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Risk of MACE and
Each of Its
Components with
GLP-1 Receptor
Agonists in T2DM
Patients

Sattar N et al Lancet Diabetes
Endocrinol 2021; 9:653-662

GLP-1 receptor Placebo, Hazard ratio NNT pvalue
agonist, n/N (%) n/N (%) (95%Cl) (95% C1)

I 3'p°|nt MACE I)34 (13%) 392/3034 (13%) L 1-02 (0-89-1-17) 078
LEADER 608/4668 (13%)  694/4672 (15%) N 0-87(0:78-0-97) 001
SUSTAIN-6 108/1648 (7%) 146/1649 (9%) — 074 (0-58-0-95) 0.016
EXSCEL 839/7356 (11%)  905/7396 (12%) = 0-91(0-83-1.00)

Harmony Outcomes \WATILER) 4284732 (9%) - 078 (0-68-0.90) -14%

REWIND 594/4949 (12%)  663/4952 (13%) R 0-88(079-0-99)

PIONEER 6 61/1501(4%)  76/1592 (5%) — 079 (057-111) RRR

AMPLITUDE-O 189/2717 (7%) 125/1359 (9%) —— 073 (0-58-0-9;

Subtotal (P=44.5%, p=0.082) O 0-86 (0-80-003) 65 (45-130) <0-0001
| CV death

TOIXA 1063034 (5%) 158/3034 (5%) 098 (078-1:22) 085

LEADER 219/4668 (5%) 27814672 (6%) —— 078 (0-66-0-93) 0-007

SUSTAIN-6 44/1648 (3%) 46/1649 (3%) 098 (0-65-1-48)

EXSCEL 340/7356 (5%)  383/7396 (5%) 0-88 (076-1.02) - 13%

Harmony Outcomes 122/4731 (3%) 130/4732 (3%) 0-93 (0-73-1-19)

REWIND 317/4949 (6%)  346/4952 (7%) 0-91(0-78-1:06) R R R

PIONEER 6 15/1591 (1%) 30/1592(2%) 4——&——— 0-49 (0-27-0-9

AMPLITUDE-O 75/2717 (3%) 50/1359 (4%) —_— 072(0-50-1-08) 007

Subtotal (I’=13-4%, p=033) < 0-87 (0-80-0-94) 163 (103-353) 0-0010
| Fatal - nonfatal Ml tion

ECIXA 27013034 (9%) 261/3034 (9%) e 1.03 (0-87-1.22) 071

LEADER 292/4668 (6%)  339/4672 (7%) | 086 (0-73-1.00) 0046

SUSTAIN-6 54/1648 (3%) 671649 (4%) —— 0-81(0-57-1-16)

EXSCEL 483/7356 (7%) 493/7396 (7%) 097 (0-85-110) _ 1 O%

Harmony Outcomes 181/4731 (4%) 240/4732 (5%) —— 0-75 (0-61-0-90)

REWIND 223/4949 (5%)  231/4952 (5%) 0-96 (079-115) R R R

PIONEER 6 37/1591 (2%) 35/1592 (2%) 1-04 (0-66-1-66

AMPLITUDE-O 91/2717 (3%) 58/1359 (4%) — 1 075 (0-54-10) oY

Subtotal (I’=26-9%, p=0-21) < 0-90(0-83-0-98) 175 (103-878) 0.020
| Fatal - nonfatal stroke

ECIXA 6773034 (2%) 60/3034 (2%) —1— 112 (0-79-1-58) 054

LEADER 173/4668 (4%)  199/4672 (4%) & 0-86 (0-71-1-06) 016

SUSTAIN-6 30/1648 (2%) 46/1649 (3%) PR S— 065 (0-41-1-03)

EXSCEL 187/7356 (3%) 218/7396 (3%) ——] 0-85 (0-70-1-03) _ 17 %

Harmony Outcomes 94/4731 (2%) 108/4732 (2%) — 0-86 (0-66-114)

REWIND 158/4949 (3%)  205/4952 (4%) —— 076 (0-62-0-94) R R R

PIONEER 6 13/1591 (1%) 17/1592 (1%) * 076 (0-37-1.56)

AMPLITUDE-O 4712717 (2%) 31/1359 (2%) —_— 074(0-47-1-1 U1

Subtotal (1?=0.0%, p=0-64) < 0.83(0.76-0.92) 198 (140-421) 0.0002

05 _1!5

Favours GLP-1 receptor agonists Favours placebo



Risk of MACE and
Each of Its
Components with
GLP-1 Receptor
Agonists in T2DM
Patients

Sattar N et al Lancet Diabetes
Endocrinol 2021; 9:653-662

GLP-1 receptor Placebo, Hazard ratio NNT p value
agonist, /N (%)  n/N (%) (95% Cl) (95% Cl)
| All cause mortality
XA 211/3034 (/%) 223/3034 (7%) 0-94(0781t01-13) 050
LEADER 381/4668 (8%) 44714672 (10%) 0-85 (074 to0 0-97) 0.02
SUSTAIN-6 62/1648 (4%) 60/1649 (4%) 1.05 (074 to 1-50)
EXSCEL 507/7356 (7%) 584/7396 (8%) 0-86 (0-77 to 0:97) _12 (y
Harmony Outcomes 196/4731 (4%) 205/4732 (4%) 0-95 (079 to 1-16) (0]
REWIND 536/4949 (11%)  592/4952(12%) 0-90 (0-80 to 1-01) R R R
PIONEER 6 23/1591 (1%) 45/1592 (3%) — 0-51 (0310 0-84)
AMPLITUDE-O 111/2717 (4%) 69/1359 (5%) 078 (0-58 to 1-01
Subtotal (1*=10-1%, p=0-35) 0-88 (0-82 t0 0-94) 114 (76 t0 228) 0-0001
| __HF Hospitalization | 3034 (4% 09607510123 s
LEADER 218/4668 (5%) 248/4672 (5%) 0-87 (073 t0 1-05) 014
SUSTAIN-6 59/1648 (4%) 54/1649 (3%) 111(0-77 to 1-61)
EXSCEL 219/7356 (3%) 231/7396 (3%) 0-94(078101-13) _ 1 1%
Harmony Outcomes 7914731 (2%) 111/4732 (2%) — 0-71(0-53t0 0-94)
REWIND 213/4949 (4%) 226/4952 (5%) 093 (077 t01-12) R R R
PIONEER 6 21/1591 (1%) 24/1592 (2%) —_— 0-86 (0-48 to 1.55)
AMPLITUDE-O 40/2717 (1%) 31/1359 (2%) — 0-61(038 to 0-9 o
Subtotal (I*=3.0%, p=0-41) < 0-89 (0-82 t0 0-98) 258 (158 to 1422) 0.013
H nuria
I I.:(Ll.gnney outcomes (+mac.r0?|b) IJ,’2639 (8%) — 0-84(0-68 t0 1-02) o
LEADER 268/4668 (6%)  337/4672 (7%) =~ 078 (0-67 10 0-92) 2 1(y
SUSTAIN-6 62/1648 (4%) 100/1649 (6%) —= 0-64 (0-46 10 0-88) S (o]
EXSCEL 366/6256 (6%) 407/6222 (7%) 1 0-88 (0-76 t0 1.01) R R R
REWIND 848/4949 (17%) 970/4952 (20%) =~ 0-85 (077 t0 0-93)
AMPLITUDE-O 353/2717 (13%) 250/1359 (18%) = 3 0-68 (0-57 to 07"
Subtotal (I’=47-5%, p=0-090) & 079 (07310 0-87) 47 (37t077) <0-0001
| Worsening kidney function [
EOTXA - TSI =5/3032 (1%) —_— 116 (074 t0 1.83) 010
LEADER 874668 (2%) 9714672 (2%) 0-89 (0-67 to 1-19) 14(y
SUSTAIN-6 18/1648 (1%) 14/1649 (1%) 1.28 (0-64 10 2.58) = (0]
EXSCEL 246/6456 (4%) 273/6458 (4%) 0-88 (0-74 to 1-05)
REWIND 169/4949 (3%) 237/4952 (5%) - 0-70 (0-57 to0 0-85) R R R
AMPLITUDE-0O 712717 (<1%) 7/1359 (1%) 035 (010 to 127

Subtotal (I’=43-0%, p=0-12)

i

05 1 15

0-86 (0-72101-02)

Favours GLP-1 receptor agonists Favours placebo

241(120to-1694)F 0.089
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PRINCIPLES OF CARE

ADA-EASD 2022 Consensus on Treatment of T2DM

1 = American Disheles Association Professional
Practice Cormitiee. 10 Cardhervascular Disease
and Bisk Masagement: Slandarcs of Medical
Caoe in Diabades- M1, Diabetes Care, 22T Jan
T;45(5eppl 11:5144-Th.

ALEi, hagiolensin-Carmerting Enzyme Inbibiar,
ARB, Magiotensia Receplor Blockers: ASOHD,
Atheraselerstic Carbovascular Disease; BF,
Bload Pressare: CND. Cheenic Kidvey Disesse:
¥, Cardiowascular: ofFR, Estimaled Glomeralar
Filtration Rate: GLP-1 RA. Blucagoa-Like
Peglide-1 Receator Ageaist: KF, Heart Faiure:
SGOLTH. Sedum-Glucese Calrarigerter-1
Iakabibar: T20. Type 3 Desbetes.



Dulaglutide and Kidney Function-Related Outcomes in Type 2
Diabetes: A REWIND Post Hoc Analysis

Botros FT et al Diabetes Care 2023;46:1524-1530



Effects of
Semaglutide on
Chronic Kidney
Disease in T2DM
Patients

Perkovic V et al N EnglJ Med. 2024 May

24. Online ahead of print

A First Major Kidney Disease Event
35

=

Hazard ratio, 0.76 (95% Cl, 0.66—0.8)
P-0.0003
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Months since Randomization

Mo. at Risk
Placebo 1766 1736 1682 1605 1516 1408 1048 660 354
Semaglutide 1767 1738 1693 1640 1572 1483 1131 742 392

B First Kidney-Specific Component Event

100 357 Hazard ratio, 0.79 (95% C1, 0.66-0.04)
90
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101
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Manths since Randomization
No. at Risk

Placebo 1766 1736 1682 16053 1516 1408 1048 660 354
Semaglutide 1767 1738 1693 1640 1572 1489 1131 747 392

C Death from Cardiovascular Causes
Hazard ratio, 0.71 (95% CI, 0.56—0.89)

=

Placebo

Semaglutide

— 1 T T 1 1 1 T 1
0 & 1 13 24 30 36 42 438

Pementage of Patticipants

ol o

[ 12 18 24 30 3 41 4
Months since Randomization

Mo. at Risk
Placebo 1766 1737 1607 1ed41 1601 1544 1185 772 437
Semaglutide 1767 1730 1703 1665 1627 1583 1234 838 460

D Total eGFR Slope

eGFR [mlfminf1.7 3m?)

kLR
Difference in annual slope, 1.16 mifmin/1.73 m?
6]  (95%CL036-147)
& P=0.001
04— T T T T
01z 52 104 136 208

Months since Randomization

Mo. at Risk
Placebo 17661663 15731600 1490 1441 1284 4876 600 199
Semzglutide 1766 1665 13001606 1521 1468 1345 952 651 1218

E First Major Cardiovascular Event

=

Percentage of Participants
P PREEEEFEESR

Hazard ratio, 0.82 (05% Cl, 0.68—-0.08)
P-0.029
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Months since Randomization

Mo. at Risk
Placebo 1766 1721 1663 15383 1535 1478 1133 731 418
Semaglutide 1767 1725 1672 1622 1575 1515 1176 793 430

F Death from Any Cause

1004 Hazard ratio, 0,80 (35% C1, 0.67-0.05)
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Mo. st Risk

Placebo 1766 1737 1697 1e41 1601 1544 1185 771 437
Semaglutide 1767 1739 1703 1665 1627 1583 1234 838 460



GLP1-RAs and CV
Outcomes in
Patients With and
Without HF

Villaschi A et al Clin Res Cardiol
2024;113:898-909

10 Randomized Clinical Trials

N= 68,653
HR 95% ClI P-interaction
HF hospitalization —— 0.90 0.76 - 1.06 0.12
History of HF —— 1.00 0.82-1.24
No history of HF —_—— 0.79 0.63 - 0.98
CV death —— | 0.86 0.78 - 0.95 0.11
History of HF —— 0.97 0.81-1.15
No history of HF —— 0.81 0.71-0.92
!
CV death or HF hospitalization —— 0.88 0.79 - 0.99 0.01
History of HF —— 1.00 0.81-1.15
No history of HF - 0.80 0.71-0.92
MACE S 0.85 0.79- 0.92 0.69
History of HF 1 0.83 0.72-0.95
I
No history of HF - 0.86 0.78 - 0.96
05 1.0 15
-+ >

GLP1-ra better

Placebo better
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Melson E et al Clinical Medicine 2023 Vol 23, No 4: 337-46
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New, Oral, Small-molecule, GLP-1 Receptor Agonists

Orforglipron
Danuglipron

Melson E et al Clinical Medicine 2023 Vol 23, No 4: 337-46



Glycated Hemoglobin

GLP-1RAs Control
Eff' f N O I Study Total Mean SD Total Mean SD HbA1c MD 95%-Cl Weight
icacy of New, Oral, |
Diabetes !
Saxena 2021 73 -1.04 040 25 -0.49 0.39 i -0.55 [-0.73;-0.37] 16.0%
Sma"-mOIeCUIe GLP— Frias 2023 278 -1.83 1.03 55 043 095 ~F— ' 140 [-1.68;-1.12] 14.5%
’ Pratt 2023 51 -162 034 17 -040 026 == -1.22 [-1.37;,-1.07] 16.3%
. Ono 2023 28 -1.30 0.59 9 -0.14 0.55 —H— -1.16 [-1.58;-0.74] 12.1%
1 RAS Orforgllpron Saxena 2023 (2b) 252 -0.92 092 52 -0.02 0.85 4= -0.90 [-1.16;-0.64] 14.8%
y Saxena 2023 (2a) 107 -1.31 094 16 032 078  —H— 0.99 [-1.41;-057] 12.0%
Random effects model 789 174 = -1.03 [-1.29; -0.77] 85.7%

u icti i ——— -1.91; -0.
and Danuglipron for B GETREL
H Obesity/ Non-Diabet
T2DM and ObeSIty Sa::;gzo;;m; o 22 -0.28 0.62 6 018 017 —— -046 [-0.75;-0.17] 14.3%

Prediction interval

Treatment Random effects model 811 180 <$> -0.95 [-1.22; -0.68] 100.0%

Prediction interval [-1.86; -0.03]
Heterogeneity: 12 = 89%, 1° = 0.1079, p < 0.01 N T
Test for subgroup differences: xf =8.09,df =1 (p <0.01) -15-1-050 05 1 15

Favours GLP-1RAs Favours control

Body Weight
GLP-1RAs Control

Study Total Mean SD Total Mean SD Weight MD 95%-Cl Weight
Diabetes
Saxena 2021 73 -413 270 25 -1.77 215 : -2.36 [-3.41;-1.31] 13.2%
Frias 2023 278 -798 598 55 -220549 = -5.78 [-7.39;-417] 127%
Pratt 2023 51 -3.83 2.69 17 1.53 1.04 = -5.36 [-6.25;-4.47] 13.3%
Ono 2023 28 -2.84 1.50 9 -1.21 1.50 : [ -1.63 [-2.76;-0.50] 13.2%
Saxena 2023 (2b) 256 -167 3.42 52 -043 284 = -1.24 [-212;-0.36] 13.3%
Saxena 2023 (2a) 107 -3.84 3.31 16 -0.42 2.90 % -3.42 [-497;-1.87] 127%
Random effects model 793 174 = -3.26 [-4.79;-1.72] 78.5%
Prediction interval : e [-8.75; 2.24]
Heterogeneity: 1 = 92%, t* = 3.3022, p < 0.01
Obesity/ Non-diabetes :
Saxena 2023 (2a) 22 -3.855.40 6 -0.11 3.64 —— -3.74 [-7.42;-008] 9.7%
Wharton 2023 222 -1340 7.90 50 -240 740 —+— -11.00 [-13.30;-8.70] 11.8%
Random effects model 244 56 —_—— -7.52 [14.63; -0.41] 21.5%
Prediction interval :
Heterogeneity: /° = 91%, t° = 23.8988, p < 0.01

Ka ra kaSIS P et al MetabOIIsm Random effects model 1037 230 = -4.24 [-6.39; -2.09] 100.0%

- . Prediction interval — [-11.98; 3.50]

2023;149:155710 Haterogeneity: I° = 93%, r° = 8.8032, p < 0.01 f !

Test for subgroup differences: xf =1.32, df =1 (p =0.25) -10 -5 0 5 10

Favours GLP-1RAs Favours control



Pancreatic Gene Therapy (PGTx) to Modify Islet Function
Potential for durable improvement in metabolic health

GLP-1RA PGTX, driven by the insulin promoter, may offer Pancreas is readily accessible via endoscopic ultrasound,
differentiated benefit via durable local production of GLP-1RA and local delivery enables PGTx feasibility and safety
o0

Insulin .
3N

AAV with GLP-1RA
Therapeutic Transgene

Rajagopalan H et al Disease Digestive Week 2024. Washington DC 19-21 May 2024



Pancreatic Gene Therapy (PGTx) to Modify Islet Function
Potential for durable improvement in metabolic health

GLP-1RA PGTX, driven by the insulin promoter, may offer
differentiated benefit via durable local production of GLP-1RA

0
Insulin . ‘
“

Islet

.%.
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AAV with GLP-1RA

Change in BW Over Time in DIO murine model

Therapeutic Transgene
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. Vehicle Control . Sema (10 nmol/kg/d)
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Rajagopalan H et al Disease Digestive Week 2024. Washington DC 19-21 May 2024



FUTURO DELLA TERAPIA CON ORMONI INCRETINICI

Melson E et al Clinical Medicine 2023 Vol 23, No 4: 337-46



Proportion of Patients Achieving HbAlc <5.7%

Study
Duration

100

80

[e2]
o
L

N
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20 A

Patients Achieving HbA1c Target <5.7%
(39 mmol/mol)

0 4

Superiority vs.

Background
therapy

SURPASS-11
40 Weeks

52*

Efficacy Estimand

SURPASS-22 SURPASS-33
40 Weeks 52 Weeks
o1 48*

29*

Placebo

Monotherapy

SEMA 1 mg Insulin degludec

Add-on to MET
or MET + SGLT2i

Add-on to MET

*p<0.001 vs. placebo or active comparator.
Data are estimated mean; mITT population (efficacy analysis set). Logistic regression.

SURPASS-44
52 Weeks

SURPASS-5°
40 Weeks

TZP 5 mg
B TZP 10 mg
B TZP 15 mg
B Active comparator
62* Placebo

26*

Insulin glargine

Add-on to MET,
SGLT2i, or SU

Placebo

Add-on to insulin
glargine £ MET

HbA1c = glycated hemoglobin; MET = metformin; mITT = modified intent-to-treat; SEMA = semaglutide; SGLT2i = sodium-glucose co-transporter-2 inhibitor; SU = sulphonylurea; TZP = tirzepatide.

1. Rosenstock J, et al. Lancet. 2021;398(10295):143-155. 2. Frias JP, et al. N Eng J Med. 2021;385(6):503-515. 3. Ludvik B, et al. Lancet. 2021;398(10300):583-598. 4. Del Prato S, et al. Lancet. 2021;398(10313):1811-1824. 5. Dahl D, et al. JAMA. 2022;327(6):534-545.



Proportion of Patients Achieving Body Weight Loss Target 215%

Efficacy Estimand

SURPASS-44
52 Weeks

SURPASS-33
52 Weeks

SURPASS-22
40 Weeks

SURPASS-11
40 Weeks

(%)

Patients Achieving Weight Loss Target 215%

SURPASS-5°
40 Weeks

TZP 5mg

B TZP 10 mg

B TZP 15 mg

B Active comparator
Placebo

32*

7t

Superiority vs.

SEMA 1 mg

Insulin degludec

Add-on to MET
or MET + SGLT2i

Insulin glargine

Add-on to MET,
SGLT2i, or SU

Background

Monotherapy Add-on to MET

1p<.05, *p<.001, **p<.0001 vs. placebo or active comparator.

Placebo

Add-on to insulin
glargine £ MET

Note: mITT population (efficacy analysis set). Proportion of participants achieving weight loss <5%, <10% and <15% was obtained by dividing the number of participants reaching respective goals at Week 40 for SURPASS-1,2, and 5 and Week 52 for SURPASS 3,4 by the number of

participants with baseline value and at least one non-missing postbaseline value. Missing value at study end period was predicted from MMRM analysis.

MET = metformin; mITT=Modified Intent-to-Treat; MMRM=Mixed Model Repeated Measures; SEMA = semaglutide; SGLT2i = sodium-glucose co-transporter-2 inhibitor; SU = sulfonylurea; TZP = tirzepatide.
1. Rosenstock J, et al. Lancet. 2021;398(10295):143-155. 2. Frias JP, et al. N Eng J Med. 2021;385(6):503-515. 3. Ludvik B, et al. Lancet. 2021;398(10300):583-598. 4. Del Prato S, et al. Lancet. 2021;398(10313):1811-1824. 5. Dahl D, et al. JAMA. 2022;327(6):534-545.



Tirzepatide - A Wide Spectrum Metabolic Effect

C)difiable risk factors

Modifiable risk factors

N

LIPIDS Inflammatory

-10; -12%* Leptin - 34%

>40% eGFR decline

HbA1c <5.7% || BW Loss >15% @TZP 5-15mg SBP Biomarkers® LFC 13% RRR8
@TZP 15mg @TZP 15mg Triglycerides @TZP 5-15mg @TZP 5-15mg @TZP 10-15mg
43-62%1° 27-43%15 Non-HDL Chol || -5-9 mmHg* AL i -8.1% macroalbuminuria

59% RRR®

Adapted from Ferrannini G et al. Diabetes Care 2020;43:2001-9.



SURPASS - CVOT

Comparison of tirzepatide and dula
major adverse cardiovascular event
participants with type 2 diabetes an
atherosclerotic cardiovascular disea

SURPASS-CVOT design and baseline
characteristics

Stephen J. Nicholls, MBBS, PhD*“, Deepak L Bhatt, MD > John B Buse, MD¢, Si
Steven E Kahn, MBChB ¢, A Michael Lincoff, MD', Darren K McGuire, MD, MJ
Steven E Nissen, MD{, Naveed Sattar, MD ', Bernard Zinman, MD/, Sophia Zot
Amy Bartee, DNP™, Debra Miller, RN ™, Hiroshi Nishiyama, PhD™, Imre Pav(
Govinda Weerakkody, PhD ™, Russell J] Wiese, PhD ™, and David D’Alessio, M|
investigators Melbourne, Australia; New York, NY; Chapel Hill, NC; Pisa, Ita
Dallas, TX; Bocbum, Germany; United Kingdom; ON, Canada; Melbourne, Au
Indianapolis, IN; Durbam, NC

SURPASS-CVOT
(N=13,299)
Age, years 64.1 +8.8
Sex, female 3849 (28.9)
Geography
North America 1955 (14.7)
South America 3833 (28.8)
Europe 6149 (46.2)
Asia-Pacific 1,362 (10.2)
Weight, kg 02.51+18.8
BMI, kg/m? 326 +£5.5
History
Coronary artery disease 8,649 (65.0)
Myocardial infarction 6,288 (47.3)
Coronary revascularization procedure 7,630 (57.4)
Stroke 2,541 (19.1)
Peripheral artery disease 3,369 (25.3)
Hypertension 11,986 (90.1)
Dyslipidemia 1,1406 (85.8)
Current tobacco use 1,978 (14.9)
Diabetes duration, years 147 +8.8
Systolic blood pressure, mm Hg 135.0+15.7
Diastolic blood pressure, mm Hg 777 £9.7
HbAlc, % 8.4+0.9
eGFR (CKD-EPI), mL/Min/1.73 m? 76.5+21.3
<60 mL/Min/1.73 m? 3,029 (22.8)
UACR, mg/g 22.0 (9.0, 83.0)
Microalbuminuria 4,179 (32.0)
Macroalbuminuria 1,503 (11.5)

Nicholls SJ et al. Am HeartJ. 2024;267:1-11.
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GIP agonist

GIP agonism actions

} Food intake*
t Satiety*

t Insulin secretion
t Lipid buffering capacity)|
GLP1+GIP agonist

Tirzepatide

Melson E et al Clinical Medicine 2023 Vol 23, No 4: 337-46



Changes in Body
Weight Parameters
in Humans with
Multiple Ascending
Doses of AMG 133.

Véniant MM et al Nat Metab.
2024;6:290-303
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GIP
antogonist

GIP agonist

GIP antagonism actions

| Food intake
| Insulin secretion

GIP agonism actions
4+ Food intake*

t Satiety*
GLP1

agonist+GIP

tInsulin secretion
t Lipid buffering capacity
AMG-133 GLP1+GIP agonist

Tirzepatide

Melson E et al Clinical Medicine 2023 Vol 23, No 4: 337-46



A trial to learn how safe AZD9550 is in

people with type 2 diabetes who are
overweight or obese - CONTEMPO

@ Recruiting

Overview Arms and interventions Contacts

Official Title

Study identifier:
D8460C00002

ClinicalTrials.gov identifier:

NCT06151964

EudraCT identifier:
N/A

CTIS identifier:
2023-504215-32-00

A Phase I/ll, Randomised, Single-blind, Placebo-controlled, Multiple-ascending-dose Study to Evaluate the Safety, Tolerability,

Phamacokinetics, and Pharmacodynamics of AZD3550 in Overweight and Obese Participants with Type 2 Diabetes Mellitus




e
Mazdutide Reduced Blood Glucose and Body Weight in Chinese T2DM Patients

Objectives: Results:
Mazdutide is a once-weekly glucagon-like peptide 1 and glucagon Primary ou_tcame: percent_ change Secondary_outcome: perc_ent change_
receptor dual agonist under development for the treatment of from baseline to week 20 in HbA, from baseline to week 20 in body weight

obesity and type 2 diabetes. Overall mean baseline HbA . 8.06% Overall mean baseline body weight 75.2 kg

This randomized, double-blind, placebo-controlled, active-
referenced phase 2 study evaluated the efficacy and safety of
mazdutide in Chinese patients with type 2 diabetes.

Study Design:

[53-91 mmol/mol])

Secondary outcomes: proportions of participants achieving
Type 2 diabetes HbA,. and weight loss targets at week 20
inadequately controlled
with
diet and exercise alone ‘
or stable metformin

Placebo (n = 51)

Two-week lead-in, 20-week treatment, and 4-week follow-up HbA,, <7.0% (53 mmol/mol) HbA,. £6.5% (48 mmol/mol) 25% weight loss & HbA,, <7.0%
Conclusions: In Chinese patients with type 2 diabetes, mazdutide dosed up to 6 mg was generally safe and

demonstrated clinically meaningful HbA,, and body weight reduction.

Zhang B et al Diabetes Care2024;47:160-168



Effects on HbAlc and Body Weight Reduction of Survodutide, a Dual Glucagon/GLP-1 Receptor
Agonist, vs. Placebo and Semaglutide in T2DM Patients

O DG1: 0.3 mg gw
% 0 204 O DC2: 0.9 mg qw
— O DE3: 1.8 mg gw
o ] DG4: 2.7 mg gw
E = " [ DEs: 1.2 mg biw
g E =5 [ DG6: 1.8 mg biw
g £ § 154 E: . || Semaglutide® 1.0 mg qw
8= E. . s E
F— 3
53 -10- 2§ .
2T 5 ‘
w £ g L.
20 ~° Placabo E= 104 P .
£ —— DG-1: 0.2 mg qw o _ &
&% -154 - pez 0.9 mg qw &= 1 ]
g § = DG-3: 1.8 mgaw o [
o —— DG-4: 2.7 mg qw E l wd
g —= DG-5: 1.2 mg biw
g..': 204 —o— DG-6: 1.8 mg biw 5
? —+ Semaglutide® 1.0 mg
| T T T |
Baseline 5 8 12 16 17 Baseline Week 16

—=— D31 0.3 mg qw
-7 —o— DMz2: 0.9 mg gw
—=— DGE3: 1.8 mg qw
-8 —=— DG4 2.7 mg qw
—— D5 1.2 mg biw

-9 —= DGE: 1.8 mg biw

—+— Samaglutide* 1.0 mg

from baseline in bodyweight (%)
1
B

Adjusted mean (95% CI) relative change

-10 T I [ I I I I [ I [
Baselne 2 3 4 5 6 7 8 12 16 17

Bluher M et al Diabetologia2023;67:470-482



Safety of Survodutide,
a Dual
Glucagon/GLP-1-RA,
vs. Placebo and
Semaglutide in T2DM
Patients

Bluher M et al Diabetologia
2023;67:470-482

AE DG1: DG2: DG3: DG4: DGS5: DG6: Semaglutide Placebo Total
Survodutide Survodutide Survodutide Survodutide Survodutide Survodutide 1.0 mggw  (r=59) survodutide
03mggw 09mgqgw 18mggqw 27mggw 1.2mgbiw 18mgbiw (n=50) (n=302)
(n=50) (n=50) (n=52) (n=50) (n=51) (n=49)

Any TEAE 33 (66.0) 38 (76.0) 42 (80.8) 41 (82.0) 39 (76.5) 42 (85.7) 26 (52.0) 31 (32.5) 235 (71.8)

Investigator- 25 (50.0) 26 (52.0) 33 (63.5) 29 (58.0) 28 (54.9) 36 (73.5) 19 (358.0) 13 (22.0) 177 (58.6)

defined,

drug-related

AEs?

Nausea 10 (20.0) 13 (26.0) 24 (46.2) 20 (40.0) 14 (27.5) 22(44.9) 6(12.00 5(8.5) 103 (34.1)

Vomiting 6 (12.0) 7 (14.0) 12 (23.1) 13 (26.0) 6(11.8) 10 (20.4) 2(40) 1(1.7) 54(17.9)

Diarrhoea 11 (22.0) 5(10.0) 8(154) 7(14.0) 8(15.7) 9(18.4) 4(8.0) 5(8.5) 48 (15.9)

Dyspepsia 4 (8.0) 3(6.00 3(5.8) 4(8.0) 3(5.9) 6(12.2) 1(2.0) 0 23(7.6)

Decreased 6 (12.0) 7 (14.0) 5(9.6) 9(18.0) 8 (15.7) 15 (30.6) 3(6.0) 2(3.4) 50 (16.6)

appetite

Headache 2 (4.0) 5(10.0) 3(5.8) 0 3(3.9) 2(4.1) 0 1(1.7) 15(5.00
Severe AEs” 3 (6.0) 1(2.0) 4(1.7) 3(6.0) 2(3.9) 3(6.1) 0 4(6.8) 16 (5.3)

Nausea 1(2.0) 0 1(1.9) 0 0 1(2.0) 0 0 3(1.0$)

Vomiting 2 (4.0) 0 0 0 2(3.9) 0 0 0 4(1.3)

Dizziness 0 0 0 0 0 2(4.1) 0 0 2007

Serious AEs 1 (2.0) 4(8.0) 3(5.8) 2(40) 1(2.0) 0 0 3(5.1) 11(3.6)

Drug-related 1 (2.0) 1(2.0) 1(1.9) 1(2.0) 0 0 0 0 4(1.3)

serious AEs

AEs leading 5 (10.0) 5 (10.0) 11(21.2) 15 (30.0) 4(7.8) 8(16.3) 240 3(5.1) 48 (15.9)

to treatment
discontinu-
ation




GIP antagonism actions

+ Food intake
| Insulin secretion
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Dual Agonists - Building on Top of GLP1RAs
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Melson E et al Clinical Medicine 2023 Vol 23, No 4: 337-46



Efficacy of Co-
administered QW
Cagrilintide 24 mg
with QW Semagiutide
24 mgin T2DM

Frias JP, et al Lancet2023;402:
720-730
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Efficacy of Retatrutide
(GIP,/GLP-1/Glucagon
Receptor Agonist) in T2DM
People: a Randomised,
Double-blind, Placebo and
Active-controlled, Parallel
group, Phase 2 Trial

Rosenstock J., et al. Lancet 2023;
402:529-544
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The future of GLP-1
Medicines
Encompasses a
Multiagonist Approach

Drucker DJ Diabetes Care 2024
https://doi.org/10.2337/dci24-0003
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