/currenttoc.aspx

CNS Upper airways
Vision loss, recurrent headaches, or both Apnoea or hypopnoea during sleep (due
(due to raised intracranial pressure) to increased upper airways resistance)
[ ) DECEDUES SUSEL SRR IS S SN - - r,l‘l‘:l\\',ff! Il,r cvetam

Cardiovascular system

» Heart failure with reduced ejection
fraction (due to reduced left
ventricular systolic function)

Reproductive 7/
Anovulation, oligomenorrhea and

polycystic ovary syndrome,
male hypogonadism

Musculoskeletal system

Chronic, severe knee or hip pain
(associated with joint stiffness and
reduced range of motion)

Lymphatic system

Lower limb lymphoedema (causing
chronic pain, reduced range of motion,
or both)

Limitations of daily activities
Substantial, age-adjusted
limitations of daily living

Congresso Nazionale SINPE 2025
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INT PRIMARIO E SECONDARIO

The SELECT trial showed further benefits

Semaglutide 2.4 mg significantly with semaglutide 2.4 mg vs placebo:

reduces risk of MACE
(o)
15 A) in risk of CV death
10 - REDUCTION
8 -
(o)
6 - 18/) in risk of composite
REDUCTION HF outcome
4 -

Semaglutide 2.4 mg

Proportion of participants (%)

Hazard ratio, 0.80 (95% Cl, 0.72—0.90) 19%
P<0.001 for superiority in risk of all-cause death
0 . : : . . , REDUCTION
0 6 12 18 24 30 36 42 48
Month

Lincoff AM et al. N Engl J Med. 2023
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Cumulative events (%)

20%

15%

10%

5%

0%
Week 0

387

Composite primary endpoint: CV death or worsening HF

RRR and 5.4% ARR in CV death and
HF event with tirzepatide

HR=0.62 | P=0.026 (95% CI. 0.41-0.95)

8

16 24 32 40 48 56 64 72 80 a8 96 1 112

== Tirzepatide MTD
(n=364)

=== Placebo
(n=367)

120

128

136

Improvement in physical functioning as measured by the
KCCQ-CSS* self-administered assessment at week 52

Tirzepatide MTD
(n=364)

+195 points

(Mean baseline=53.9 points)

Flacebo
(n=367)

+127 points

(Mean baseline=53.2 points)

0.0 50 10.0 150 200 250

Worsening heart-failure event was defined as exacerbated symptoms of heart failure resulting in hospitalization, intravenous therapy in an urgent care setting, or
intensification of oral diuretic therapy

Packer M et al. NEJM 2024
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CNS
Vision loss, recurrent headaches, or both
(due to raised intracranial pressure)

Upper airways
Apnoea or hypopnoea during sleep (due
to increased upper airways resistance)

Cardiovascular system
» Heart failure with reduced ejection
fraction (due to reduced left

ventricular sustolic function)

Respiratory system
Hypoventilation, breathlessness,

wheezing, or any combination of these
fAdiin #a vadiirad hina cArman linmrn

Limitations of daily activities

Substantial, age-adjusted
limitations of daily living

\ IcuuLcu ranye ur mwuuvin)
Limitations of daily activities Lymphatic system
Substantial, age-adjusted Lower limb lymphoedema (causing

limitations of daily living chronic pain, reduced range of motion,
or both)
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NTO CON SEMAGLUTIDE DEL KANSAS CITY QUESTIONNAIRE E DELLA
A PER 6 MINUTI IN PORTATORI DI SCOMPENSO A FE CONSERVATA

v Treatment policy estimand (week 52) Treatment policy estimand (week 52)
c
E— o 35 .
2 £ ]
8 207 16.6 g 30
©
g Q 257 21.5
i g 207
& 2
_ Y 157
5" 5
| S 107
v 5 gla |
& 4 5 1.2
of E 0 . .
8 0 ) ' ()
x Sema 2.4 mg Placebo = Sema 2.4 mg Placebo
= i g :
Analysis at week 52 ETD 95% CI p-value () Analysis at week 52 ETD 95% ClI p-value
Sema 2.4 mg vs placebo /-8 4.8:10.9 <0.001 Sema 2.4 mg vs placebo 203 m 8.6;32.1 0.001
points
Baseline median KCCQ-CSS: 58.9 points Baseline 6MWD: 320.0 m
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CNS
Vision loss, recurrent headaches, or both
(due to raised intracranial pressure)

Upper airways
Apnoea or hypopnoea during sleep (due
to increased upper airways resistance)

Cardiovascular system
« Heart failure with reduced ejection

Respiratory system
Hvpoventilation. breathlessness.

Upper airways
Apnoea or hypopnoea during sleep (due
to increased upper airways resistance)

Renal 7 ™ Urinary system

Microalbuminuria with reduced eGFR Recurrent or chronic urinary
incontinence

Reproductive " o
Anovulation, oligomenorrhea and Chusaf o eta'\( systenr':' 2
lycystic ovary syndrome, ronic, severe knee or hip pain
po ycysmal é hyrg(gona it (associated with joint stiffness and
reduced range of motion)
Limitations of daily activities Lymphatic system

Substantial, age-adjusted
limitations of daily living

Lower limb lymphoedema (causing
chronic pain, reduced range of motion,
or both)
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VARIAZIONE DELL'INDICE AHI IN PAZIENTI NON IN TERAPIA PAP

Overall mean apnea—hypopnea index at baseline, 51.5 events/hr

VARIAZIONE DELL'INDICE AHI IN PAZIENTI IN TERAPIA PAP

Overall mean apnea—hypopnea index at baseline, 51.5 events/hr

OMs — — - - o el oo
'-F;_ e Placebo %—4.8 +_53 :Fﬁ_ 5] Placebo
4+ +
c =
@ -10- o -10-
3 3
Q -154 o ~154
8 -20- 2 -20-
o 3]
e}
E -259 _ _ -25.3 £ -25-
S Tirzepatide -27.4 )
e -304 E; -304 Tirzepatide -30.4 -29.3
S ~35- c
5 £ -3
-40 S v
0 2|O 5|2 Treatlment- -40 ' l 2 I
Regimen 0 20 52 Treatment-
Weeks Estimand Weeks Reglmen
— Estimand
<5
Indice Apnee/Ipopnee (AHI): ] 8-<15
numero di apnee e ipopnee per ora di sonno OSAS 15-30
>30 4
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Change in AHI (events/hr)

0
-5
--10
--15
- -20
25
'35 1 1 1 1 1 1 1 1 1
0 4 8 12 16 20 24 36 48 52
Week
[ AHIPBO © pAHIPBO  Body Weight PBO

& AHITZP - pAHITZP -% Body Weight TZP

Malhotra A. et al. Sleep Medicine 2025
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January 24, 2025

FDA Approves Tirzepatide as First Drug for
Obstructive Sleep Apnea

Samantha Anderer

JAMA. 2025;333(8):656. doi:10.1001/jama.2024.28055
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CNS
Vision loss, recurrent headaches, or both
(due to raised intracranial pressure)

Respiratory system

Upper airways

Apnoea or hypopnoea during sleep (due
to increased upper airways resistance)

Cardiovascular system

Musculoskeletal system

Chronic, severe knee or hip pain
(associated with joint stiffness and
reduced range of motion)

Limitations of daily activities
Substantial, age-adjusted
limitations of daily living

i

reaucea range or motion)
Lymphatic system

Lower limb lymphoedema (causing
chronic pain, reduced range of motion,
or both)
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Bliddal H et al. NEJM 2024

Observed mean change
Mean baseline WOMAC pain score: 70.9

0_
c
‘©
o
< 10
=
o
= <
£ € -20T7
£ 8
i f -27.5
8 9 3071 points
E (7]
o
@ —40- —41.7
o 40 i .
& points
=
o
_50 1 1 1 1 1 1 1 1 1 1 1 1 1
0 4 8 12 16 20 28 36 44 52 60 68 68*
Time since randomisation (weeks)
Number of participants
Semaglutide 2.4 mg 271 262 260 256 257 256 251 250 245 245 239 245 271
Placebo 136 132 129 126 126 128 126 117 116 118 m 117 136
B Semaglutide 2.4 mg B Placebo
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ETD (95% Cl)
-14.1 (-20.0, -8.3)
p<0.001




A Participants Receiving Acetaminophen

1004 75
a0 20
g E04
15
- 704
604 10
“ 50 3
& 4[}- n L T T T T T T T T T T T T T T
104 0 B 16 28 i6 44 52 60 (3]
E 204
104
n’ T T L) T T I I I T T T T T I I I I T
0 3 16 28 16 44 52 &0 68
Weeks since Randomization
Mo. of Participants
Placeba 116 135 135 135 133 131 128 126 121
Sernaglutide 271 269 267 266 266 265 263 263 258

Bliddal H et al. NEJM 2024

B Participants Receiving NSAIDs

100+ 755
. 904 gl
B0
15-|
E 70
60 10+
w 504 5+
& 40+ ﬂl T T T T T T T T T T T T T
304 0 8 16 28 36 44 52
E 204
104
E T T L] T T I I I T T L) L) T I
0 3 16 23 36 44 52
Weeks since Randomization
No. of Participants
Placebo 136 135 135 135 133 131 128
Semaglutide 271 269 267 266 266 265 263

Semaglutide Placebo
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C Participants Receiving Opioids
100 =
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78826938 TriNet) US collaborative network patients
from December 1, 2017, to June 30, 2024

|

| 1689828 Adult patients aged =40y with type 2 diabetes and obesity |

| 290606 Now wsers of any antidiabetic drugs |

|
| !

GLP-1RA group Other antidiabetic drug group
72151 Patients used semaglutide or tirzepatide 218455 Patients used other antidiabetic drugs

60860 pz con obesita eT2D
50.2% donne

57.9 anni

Follow-up 7 anni

19325 Excluded

56510 Excluded

3148 Type 1 diabetes before index date
4586 Prior neurodegensrative or cerebrovascular diseases
{dementia, Parkinson disease, mild cognitive
impair ment, ischemic stroke, intracerebral
hemorrhage) before index date
11591 Prior use of other GLP-RAs (exenatide, dulaglutide,
liraglutide, lixisenatide) before index date

5566 Type 1 diabetes before index date
18556 Prior neurodegenerative or cerebrovascular
diseases before index date
14514 Prior use of other GLP-1RA (exenatide, dulaglutide,

Lin H-T et al. JAMA Net Open 2025

liraglutide, lixisenatide) before index date
17874 Switching to semaglutide or tirzepatide within
3 mo after starting other antidiabetic drugs

52826 GLP-1RA group

161945 Other antidiabetic drug group

Propensity score matching 1:1 for age at index date, sex,
race and ethnicity, BMI, health care use, SES, lifestyle,
comorbidities, HbA, , eGFR, and medications

L

| 30430 GLP-1RAgroup

30430 Other antidiabetic group
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Figure 2. Cumulative Probability of Neurodegenerative and Cerebrovascular Diseases
in Glucagon-Like Peptide 1 Receptor Agonist (GLP-1RA) vs Other Antidiabetic Drug Users

12+
Log-rank P<.001 Other antidiabetic drugs
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0 1 2 3 4 5 6 7
Time since index date, y
No. at risk
GLP-1RA 30430 29968 29694 29519 29445 29408 29395 29395
Other antidiabetic drugs 30430 29900 29642 29479 29403 29359 29338 29332 Shading indicates 95% Cl.
Maggiore beneficio nei paz dai 60 anni in su, donne e con BMI tra 30 e 40
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novo nordisk”

company
announcement

Evoke phase 3 trials did not demonstrate a statistically
significant reduction in Alzheimer's disease progression

Bagsvard, Denmark, 24 November 2025 - Novo Nordisk today announced the top-line results
from the 2-year primary analysis of evoke and evoke+ phase 3 trials in early-stage symptomatic
Alzheimer’s disease. The two trials were randomised, double-blinded, enrolled a total of 3808
adults and evaluated the efficacy and safety of oral semaglutide compared to placebo on top of
standard of care. The decision to pursue an Alzheimer's disease indication with semaglutide was
based on real-world evidence studies, pre-clinical models as well as post-hoc analyses from
diabetes and obesity trials.
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GLP-1 receptor stimulation

Changes in reward-related
behaviours

Nicotine

+ Decreased nicotine
self-administration

* Attenuated nicotine-induced
dopamine release in the
MNac

* Decreased nicotine-induced
CPP

* Decreased nicotine-induced
locomotor hyperactivity and
sensitization

» Decreased modulation of
intracranial self-stimulation
by nicotine

Klausen MK et al. BJP 2021

'

Stimulants

* Attenuated amphetamine-
induced dopamine release
in the NAG

Opioids

* Decreased oxycodone
self-adrministration
in rats

» Decreased operant responding
in a reinstatement paradigm in
rats (oxycodone or herain)

» Attenuated CPP in rats

* No effect on remifentanil
self-administration,
maorphine-induced CPP or
locomotion, or morphine
withdrawal in mice
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v

Cocaine

» Decreased self-administration

= Attenuated cocaine-induced
dopamine release in the
NAc and LS

* Attenuated CPP

* Suppressed operant responding
during a reinstatement paradigm

* Blunted locomaotor hyperactivity

Read the 75th anniversary
themed issues
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nature communications a
Association of Semaglutide With Tobacco Use Disorder in Patients
Article _ . _ :npes://dui..orgﬁ0.10.:33,'541461-024-4873M With Ty p e 2 Di ab et e S
Associations of semaglutide with incidence Target Trial Emulation Using Real-World Data
and recurrence Of alCOhOl use disorder in William Wang; Nora D. Volkow, MD; Nathan A. Berger, MD; Pamela B. Davis, MD, PhD; David C. Kaelber, MD, PhD, MPH;

and Rong Xu, PhD

real-world population

Received: 8 November 2023 William Wang', Nora D. Volkow ®2 *, Nathan A. Berger ®", Pamela B. Davis ®3,
David C. Kaelber ®* & Rong Xu®5'

etk [ Open.

ORIGINAL RESEARCH Annals of Internal Medicine

Research Letter | Psychiatry

Molecular Psychiatry —— Semaglutide and Opioid Overdose Risk in Patients With Type 2 Diabetes
and Opioid Use Disorder
IMMEDIATE COMMUNICATION  OFEN William Wang; Nora D. Volkow, MD; QuangQiu Wang. MS; Nathan A. Berger, MD; Pamela B. Davis, MD, PhD; David C. Kaelber, MD, PhD, MPH: Rong Xu, PhD

Association of semaglutide with reduced incidence and relapse

of cannabis use disorder in real-world populations: a
retrospective cohort study

William Wang', Nora D. Volkow® ™, Nathan A. Berger', Pamela B. Davis (%)*, David C. Kaelber® and Rong Xu(®*"

© The Author(s) 2024
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ETABOLIC CARDIO RENAL COMPLICATIONS

OBESITY TREATMENT BASED ON PATIENT PHENOTYPING

FIRST-LINE THERAPY IS LIFESTYLE MODIFICATION (MEDICAL NUTRITIONAL APPROACH AND IMPLEMENTATION OF PHYSICAL ACTIVITY and BEHAVIOU

High CV Risk:

Cardicvascular diseade
was defined as priar
rmyocardial infarction,

prior stroke, or clinically

symptomatic peripheral

arterial disease in
individuals aged £45
years and with a BMI
227 kgfm?

Semaglutide 2.4 mg*

Definitions vary;
howewer, mast include
age =40 years, BMI 227

kg/m®, male sex,

hypertension,
atherogenic
dyslipidemia, smoking,
prediabetes, and
elevated ASCVD risk
[per ACC/AHA, criteria)

Clinical heart failure

!

Semaghutide 2.4 mg*

ﬂmﬂﬂﬂ: 15mg

Use if eGFR 30
mL/min/1.73 m?;
exercise caution
when eGFR <30

mL/min/1.73 m® due
to limited data.

Tirzepatide 15 mg *
Semagiutide 2.4 mg *?

Liraglutide 3 mg

Orlistat 120 mg

Tirzepatide 15 mg
Semaglutide 2.4 mg @
Lraglutide 3 mg 2

MECHANICAL
MPLICATIONS

OSTEQARTRITIS

WEIGHT LOSS
TARGETS /OWCM

Set
individualized
weight
management

Adults 21E
with BM|

to-severe
abstructive

5-10% WL

EXCLUDE ENDOCRINE FORMS OF OBESITY AND, WHEN CLINICALLY SUSPECTED, INVESTIGATE POTENTIAL MONOGENIC ETIOLOGIES
ASSESSMENT OF COMPLICATIONS AND CLINICAL PHENOTYPE CLASSIFICATION

OBESITY TREATMENT BASED ON PATIENT COMPLICATIONS AND PHENOTYPING

z2y.0=
de [rare genetic obesity)
Matrelaptin (rare genetic abwsity)

6-12 y.o.
Liraglutide 3 mg '™
(EMA only)

sleep apnea Orfistat™

Uraglutide 3 mg™

Naltrexone,
Bupropion™

Phentermine/Topira
mate {low-mid
doses|®

12-18 y.0.
Liraglutide 3 mg'?
Sumaglutide 2.4 mg'?
Phentermine,/Topiramate''™*
(FDW andy)

Orlistat 120 mg"* (FIA anky)

Tirzepatide § mg?

Topiramate (low-
mid doses)®

Semaglutide
24 mg™
Tirzepatide
15mg
(RCTO1985165]

Semaglutide 2.4 mg ¥

Tirzepatide 15 mg *

Liraglutide 3 mg OD*

Orlistat
120mg ¥

Tirzepatide 15 mg
Semaglutide 2.4 mg ®

Naltrexone/
buproplone™

Phentiramine/

Topiramate!

18-85 y.o0.
Phenotype-driven tailored decision:
Tirzzpatide 15 mg*
Semaglutide 2.4 mg"
Liraghutide 3 mg™®
Naltrexone/Bupropion 1
Phentermine Topiramate™
Orfistat’*

»65 y.0.
Semaglutide 2.4 mg! [Ussble; no dove
adustment nesded|
Tirzepatide 15 mg! [Usable; monitor
sansitivity in eidesty)
Uiragiutide 3 mgte" {Lsable: bmited data
>75 yra)
Nalresone/Bupregien™ [Caution, limived
dats #65 yrs]
Phentermine/ Topiramate® |Caution;
manior CNSrenal|
Orlistat' {Lisabsle; limited efficay data)

Sarcopenic obesity
Sepervived Resstance Training + Protein
Intake 21.2-15 pop/day
Liraglutide 3 my i preferred for gradual
fueright s, mith: bean mani g reation and
prowen cardavasculir safety'

EATING SPECIAL POPULATIONS (ean
BEHAVIOUR  §

EMOTIONAL
EATING

Icrmins s Hryrod cancar ik from
haeizy reiated RCT
Semagiutide 1.8 mg=
Tinepatide 15 mg=t
Evbire s (ol SubiyiS BBEES Lng 1SS
AP A e e incrmais Eoyecid cancer rink b
rined THD popeiatom’' <

Bupropion |
Maitrexon™
Tirzepatide
15 mg'™*
Semaglutida
1.4 mg't*

o evidence of ICTeIned CHNCR! risk (for other
ADME: DFfstaL, epiramate.

Familial Partial Lipodystrophy 1 -3
(FPLD1-3)
Acguired Partial Lipodystrophy
|Barraquer-Simans)
HiV-Assoclated Lipodystrophy

BINGE
EATING

HNot ADMs

appraved
explicitly for
binge eating

Semaglutide 2.4 mg'> |

MOMNOGENIC OR
SYNDROMIC OBESITY
Congenital leptin deficiency

(biallelic POMC, PCSKL, or LEPR
deficiency and for BBS)

Setmelanatide 3 -

ACQUIRED HYPOTALAMIC
OBESITY
Setmelanotide 3 mg'
Semaglutide 2.4 mg'**

PREGNANCY,/WILLINGNESS
TO CONCEIVE

AOM: e sither contraindicated or
advived agamat during pregnancy due 1o
insutficient tafety data and potertial risks
o the fetus

stop Liraghutide 3 ide 24 mg
at least 2 months before

Sa0p Tirsepatice 15 mg
atleast 1 month before

‘wieight boss and of

ey
L b

|[*This framework promotes a phenatype-based, individualized

Epproach to abesity care, prioritizing complications and patient

Bariatric Surgery*™

| preferences over rigid treatment hierarchies, with patient-HCPs

shared decision-making considering goals, tolerability,

¥
If insufficient weight loss or weight regain after BS

"

¥
Tis de'??, glutide’®, Liraglutide!s.1%

Tuccinardi D et al. Journal of Endocrinological Investigation 2025
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i and costs. **OWCMC, Obesity Without
Clinically Manifest Complications




| FARMACI INCRETINICI MIGLIORANO IL CONTROLLO GLICEMICO IN PAZIENTI CON
OBESITA’ E T2D, RIDUCONO L'INCIDENZA DI T2D IN PAZIENTI SIA CON PREDIABETE
CHE CON NORMOGLICEMIA

| FARMACI INCRETINICI RIDUCONO LA MASH SENZA PEGGIORARE LA FIBROSI
EPATICA E RIDUCONO LA FIBROSI SENZA PEGGIORARE LA MASH

| FARMACI INCRETINICI MIGLIORANO LA FUNZIONALITA’ RENALE

SEMAGLUTIDE RIDUCE | MACE IN PREVENZIONE SECONDARIA IN PAZ CON
OBESITA’ SENZA DIABETE

I FARMACI INCRETINICI MIGLIORANO GLI OUTCOME SULLO SCOMPENSO IN
PAZIENTI CON HFPEF

TIRZEPATIDE MIGLIORA LE OSAS SIA IN PORTATORI DI CPAP CHE IN NON
PORTATORI DI CPAP

SEMAGLUTIDE MIGLIORA LA SINTOMATOLOGIA DOLOROSA ASSOCIATA
ALL'OSTEOARTRITE

| FARMACI INCRETINICI SEMBRANO MIGLIORARE GLI ASPETTI COGNITIVI

I FARMACI INCRETINICI SEMBRANO RIDURRE L'USO DI SOSTANZE DOTATE DI
CAPACITA’ ADDITIVA
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