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Tirzepatide: Dual GIP/GLP-1 recebyfei“ agonist
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GLP-1R and GIPR Signaling o
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Effects of GLP-1 and GIP receptors act%gaﬁlon
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Ruolo del GIP nell’adipocit%é*i

L'agonismo del GIP modula in modo differenziato la funzione del tessuto adipaé@\sg'ggﬁilrante lo stato di digiuno che
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GIP esercita un effetto anti- emetlcoos‘igl SNC

GLP-1R
agonist

Driving nausea/
emesis

Inhibition of |
nausea/emesis

Fadini GP. L’Endocrinologo. Volume 24, pages 224-231, (2023)
Front Endocrinol (Lausanne). 2025 Feb 3:16:1530985
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Ruolo del GIP nel sistema nervosg:tentrale
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___________ -__ AR GIP receptors have been found in
R i A i . different hypothalamus and brainstem
areas involved in the regulation of
energy intake (meal initiation and
termination) and body weight

GLP-1 receptor
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GIP receptor

Nauck et al Diabetes Obes Metab. 2021;23(Suppl. 3):5-29
Campbell J. Molecular Metabolism Volume 46, April 2021, 101139.



Tirzepatide aumenta l'ossidazione degli awfdl grassi e
favorisce il browning del tessutoaﬂ@poso

Q <‘c\6
Received: 10 October 2024 Revised: 13 February 2025 | Accepted: 13 February 2025 ‘\\®
DOI: 10.1111/dom. 16294 \\fb \
NN :
WILEY .gV¥ -O
N 9

ORIGINAL ARTICLE
O
%0 T T|rzepat|de

Tirzepatide reduces body weight by increasing fat utlllzatlo NG @
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Effetto ateroprotettivo del GIP nei @1

La delezione del recettore del GIP nei topi provoca un aumento d@@t\egsbscleroa aortica
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Effetti aggiuntivi anti-aterosclerotici del g}ﬁ) e GLP-1
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Tirzepatide: Dual GIP/GLP-1 receﬁm‘ agonist
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Tirzepatide is not thegﬁm of GIP and GLP-1: |
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Protective Effects of TZP in a Human Cardiomyiocyte Cell Line
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Human Cardiac Progenitor Cells (b:ébPC)
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Tirzepatide Preserves Viability in Palmitate-Dar\rgg@’ged hCPC
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Potential mechanisms of TZP-associateds

€V benefits
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Tirzepatide: Dual GIP/GLP-1 receﬁm‘ agonist
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L'agonismo biased prolunga l'esposulonea@fel GLP-1R
sulla membrana cellulare e quindi ne pqﬁmﬂa I'azione
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& ,04 Downstream
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mod from Boer GA et al. Trends Pharmacol Sci. 2023
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Tirzepatide increases membrane GLP-1R availabilgd:S\z\O\in HEK293T Cells

Native GLP-1

> o
GLP-1 and semaglu%’dg Aeﬁ’use internalization of GLP-1 receptor =2 self-limiting effect

Novikoff A et al. Mol Metab. 2021



Experimental GLP-1 RAs with Blased\@gomsm
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Notable physiological effé&s \(0'
Agonist(s) Structure Bias compared to “nonbm@@’ Reference
P5 Peptide cAMP > p-arrestin TAnti-hyperglyc ebi?‘a \\(b (Zhang et al., 2015)
|acute msu}g%‘g
PX17 Peptide Not reported, presumed to be TAntl hy chagnla (Wang et al., 2020)
cAMP > B-arrestin Ioss’Dr[GIP]
Exendin-phe1l Peptide cAMP > B-arrestin and GLP-1 T-@’ hy %chaemla (Jones, Bloom, et al., 2018)
receptor endocytosis SLE’Q.}med insulin, |pica
Acylated exendin-phel  Peptide cAMP > p-arrestin 60 ]80? hyperglycaemia, (Lucey et al., 2020)
0@ Q Iweight loss
Ex4{AY)? (peptide 11) Peptide cAMP > B-arrestin ?\Q) \Q TAnti-hyperglycaemia, (Fremaux et al., 2019)
O\/ %\ Tsustained insulin

GLP-1-Val8 Peptide cAMP > - arrestmk\ (b | Acute insulin and somatostatin (van der Velden et al., 2021)
B-Amino acid Peptide Varies \\/ . ()\Q Not described (Hager et al., 2016; 2017;

peptidomimetics \Cﬁ O\\ Cary et al., 2019)
O-GlcNAc-modified Peptide cAMR >T-a in TAnti-hyperglycaemia?® (Levine et al., 2019)

peptides 6(0' "O\
Tirzepatide Peptide ’@M&e’[ﬂ arrestin TAnti-hyperglycaemia, (Novikoff et al., 2021:

\‘b Tweight loss® Willard et al., 2020;
QQ_éQ Yuliantie et al., 2020)

LY3502970/0WL833 Small@gem@\ cAMP > B-arrestin Orally available® (Kawai et al., 2020)
TT-OAD?2 S‘@m&l&ule cAMP > B-arrestin Orally available® (Zhao et al., 2020)
PF-06882941 QQQOolecule cAMP > p-arrestin (mild) Orally available® (Griffith et al., 2020)

o

Ben Jones. Br J Pharmacol. 2022




Chemically synthesized
Non-peptide GLP-1 RA
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ACHIEVE-3 - Orforglipron vs. Semﬁ 1n T2D
Multicentre, phase-3, 52 -week RCT, n = 1698adigg;t>sw1th T2D
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Biased GLP-1R/GIPR Agonisgs_
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Biased GLP-1R/GIPR Ligandg®
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Take home messages &
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'attivazione del recettore del GIP modula il metabohsmcg@t@“averso la regolazione

di numerose funzioni cellulari. ,\\,bo’b o®
*{b (b‘\>(0
La presenza dei recettori del GIP nelle strutture coa}dgévascolarl suggerisce un’azione
O
regolatoria diretta dell'ormone. o2 o2
q>\ \\4

| doppi agonisti GLP-1/GIP, rispetto ai smg@? agonlstl POSSONO avere un maggiore

effetto protettivo sul sistema ca rdlovaééoéa?e attraverso azioni dirette e indirette.
O\/

Le caratteristiche biologiche di ogvm L@ando (affinita preferenziale, biased agonism)

determinano risposte speuﬂcbéﬁgw‘e potrebbero tradursi in effetti ulteriormente

potenziati sul sul calo pondes?%@é’e sulla protezione d’organo.
g R
&

| doppi agonisti e gli ag@%gtl biased aprono nuove prospettive di comprensione dei
meccanismi f|5|opapmag?C| e ampliano la disponibilita di strumenti terapeutici per le

malattie metabokgf‘l*n@@
Q\
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GLP-1R and GIPR Signaling Pathways Affectln%&}?/ Responses

Tissue/Cell Dominant receptor Signalling mechanism Los&&%{@ Cardiovascular outcome
pB-cells GLP-1R and GIPR +cAMP — PKA/EPAC uc@zfs\e -dependent Improve glycemic control,

(,\m%?.hn secretion

=X

lendothelial dysfunction,
latherosclerotic CVD risk

Adipose tissue GIPR (dominant) cAMP/PKA (&\ \\ J,‘]dlpOSG inflammation, Jcirculating free fatty
(adipocytes and immune x> ) "o ltriglyceride storage, acids, triglycerides —
cells) Q)bo O improve insulin lcardiometabolic risk
60 AQ? sensitivity,
Peripheral blood GLP-1R (reported) CAMP[PI@‘;,.NQ&% loxidative stress, Isystemic inflammation,
mononuclear cells \O\/ X lproinflammatory slow CVD progression
cytokines
Endothelium GLP-1R reported in \Y‘WKA PI3K/AKT — tnitric oxide Improve vascular function,
vascular endothelium Jatherosclerotic CVD risk
Myocardium GLP-1R axis (b QQCAMP[PKA PI3K/AKT llipotoxic and oxidative lheart failure risk,
(cardiomyocytes) ’bb Qﬁg stress, pro-survival improve/protect cardiac
{5\' mA function
Epicardial adipose tissue  GIPR ( domm;@ﬁ Qﬁ’ 1R cAMP/PKA LEAT volume Reduced coronary

axis

AQ

inflammation

Trivedi K et

al. Can J of Physiol Pharmacol 2026



Palmitate

hCPC

C. Colabufo et al., EASD 2025



Spunti di riflessione

Lo studio del biased agonism € una opportunita
molto interessante per comprendere meglio il
funzionamento dei recettori per le incretine.

Gli agonisti biased del GLP-1R attivano in maniera

beta-arrestine, con azione ipoglicemizzante X
potenziata. 0@6 &

Rimane da chiarire l'effetto degli agonisti @95

altre risposte cellulari e sistemiche. ?* (\’b
\%
\ Q\Q)

Gli agonisti biased sia per GLP-1R, s}%g@r GIPR
potrebbero mostrare un effett%@ﬁgﬁormente
potenziato sulla regolazmne égllxassunzmne di cibo

e sul calo ponderale. Q 4"’
2 &
\\

Il biased agonism anazo?@‘?a disponibilita di
strumenti terapeLﬁ) Ci per le malattie metaboliche.

v
Cell growth,

proliferation,

metabolism

Incretin
receptor

Insulin secretion Cytoprotection

Glycemic control, appetite
suppression, gastric emptying, ?
gastric motility, nausea, ®
vomiting, etc

mod. from Wong S et al. Diabetes Obes Metab. 2025






Tirzepatide regola il metabolismo dell'adlpocgﬁ in maniera
differente nelle diverse condizioni di appqﬁgﬁil nutrienti
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Cell Metab. 2024 Jun 11:5S1550-4131(24)00186-4
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GLP-1-Stimulated Insulin Secretion insBeta Cells
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Insulin
secretion

Dang T et al, Nature Chem Biol 2024



cAMP Activity (%)
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Biased GLP-1R/GIPR Agomstgo

Mouse GLP-1R Mouse GLP-1R

-0~ GLP-1

Q -0 Liraglutide

=0= CT-859

log [ligand, nM]

120 =

B-Arrestin Activity (%)

In vitro studies

-0~ GLP-1

-0~ Liraglutid:
-0- CT-8 é
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’b(\

-0~ GLP-1
) -0~ Liraglutide
=0= CT-859

Rodriguez R et al. Cell Rep Med. 2025



GLP-1 RAs: What We've Achieved and Wh @@t Stlll Matters
N
fo& 2

\0@ ~°” Unmet Needs

What We Have High @gé%dﬁtmuatmn and Poor Long-Term Persistence
Sg%o%@nal RW Dosing and Titration

(b(q_mﬁ’ted RW Evidence on Hard Clinical Outcomes

6 (bdnsufflment Data on Effects of Treatment Discontinuation

Robust Weight-Loss Efficacy in RCTs
Clinically Meaningful RW Effectiveness (Adherence-

Dependent) o)
&Q) and Weight Regain
Favorable Overall Safety Profile \Y“ \Q
) Uncertain Long-Term Safety at Obesity Doses

Established Cardiometabolic Benefits (Especially in TZD§ Q}‘?J

Q Scarcity of High-Quality Head-to-Head RW Comparisons

\
Growing RW Utilization Data \ \

\ Socioeconomic and Access Inequities
. : . . 0
Emerging Comparative Effectiveness Signals
Q Limited Evidence in Special and High-Risk Populations

Well-Characterized Gastrointestinal Tolerabllltﬁfpr@e

Need for Personalized Treatment Strategies and Predictors
Expanding Role in Obesity and Diabetes %ﬁd%nes

Q,Q of Response
’OQKQQA Positioning Relative to Next-Generation Incretin Therapies
A
\\

@
@QQ

The content presented on this slide reflects the personal opinion and clinical interpretation of the Speaker.



La storia, lo sviluppo e il futuro delle terap\'geﬁqi’ncretiniche
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GLP-1 agon:sts

GLP-1 Fécc«ptor

Signa! transduction
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Biological respon%é'fsé)a Biological response(s)
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Cllngﬁ gffect(s) Clinical effect(s)
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Le vie di segnale intracellulare sono amplam e ridondanti e
interconnesse. R

Gli effettori intracellulari attivano \@@pﬁte biologiche differenti in

0
diversi contesti cellulari. oS @gro

?\ \
Non sempre (quasi mai) e @bsﬁﬁlle associare a una via di segnale
ad uno specifico effett%dnati%o (positivo o negativo).

2 0°
| sistemi sperlmentgil m‘?plegatl per studiare i biased agonists non

sempre esprlmoaﬁ “realta biologica.
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Doppio Agonismo GLP-1/GIP: Potenzialita per Q@ﬁTZ e Obesita

>

GLP-1 Receptor Agonism ‘

Central Nervous System

Central Nervous System
ervous System

* 1 Satiety Bood intake
* | Food Intake . 2’ Nausea
* 1 Nausea o

+ | Body Weight @° | Body weight
Pancreas

* 7 Insulin

* 1 Glucagon

Pancreas
* 1 Insulin
* | Glucagon

Stomach

Subcutaneous White Adipose Tissue
» | Gastric Emptying

* 1 Insulin Sensitivity

* 1 Lipid Buffering Capacity

* 1 Blood Flow

+ 1 Storage Capacity

* | Proinflammatory Immune Cell Infiltration

Systemic
* | Hyperglycemia

Liver A\ p
+ 1 Insulin Sensitivity o ¥e Oy e Systemic
« | Hepatic Glucose Production .o ég ancres ~ «’. auhl?f uf;eous * | Hyperglycemia, Dietary Triglyceride
* | Ectopic Lipid Accumulation (& ,04 '.I?issu'?se
Q’b A\ Skeletal Muscle
& 6\6 * 1 Insulin Sensitivity
° ) be o - 1 Metabolic Flexibility
GLP-1 Receptor Agonism \\'4 \\CJ « | Ectopic Lipid Accumulation
@ GIP Receptor Agonism 09\ ®\
@ Indirect Action Q Adapted from: Samms RJ, et al. Trends Endocrinol Metab. 2020;31(6):410-421
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cAMP activation

@
Tirzepatide e un agonista sbilanciato GL@&%% GLP-1R

N
: : : RN L :
In vitro, la tirzepatide ha una potenza sul GIPR La p@elgxh sul GLP-1R é piu debole di
simile a quella del GIP nativo®. ,\\,bﬁ\(‘}@’\uella del GLP-1 nativo*.
GIP R\ GLP-1
120 - GIPR 1@@: RN GLP-1R
> & o ——TZP
TZP o 188’% ‘
100 A > .
> &
80 - P& 80 -
006 (06\8
S 2
60 - @ @ Z 60
\Y‘ NS &
O o o
40 - NI S 40 |
S . & < &
20 - O & 20
D @
2"
0 I I I I I I é’ Iﬁg\ O I I I I I I I
-14 -13 -12 -9 X @ -14 -13 -12 -11
11 10 L0 @7 10 9 8
[Treatment] log M &Q)Q ®\® !
®A [Treatment] log M
2 O
s\\'\ N
@ é *In overexpressed HEK cells.
CcAMP = cyclic adenosine monoph@te; = glucose-dependent insulinotropic polypeptide; GIPR = glucose-dependent insulinotropic polypeptide receptor; GLP-1 = glucagon-like peptide-1; GLP-1R =
. @ glucagon-like peptide-1 receptor; HEK = human endometrial adenocarcinoma; TZP = tirzepatide.

\S
Q Coskun T, et al. Mol Metab. 2018;18:3-14.
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GIP Effects on the CV System ©
N
Cardiomyocytes 6\0 \(g\

X
2 &
Impn:_wed system" @‘(\ @
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Q¥

| Triglyceride content
(viat P-HSL and

1FA oxidation) lipid ha{'@\g S
I Excitation-contraction Q\Q 9\1 Renal 1 Renal perfusion
%0 D microwascular (supraphysiological
T Heart rate %) health doses of GIP)

1 Mean arterial BP
I Diastolic BP (in TD1)

1 Hypertrophy

1 Fibrosis

(via | TGF-B, MMP9, COLTAT, MuRF1 and
FBX032
) Kidney
Vascular endothelial cells O\’ ()
\Q GIP
1 V
*NO NS
- , | Mo nocyte @ N .
Endothelin-1 . . Effects on kidney outcomes
T infiltration \9 scn.ﬁ?les;:ﬁgth Perirenal and renal .[madgllating local clnrcliggltivel?zﬁ?}e&s
and immune cell infiltration
| Foam cell formation b’b \9 - adipose tissue
. " D Q}%_ =S
"1_\”.\!} \./" 8 \(b' | VSMC L)
: _Sof-') \Q) Proliferation

Macrophage @ 4 e Modulation of

UxidiZA . OQ) inflammatory signalling
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Body Weight Change From Baseline (%)

ATTAIN-1 - Orforglipron in Oh&Sity
Multicentre, phase-3, 72 -week RCT, n = 3127 adultswﬁ@besity (no T2D)
&7
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%O >
> <& 100 -
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ATTAIN-1 - Orforglipron in Obﬁsﬂy
Multicentre, phase-3, 72 -week RCT, n = 3127 aduIts gbobeSIty (no T2D)

(\Q’ £y
°\\®
N4
PBO OFG 6 :ng OFG 12 mg OFG 36 mg Total

Safety Event, n (%) (N=948) (N=723) (N=724) (N=728) (N=3123)
TEAEs in 5% of participants in total N

Nausea 99 (10.4) 8.9) 260 (35.9) 245 (33.7) 813 (26.0)

Constipation 88 (9.3) 6\\’ \f?ﬂ (21.7) 216 (29.8) 185 (25.4) 646 (20.7)

Diarrhea 91 (9. 6‘:? 152 (21.0) 165 (22.8) 168 (23.1) 576 (18.4)

Vomiting 3\{&55& 94 (13.0) 155 (21.4) 175 (24.0) 457 (14.6)

Dyspepsia 95 (13.1) 117 (16.2) 103 (14.1) 362 (11.6)

Upper respiratory tract infection @%O 9) 75 (10.4) 75 (10.4) 64 (8.8) 317 (10.2)

Headache Cﬁ\\/ i\oﬁ (7.5) 62 (8.6) 75(10.4) 71(9.8) 279 (8.9)

Influenza 0\ @0 73 (7.7) 68 (9.4) 58 (8.0) 44 (6.0) 243 (7.8)

Nasopharyngitis AV 74 (7.8) 55 (7.6) 61 (8.4) 47 (6.5) 237 (7.6)

Abdominal distension @hg&‘ 32 (3.4) 52 (7.2) 68 (9.4) 62 (8.5) 214 (6.9) |

COVID-19 (b{b NG 50 (5.3) 44 (6.1) 52 (7.2) 54 (7.4) 200 (6.4)

Decreased appetite ’\Q)Q @Q) 30 (3.2) 42 (5.8) 61 (8.4) 53 (7.3) 186 (6.0)

& 8 &
BN
& R°
o

N
Q Wharton S, et al. N Engl J Med. 2025



ACHIEVE-3 - Orforglipron vs. Semﬁ 1n T2D
Multicentre, phase-3, 52 -week RCT, n = 1698adigg;t>sw1th T2D

’b \
& o
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‘fo@

= .\
Orforglipron Orforglipr\érrb ‘\@maglutide Semaglutide Overall
12 mg(n=424) 36 m‘gl‘ééﬂ@ 7 mg (n=426) 14 mg(n=425) (n=1698)

Participants with =1 treatment-emergent adverse event 317 (75%) 3@75@ 303 (71%) 308 (72%) 1246 (73-4%)
Serious adverse events 21 (5%) @4{?%@7 19 (4%) 24 (6%) 104 (6-1%)
Deaths 1(<1%) 6 N (<1%) 2 (<1%) 0 4 (0-2%)
Adverse event leading to study treatment discontinuation 37 [9%)@0 KQQ) 41 (10%) 19 (4%) 21(5%) 118 (6-9%)

Gastrointestinal adverse events leading to study treatment R) (O\Q 25 (6%) 11 (3%) 13 (3%) 75 (4-4%)
discontinuation

Nausea V‘ 6&&) 5 (1%) 3 (1%) 4(1%) 18 (1-1%)

Vomiting 0\@ 0\\6 1%) 9 (2%) 3(1%) 4(1%) 22 (13%)

Diarrhoea 2 (<1%) 5(1%) 4(1%) 0 11 (0-6%)

Abdominal pain 3 (1%) 0 0 5(0-3%)

Dyspepsia 1(<1%) 0 0 6 (0-4%)

Decreased appetite 3(1%) 1(<1%) 0 4(0-2%)
1

Constipation 0 0 (<1%) 1(0-1%)

Rosenstock J, et al. Lancet 2026



Biological Activity of Gl
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Antagonism R
\ Neuroprotection? Y. Q§\® D
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Agonism &= © N
1 Neuroprotection [146- 149] O ’b%\

Antagonism Antagonism
1 Myocardial TAG [88] T Risk of osfeapagatxc
1 Protection from fracture [81]:

ischemic injury [88] . Agonism ?

Agonism \ Bone resportion [82]
I Myocardial hypertrophy

and fibrosis [86]
Antagonism
1 GIP-stimulated insulin
secretion [69]
| Glucagon secretion?
Agonism Pancreas

T ATBF [65-67]
TTAG accumulatmn

e’rfer:t{}nT N mulatmn Adipose

Agonism
TInsulin secretion [48] or no
effect in T2D [b4]

T Glucagon secretion [54]

Capozzi ME
Endocrine Reviews 2018
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Direct Effects of GIP in Cardiac Cglls
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Cardiomyocyte %Q,%é\g\
GIPR AC N\
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Q Heimbliirger SM, et al. Peptides. 2020 Mar;125:170174.



Outcome cardiovascolari con GLP-1 RA&@fel DMT?2

AN X
L D N\
R
N h 4
GLP-1 receptar Placeha, Hazard ratio NNT pvalue %
agorist, afN (%) nfN (%) {95%C1) (95%Cl) \

3-P MACE | e omminc G & 3-P MACE
ELIXA 40003034 (13%)  392/3034(13%) —— 102 (0-B9-1-17) o7 - \ . \@
LEADER G08/4668 (13%)  694/4672 (15%) - 087 (0-78-0:97) 001 \@» \ o
SUSTAIN-6 1081648 (7%)  146/1649 (9%) — 074 (058-0.95) 0016 . @ R R 1 4 /0
EXSCEL #3907356 [11%) Q057396 (12%) -+ 0-91 (0-83-1-00) 0061 c)\
Harmony Dutcomes 1384731 (7%) 4284732 (9%) - 078 (0-68-0.90) 00006 O (b
REWIMND 59414949 (12%) 663/4952 (13%) e 0-88 (0.79-099) %
PIONEER & 611591 (4%) 761502 (5%) —— 079 (157-1-11) KQ
AMPLITUDE-O 189/2717 (7%) 1251359 (9%) —— 073 (0-58-093) % @
Subtotal (F'=44.5%, p=0-082) [e3 > 086 (0-B0-0-93) 65 (45-130) DMI‘

CV death | crowmde < & DECESSI PER EVENTI CV
ELICA 156/3034 (5%) 1583034 (5%) — 098 (0.78-1-23) %
LEADER 2194668 (5%)  27BI4672 (6%) —— 0.78 (066-0-93) 0 %
SUSTAIN-G 4411648 (3%) 461649 (3%) . 0-58 (0-65-1-48) 6 6 062
EXSCEL 407356 (5%)  3B3(7306 (5%) - 088 (076-102) 0006 R R 1 3 0/
Harmaony Dutcomes 122/4731(3%) 130/4732 (3%) —— 093 (0731 1‘3:' q 058 o
REWIND 317/4949 (6%) 346/4952 (7%) — 051 (078~ 1 @ o1
PIONEER 6 15/1591 (1%) 3001592 (%) 4——a— 049 K o001
AMPLITUDE-O T5I2717 (3%) S0f1359 (4%) —_—— 3 (0L W10 o407
Subtotal {I'=13-4%, p=0-33) < <» > . ‘163:‘103 -353) 0-0010
Fatal or non _fatal M | retator non-fatal myocardiat infaretion A\
DN FATAL or NON-FATAL MI
LEADER 202/4668 (6%) 3394672 (7%) —— wm 0-046
SLISTAIN-B 541648 (3%) 6771649 (4%) o 0-57-1-16) 026
EXSCEL ABTIE6 (7%) 4337396 (7%) ‘\gg? (0-85-2:10) 062 R R 1 O o/
Harmony Dutcomes 18144731 (4%) 24014732 (5%) 0 K 5 (0-61-0-50) 0003 o
REWIND 22314943 (5%) 2314952 (5%) O 096 (0-79-1-15) 063
PIONEER fi 371501 (2%) 3511592 (2%) 104 (0:66-1:66) 049
AMPLITUDE-O GUITIT (3%) 581350 (4%) Q 075 (054-1-05) 009
Subtotal (I'=26-9%, p=0-21) % R 090 (0-83-0-58)  175(103-878) 0-020
Fatal Or non-fatal stroke Fatal or non-fatal stroke b K_
ELIXA 673034 (2%) G0J3034 l:x@ ® I 112 (0-79-158) 054
LEADER 1734668 (4%)  139/4672( A 3 0-86 (0.71-1-06) 016
SLISTAIN-G WAGEER]  46(164 % ‘ro— 065 (0-41-103) 0066 FATAL N O N FATAL ST Ro K E
EXSCEL 187/7356 (3%) 18 -85 (3-70-1-03) 0095 o r =
Harmaony Dutcomes 944731 (2%) %32 (% - [%: 11 [0-66-1-111) 030
REWIND 158/4943 (3%) \ 52 - 076 (0462-0-54) 0010 R R 1 7 o/o
PICNEER 6 13/1591 (1 17115, 4 e 076 (337-156) 043
AMPLITUDE-O a...u;z; .Q %m] — 074 (0:47-117) 019
Subtotal {I'=0-0%, p=0-64) , g <> 2 083(0-76-0-92)  198(140-421) 00002
05 1 15
«—— —»

Favours GLP-1 receptor agontsts  Favours placebo

Sattar N et al. Lancet Diabetes Endocrinol 2021
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