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Naturlicher Verlauf MASLD — MASH — Zirrhose - HCC

Tantu, M. T., et al. (2025). Pathophysiology, noninvasive diagnostics and emerging personalized treatments for metabolic associated liver diseases. Npj Gut And Liver., 2(1).
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Approximate increase in the risk of new-onset
adverse clinical outcomes
Type 2 diabetes (if no type 2 diabetes at baseline) — 2.2x
Fatal or nonfatal cardiovascular disease — 1.5x
Heart failure — 1.5x

Atrial fibrillation — 1.2x
CKD (stage =3) — 1.5x

Extrahepatic cancers — 1.5x

Cirrhosis or HCC — 2-10x

N MASLD erhoht Risiko fir:

Hepatic and extrahepatic adverse clinical outcomes
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Cardiovascular disease,
heart failure, and certain
arrhythmias (atrial fibrillation)

Chronic kidney disease
(stage =3)
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Certain extrahepatic cancers
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Cirrhosis or HCC

Targher, G., et al. (2025). Metabolic Dysfunction-Associated Steatotic Liver Disease. The New England journal of medicine, 393(7), 683—698.
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Microvascular diseases (composite)

84
Reference
NAFLD

R : : , , Model 1: crude model

0 % alvsi 1 10 15 Model 2: adjusted for liver cirrhosis
nalysis time (years) . . . .
Number at risk Model 3: additionally adjusted for type 2 diabetes, hypertension, and
Reference 44606 23626 9943 o] .. . . . .
NAFLD 4943 2468 992 0 hyperlipidemia as time-varying covariates.

O er 1000PY
(v) o, (+)
N (%) exposed N (%) events ser 1000 PY Hazard ratios (95% Cl)

TS NAFLD Reference NAFLD Reference NAFLD Reference  Model 1 Model 2 Model 3

Overall [FRYE 44,606 334 1,587 11.6 5.8 2.05 2.04 1.41
cohort (10.0) (90.0) (6.8) (3.6) (10.5-13.0)  (5.6-6.1)  (1.82-2.32) (1.80-2.31) (1.23-1.61)

Ebert, T., et al. (2023). Increased risk for microvascular outcomes in NAFLD-A nationwide, population-based cohort study. Journal of internal medicine, 294(2), 216-227.
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§ 9 Lverspecifc | e 175 (95% C1058-291) MASLD erhoht Risiko flr Mortalitat:
o W B

v O . .

73 1 - Leber-spezifisch (z.B. HCC)

2 @ Cardiac-specific —— 5.54 (95% Cl 2.72-8-35)

Extrahepatische Krebserkrankungen
kardiovaskular

Mortality rate

Stefan, N., et al. (2025). Metabolic dysfunction-associated steatotic liver disease: heterogeneous pathomechanisms and effectiveness of metabolism-based treatment. The lancet.

Diabetes & endocrinology, 13(2), 134-148.
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Noureddin, M. (2026, 7. Juni). FGF-21 Analogues [Symposium presentation]. 86th Scientific Sessions of the American Diabetes Association (ADA), New Orleans, LA, United States.

Kusminski, C. M., et al. (2024). Transforming obesity: The advancement of multi-receptor drugs. Cell, 187(15), 3829-3853.
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Kusminski, C. M., et al. (2024). Transforming obesity: The advancement of multi-receptor drugs. Cell, 187(15), 3829—3853.
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GCGR agonism'#

GLP-1R agonism?5

Liver ®
1 Fatty acid oxidation
1 Glycogenolysis

1 Gluconeogenesis

| Plasma cholesterol (total, LDL, and HDL)

Central nervous system
1 Satiety

| Food intake

1 Nausea

| Body weight

| Triacylglycerol synthesis

Kidney @

® Stomach
| Appetite
| Gastric emptying

1 Glomerular filtration
1 Water reabsorption

Gl tract @
| Motility

1 Lipolysis

® Pancreas

1 Insulin

| Glucagon
Liver
1 Insulin sensitivity
| Hepatic glucose production
| Ectopic lipid accumulation

Systemic
| Hyperglycaemia B Direct action

B Indirect action

GCGR, glucagon receptor; GLP-1R, glucagon-like peptide-1 receptor; HDL, high-density lipoprotein; LDL, low-density lipoprotein. 1. Del Prato, S., et al. (2022). The incretin/glucagon system as a target for pharmacotherapy of obesity. Obesity reviews : an official journal of

the International Association for the Study of Obesity, 23(2), e13372. 2. Sanchez-Garrido, M. A,, et al. (2017). GLP-1/glucagon receptor co-agonism for treatment of obesity. Diabetologia, 60(10), 1851-1861. 3. Bankir, L., et al. (2016). Glucagon actions on the kidney
revisited: possible role in potassium homeostasis. American journal of physiology. Renal physiology, 311(2), FA69—-F486. 4. Habegger, K. M., et al. (2010). The metabolic actions of glucagon revisited. Nature reviews. Endocrinology, 6(12), 689-697. 5. Samms, R. J., et al.
(2020). How May GIP Enhance the Therapeutic Efficacy of GLP-1?. Trends in endocrinology and metabolism: TEM, 31(6), 410-421.
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GCG and GLP-1 (52%)
GCG only (17%)
@ GLP-1 only (10%)
@ Amino acid to increase solubility and stability (21%)

HO@a YK s @ROOO Q00 -

C18 di-acid

SYNCHRONIZE™-2 BMI 227 kg/m? a -
NCTO06066528" I} 76 weeks with T2D 218 Male/female 752 Ongoing

SYNCHRONIZE™-CVOT BMI 227 kg/m?2 = N
NCT06077864° ] Up to 114 weeks with CVD/CKD or risk factors 218 Male/female 5,508 Ongoing

Participants from Japan
™
SY“g?&?%ﬁgstP I 76 weeks BMI 235 kg/m2with 21 ORC 218 Male/female 27410 Completed'?
or BMI 227 kg/m?with 22 ORCs
Participants from China with
SYNCHRONIZE™-CN 2 p” &
NCT0621474111 n 52 weeks BMI 228 kg/m 218 Male/female 307 Completed

or BMI 224 kg/m?with 21 ORC

GCGR, glucagon receptor; GLP-1R, glucagon-like peptide-1 receptor; HDL, high-density lipoprotein; LDL, low-density lipoprotein. 1. Del Prato, S., et al. (2022). The incretin/glucagon system as a target for pharmacotherapy of obesity. Obesity reviews : an official journal of

the International Association for the Study of Obesity, 23(2), e13372. 2. Sanchez-Garrido, M. A,, et al. (2017). GLP-1/glucagon receptor co-agonism for treatment of obesity. Diabetologia, 60(10), 1851-1861. 3. Bankir, L., et al. (2016). Glucagon actions on the kidney

revisited: possible role in potassium homeostasis. American journal of physiology. Renal physiology, 311(2), FA69—-F486. 4. Habegger, K. M., et al. (2010). The metabolic actions of glucagon revisited. Nature reviews. Endocrinology, 6(12), 689-697. 5. Samms, R. J., et al.
(2020). How May GIP Enhance the Therapeutic Efficacy of GLP-1?. Trends in endocrinology and metabolism: TEM, 31(6), 410-421.




SURVODUTID BEI ADIPOSITAS
NEJM 2026, DOI: 10.1056/NEJM0a2600751

le Roux, C. W., et al. (2026). Survodutide Once Weekly for the Treatment of Adults with Obesity. The New England journal of medicine,
10.1056/NEJM0a2600751. Advance online publication.
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db A Phase 3, randomized, double-blind, placebo-controlled trial to investigate the safety and efficacy of survodutide among
people living with overweight/obesity without T2D

Study design* .
S T T T :
Adults N 1 B -
aged 218 %173—'4 : >
ears e 6.0, . Key secondary endpoints at Week 76:
y _ . Lo, se AR Survodutide 6.0 mg - BW reduction 210%, 215%, 220%
Overweight or > | o 17.'71 i SC QW (n=243) « Absolute change in:
obesity 3.6 T : \?vvg: ((kg))
. I N Placebo SC QW ) em
Without T2D \9 - Q - SBP (mmHg)
! ! ! ! ! (n'242) » Eating behavior PRO:
N=726 Counseling on diet and physical activity throughout the trial « Capacity to resist domain
_— + Total score
A A v A A A v A A
Screening Week0 oy Week16 Week24 Week 32 No dose Week76  Week79
titration reduc_tion Safety assessment Substudies:
permitted + Body composition and liver fat
D°(s;4e;:::fs‘)i°“ "('g'z"::::;s‘;e A * Injection-site location

Survodutide is an investigational agent and has not been approved by regulatory agencies. The efficacy and safety of survodutide is still under investigation.
*In early versions of the CTP, dose reduction was not permitted before Week 16 or after Week 32; participants missing 23 consecutive doses were required to discontinue treatment; the minimum permitted maintenance dose was 2.4 mg; between Weeks 16 and 32, up to

two attempts at dose down-titration followed by re-escalation were allowed.
BW, body weight; CTP, clinical trial protocol; PRO, patient-reported outcome; QW, once weekly; R, randomization; SBP systolic blood pressure; SC, subcutaneous; T2D, typeZdlabetes WC, waist circumference.
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Odds ratio, 8.1
(95% Cl, 4.9 to 13.6)
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S - Mean Body Survodutide, 3.6 mg to -10.2) 5] 38.8

e Weight & 40 .

< at Baseline J ©

g ~15:3 =

g -16 kg

5 ) -16.6 S 20

a Survodut!de, 3.6 mg 110.0 g

-18 Survodutide, 6.0 mg 107.3 Survodutide, 6.0 mg Estimated s
Placebo 109.1 :
-20 — . . r — difference, -13.4 0-
0 4 8 12 16 20 24 36 48 60 72 76 percentage be“ ((90 b"" ((\Qo (:o
points 50 '\, b° N
Weeks 5% Cl 154 & 5
No. of Participants to-11.4) =
Survodutide, 236 234 231 224 213 200 191 177 168 155 141 141 =5% Reduction in Body
3.6 mg Weight from Baseline
Survodutide, 239 236 233 224 215 201 195 174 164 158 145 147
6.0 mg

Placebo 240 238 233 229 221 207 202 183 162 148 139 140

Survodutide is an investigational agent and has not been approved by regulatory agencies. The efficacy and safety of survodutide is still under investigation.
*In early versions of the CTP, dose reduction was not permitted before Week 16 or after Week 32; participants missing 23 consecutive doses were required to discontinue treatment; the minimum permitted maintenance dose was 2.4 mg; between Weeks 16 and 32, up to

two attempts at dose down-titration followed by re-escalation were allowed.
BW, body weight; CTP, clinical trial protocol PRO, patient-reported outcome; QW, once weekly R, randomization; SBP systolic blood pressure SC, subcutaneous; T2D, typezdlabetes WC, walst C|rcumference
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M Survodutide, 3.6 mg M Survodutide, 6.0 mg I Placebo

Odds ratio, 3.1 (95% ClI, Odds ratio, 3.6 (95% Cl, Odds ratio, 4.1 (95% Cl, Odds ratio, 5.0 (95% Cl,
2.0to 4.7); P<0.001 2.4 10 5.5); P<0.001 2.5 to 6.8); P<0.001 2.6 t0 9.3); P<0.001
1 1 1 [ 1
100 Odds ratio, 3.0 (95% Cl, Odds ratio, 3.9 (95% Cl, Odds ratio, 6.3 (95% Cl, Odds ratio, 6.0 (95% Cl,
90 2.0to 4.4); P<0.001 2.5t0 5.8); P<0.001 3.8 t0 10.5); P<0.001 3.2to0 11.2); P<0.001
@ 1 [ [ 1
5 80+ 726 71.9
S 707
L 604 552 56.6
o
% 50- 45.9
g 404 35.7
1]
‘g’ 30- 26.0 249 285
)
g 207 12.0
10
0-
=10 =15 =

Percent Reduction in Body Weight from Baseline

Survodutide is an investigational agent and has not been approved by regulatory agencies. The efficacy and safety of survodutide is still under investigation.
*In early versions of the CTP, dose reduction was not permitted before Week 16 or after Week 32; participants missing 23 consecutive doses were required to discontinue treatment; the minimum permitted maintenance dose was 2.4 mg; between Weeks 16 and 32, up to
two attempts at dose down-titration followed by re-escalation were allowed.

14
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Lean loss ratio

(Lean body mass change [kg] / Total tissue mass change [kg])

100 1
- 80 -
(]
e Z 60 T . I .
2 2 Fat mass loss: 88,9 Fat mass loss: 89,2 Fat mass loss: 87,2
27
c2 40 A
§ =
20 A
0 Lean mass loss: 11,1 Lean mass loss: 10,8
Survodutide Survodutide Placebo
3.6 mg 6 mg (n=25)
(n=25) (n=25)

Survodutide is an investigational agent and has not been approved by regulatory agencies. The efficacy and safety of survodutide is still under investigation.
*In early versions of the CTP, dose reduction was not permitted before Week 16 or after Week 32; participants missing 23 consecutive doses were required to discontinue treatment; the minimum permitted maintenance dose was 2.4 mg; between Weeks 16 and 32, up to

two attempts at dose down-titration followed by re-escalation were allowed.
BW, body weight; CTP, clinical trial protocol; PRO, patient-reported outcome; QW, once weekly, R, randomization; SBP systolic blood pressure; SC, subcutaneous; T2D, typeZdlabetes WC, waist circumference. 16
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Survodutide Survodutide
3.6mg 6 mg Placebo
(n=25) (n=25) (n=25)

at Week 76 (%)

Relative change from baseline

=70 - -63,1

Survodutide is an investigational agent and has not been approved by regulatory agencies. The efficacy and safety of survodutide is still under investigation.
*In early versions of the CTP, dose reduction was not permitted before Week 16 or after Week 32; participants missing 23 consecutive doses were required to discontinue treatment; the minimum permitted maintenance dose was 2.4 mg; between Weeks 16 and 32, up to

two attempts at dose down-titration followed by re-escalation were allowed. 17
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SYNCHRONIZE™-1: Nebenwirkungen
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Survodutide 6.0 mg

Complication, n (%) (n=242)

Participants with any AEs 232 (96.3) 236 (97.5) 208 (86.0)

:’iaarltng:’ﬁznts with AEs leading to discontinuation of 57 (23.7) 60 (24.8) 13 (5.4)

Gastrointestinal disorders 43 (17.8) 49 (20.2) 7(2.9)
Participants with serious AEs 20 (8.3) 20 (8.3) 15 (6.2)
0 0 0

Fatal

Meiste Nebenwirkungen waren gastrointestinal

Survodutide is an investigational agent and has not been approved by regulatory agencies. The efficacy and safety of survodutide is still under investigation.
*In early versions of the CTP, dose reduction was not permitted before Week 16 or after Week 32; participants missing >3 consecutive doses were required to discontinue treatment; the minimum permitted maintenance dose was 2.4 mg; between Weeks 16 and 32, up to

two attempts at dose down-titration followed by re-escalation were allowed.
BW, body weight; CTP, clinical trial protocol; PRO, patient-reported outcome; QW, once weekly; R, randomization; SBP systolic blood pressure; SC, subcutaneous; T2D, typeZdlabetes WC, waist circumference. 18
i g ici 00751. Ad icati ing o il il




SURVODUTID BEI MASLD
Nature Medicine 2026, DOI: 10.1038/s41591-026-04479-3

Kaplan, L. M., et al. (2026). Survodutide in adults with obesity and metabolic dysfunction-associated steatotic liver disease: SYNCHRONIZE-MASLD, a randomized, double-blind,
placebo-controlled phase 3 trial. Nature medicine, 10.1038/s41591-026-04479-3. Advance online publication.
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db A Phase I, randomized, double-blind, placebo-controlled trial investigating the safety and efficacy of survodutide among
people living with overweight/obesity and at-risk MASLD

Study design Strict titration protocol

* Dose reductions permitted only between
Adults Weeks 16 and 32

aged 218 A . * Re-escalation attempts limited to 1-2
cars L g las Survodutide 6.0 mg - Treatment discontinuation required after >3
y 1 ' ;1_;2_;—:'_ SC QW (n=146) consecutive missed doses
Overweight %:eﬁ: 2.4 « Minimum maintenance dose was 2.4 mg
or obesity Lo « Maximum dose-escalation period was
- S T T T 32 weeks
At-risk b
MASLD | A Q Placebo SC QW v
R R R @ (n=70)
N=218 R
A Yy v 7y A ry v A a
Screening Dosing  Forced Week Week Week No dose Week 48 Week 51
titration 16 24 32 reduction EoT EoS
permitted
Dose escalation Maintenance Follow-
(24 weeks) (24 weeks) up

Survodutide is an investigational agent and has not been approved by regulatory agencies. The efficacy and safety of survodutide is still under investigation. EoS, end of study; EoT, end of treatment; Gl, gastrointestinal; MASH, metabolic dysfunction-associated steatohepatitis;

MASLD, metabolic dysfunction-associated steatotic liver disease:
QW, once weekly; R, randomization; SC, subcutaneous. 1. Kaplan, L. M., et al. (2026). Survodutide in adults with obesity and metabolic dysfunction-associated steatotic liver disease: SYNCHRONIZE-MASLD, a randomized, double-blind, placebo-controlled phase 3 trial. Nature 20
medicine, 10.1038/s41591-026-04479-3. Advance online publication. 2. Boehringer Ingelheim. Data on file.
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By NITs
At least one of the following:

22.61 and <4.68 kPa
20.242
20.5

21 weight-related comorbidity:

- T2D >8 kPa and <20 kPa
* Hypertension

« Dyslipidemia FIB-4 22.67 and <3.48

» Obstructive sleep apnea _ >7.7 and <11.3
* CV disease ' : -
» At-risk MASLD

 Evidence of hepatic steatosis (MRI-PDFF 28%)
» Exclusion of secondary causes of hepatic fat accumulation
 Evidence of inflammation and/or fibrosis by NITs or biopsy

MRE
W) MAST
° > 2 > 2 H
BMI 230 kg/m? OR BMI 227 kg/m? with K FasT

By biopsy

. . Liver biopsy (<3 years of
Liver biopsy screening) with MASH*

Survodutide is an investigational agent and has not been approved by regulatory agencies. The efficacy and safety of survodutide is still under investigation, Further inclusion and exclusion criteria apply. *Defined as the presence of steatosis, inflammation, and ballooning)
with Stage <3 fibrosis according to the MASH Clinical Research Network classification. BMI, body mass index; cT1, iron-corrected T1; CV, cardiovascular; ELF™, Enhanced Liver Fibrosis; FAST, FibroScan®—aspartate aminotransferase; F, fibrosis stage; FIB-4, Fibrosis-4; MASH,

metabolic dysfunction-associated steatohepatitis; MASLD, metabolic dysfunction-associated steatotic liver disease; MAST, magnetic resonance imaging—aspartate aminotransferase; MRE, magnetic resonance elastography; MRI-PDFF, magnetic resonance imaging-derived




SYNCHRONIZE ™-MASLD:
Primarer Endpunkt

Mean baseline BW:

Survodutide 6.0 mg:
Placebo: 111.9 kg

UNIVERSITAT
LEIPZIG
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) Efficacy estimand

Universitatsklinikum
Leipzig
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1 -o- Placebo

Adjusted mean change
(%, 95% CI)

-0- Survodutide 6.0 mg

-1.0% _|

ETD: -11.2%
95% Cl: —13.4, -9.0
p<0.0001

§ 1 ]
j 12.2%

(I
= Y N
AN O 0O AN ONDN

0 4 8 12 16

144 144 136 133 123
70 70 66 60 58

20 24 28 36 42
Time (weeks)

115 106 101 88 87

57 55 53 47 43

48

84
41

Survodutide is an investigational agent and has not been approved by regulatory agencies. The efficacy and safety of survodutide is still under investigation. | MMRM estimates for relative change in BW (%) from baseline.

BW, body weight; Cl, confidence interval; ETD, estimated treatment difference; MMRM, mixed model for repeated measures; T2D, type 2 diabetes.
Kaplan, L. M., et al. (2026). Survodutide in adults with obesity and metabolic dysfunction-associated steatotic liver disease: SYNCHRONIZE-MASLD, a randomized, double-blind, placebo-controlled phase 3 trial. Nature medicine, 10.1038/s41591-026- 22

04479-3. Advance online publication.
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Total LFC <5%
OR: 36.1 (95% CI: 10.1, 128.5)

LFC reduction 230% LFC reduction 250% LFC reduction 270%
Suggests MASH resolution and Suggests MASH resolution Suggests MASH resolution

histologic response?3 and fibrosis regression? and fibrosis regression? p<0.0001
OR:17.3 (95% CI: 7.5, 39.9) OR: 36.0 (95% Cl: 12.1, 107.3) OR: 46.5 (95% Cl: 8.8, 245.3)
p<0.0001 <0.0001 <0.0001
100 ~ P P
84,2

5.8

o
1

o
I 1

< (7%

o
1

responsge at Wegk 48

Survodutide Placebo
6.0 mg

89/146

Proportion with positive

Survodutide Placebo  Survodutide Placebo Survodutide Placebo
6.0 mg 6.0 mg 6.0 mg

n responders/N: 123/146 17/70 110/146 6/70 81/146 2/70

4/70

Survodutide is an investigational agent and has not been approved by regulatory agencies. The efficacy and safety of survodutide is still under investigation. Efficacy estimand. Logistic regression of percentages of participants with a relative LFC reduction
of 230%, 250%, 270% from baseline, and achievement of <5% LFC, assessed by MRI-PDFF. Cl, confidence interval; LFC, liver fat content; MASH, metabolic dysfunction-associated steatohepatitis; MRI-PDFF, magnetic resonance imaging-derived proton

density fat fraction; OR, odds ratio. 1. Kaplan, L. M., et al. (2026). Survodutide in adults with obesity and metabolic dysfunction-associated steatotic liver disease: SYNCHRONIZE-MASLD, a randomized, double-blind, placebo-controlled phase 3

trial. Nature medicine, 10.1038/s41591-026-04479-3. Advance online publication. 2. Loomba, R., et al. (2026). Clinical Utility of a 50% and 30% Decline in Magnetic Resonance Imaging-Proton Density Fat Fraction in Predicting Fibrosis Improvement in
Metabolic Dysfunction-associated Steatohepatitis. Clinical gastroenterology and hepatology : the official clinical practice journal of the American Gastroenterological Association, S1542-3565(26)00068-6. Advance online publication. 3. Stine, J. G, et al.
(2021). Change in MRI-PDFF and Histologic Response in Patients With Nonalcoholic Steatohepatitis: A Systematic Review and Meta-Analysis. Clinical gastroenterology and hepatology : the official clinical practice journal of the American 24
Gastroenterological Association, 19(11), 2274-2283.e5.
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Geometric mean baseline ALT:

Geometric mean baseline AST:
Survodutide 6.0 mg:

o Survodutide 6.0 mg: o
Placebo: 34.4 U/L ETD: -29.0% Placebo: 28.5 U/L ETD: —22.3%

95% CIl: -40.4,-154

95% Cl: -32.6, —10.5
10 - p=0.0006
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o o e - —20 T
32 8 ]
-+ @©
25 -o- Placebo -36.8% 2 _39 | o Placebo -27.9%
2T 40 A e = ]
< . @
-0- Survodutide 6.0 mg T -0- Survodutide 6.0 mg
—50 r T T T T T T T T 1 < —40 ) T T T T T T T T T
0 4 8 12 16 20 24 28 36 48 0 4 8 12 16 20 24 28 36 48
Time (weeks) Time (weeks)
144 143 134 133 122 115 106 99 85 84 145 145 137 134 124 115 106 99 87 86
n 69 68 66 59 58 57 55 53 47 39 69 68 66 60 60 59 56 54 49 40

Survodutide is an investigational agent and has not been approved by regulatory agencies. The efficacy and safety of survodutide is still under investigation. Efficacy estimand. Logistic regression of percentages of participants with a relative LFC reduction
of 230%, 250%, 270% from baseline, and achievement of <5% LFC, assessed by MRI-PDFF. Cl, confidence interval; LFC, liver fat content; MASH, metabolic dysfunction-associated steatohepatitis; MRI-PDFF, magnetic resonance imaging-derived proton
density fat fraction; OR, odds ratio. 1. Kaplan, L. M., et al. (2026). Survodutide in adults with obesity and metabolic dysfunction-associated steatotic liver disease: SYNCHRONIZE-MASLD, a randomized, double-blind, placebo-controlled phase 3

trial. Nature medicine, 10.1038/s41591-026-04479-3. Advance online publication. 2. Loomba, R., et al. (2026). Clinical Utility of a 50% and 30% Decline in Magnetic Resonance Imaging-Proton Density Fat Fraction in Predicting Fibrosis Improvement in
Metabolic Dysfunction-associated Steatohepatitis. Clinical gastroenterology and hepatology : the official clinical practice journal of the American Gastroenterological Association, S1542-3565(26)00068-6. Advance online publication. 3. Stine, J. G, et al.
(2021). Change in MRI-PDFF and Histologic Response in Patients With Nonalcoholic Steatohepatitis: A Systematic Review and Meta-Analysis. Clinical gastroenterology and hepatology : the official clinical practice journal of the American 25
Gastroenterological Association, 19(11), 2274-2283.e5.
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Geometric mean baseline cholesterol:

Geometric mean baseline triglycerides:

Survodutide 6.0 mg:
Placebo: 155.9 mg/dL
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Placebo: 182.3 mg/dL

Triglycerides Total cholesterol
n 86 37 n 86 40
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Survodutide is an investigational agent and has not been approved by regulatory agencies. The efficacy and safety of survodutide is still under investigation. Efficacy estimand. Logistic regression of percentages of participants with a relative LFC reduction
of 230%, 250%, 270% from baseline, and achievement of <5% LFC, assessed by MRI-PDFF. Cl, confidence interval; LFC, liver fat content; MASH, metabolic dysfunction-associated steatohepatitis; MRI-PDFF, magnetic resonance imaging-derived proton
density fat fraction; OR, odds ratio. 1. Kaplan, L. M., et al. (2026). Survodutide in adults with obesity and metabolic dysfunction-associated steatotic liver disease: SYNCHRONIZE-MASLD, a randomized, double-blind, placebo-controlled phase 3

trial. Nature medicine, 10.1038/s41591-026-04479-3. Advance online publication. 2. Loomba, R., et al. (2026). Clinical Utility of a 50% and 30% Decline in Magnetic Resonance Imaging-Proton Density Fat Fraction in Predicting Fibrosis Improvement in
Metabolic Dysfunction-associated Steatohepatitis. Clinical gastroenterology and hepatology : the official clinical practice journal of the American Gastroenterological Association, S1542-3565(26)00068-6. Advance online publication. 3. Stine, J. G, et al.
(2021). Change in MRI-PDFF and Histologic Response in Patients With Nonalcoholic Steatohepatitis: A Systematic Review and Meta-Analysis. Clinical gastroenterology and hepatology : the official clinical practice journal of the American
Gastroenterological Association, 19(11), 2274-2283.e5.
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Survodutide

6.0 mg Placebo

ETD (95% CI) p-value

Parameter (n=146) (n=70)

SBP,* absolute change, mmHg —6.7, n=86 0.7, n=41 7.4 (-11.3t0-3.4) 0.0003

DBP,* absolute change, mmHg -0.5, n=86 2.2, n=41 2.7 (-5.3t0-0.03) 0.0478

Waist circumference,t

-11.1, n=84 -1.9, n=39 -9.3(-11.8t0-6.8) <0.0001
absolute change, cm

HbA1c,* absolute change, % -0.6, n=86 -0.02, n=39 -0.6 (-0.8t0-0.3) <0.0001

HOMA-IR, relative change, % —46.3, n=72 —12.4, n=31 -38.7 (-53.6 to —19.2) 0.0007

Survodutide is an investigational agent and has not been approved by regulatory agencies. The efficacy and safety of survodutide is still under investigation. MMRM estimates for change from baseline. *On treatment. tEfficacy estimand. ClI,

confidence interval; DBP, diastolic blood pressure; ETD, estimated treatment difference; HbA1c, glycated hemoglobin; HOMA-IR, Homeostatic Model Assessment of Insulin Resistance; MMRM, mixed model for repeated measures; SBP, systolic

blood pressure. Kaplan, L. M., et al. (2026). Survodutide in adults with obesity and metabolic dysfunction-associated steatotic liver disease: SYNCHRONIZE-MASLD, a randomized, double-blind, placebo-controlled phase 3 trial. Nature medicine, 27
10.1038/s41591-026-04479-3. Advance online publication.
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Participants with AEs, no. (%) Survodutide 6.0 mg (n=146)

Any AE 127 (87.0) 55 (78.6)

AEs leading to treatment discontinuation 34 (23.3) 7 (10.0)
Gl-related 29 (19.9) 3(4.3)

AEs reported in 210% of participants in any arm
Nausea 82 (56.2) 10 (14.3)
Vomiting 62 (42.5) 5(7.1)
Diarrhea 43 (29.5) 7 (10.0)
Constipation 41 (28.1) 7 (10.0)
Decreased appetite 17 (11.6) 7 (10.0)
Upper respiratory tract infection 16 (11.0) 4 (5.7)
Fatigue 15 (10.3) 4 (5.7)
Headache 11 (7.5) 9(12.9)
Abdominal distension 11 (7.5) 8 (11.4)

Serious AEs 14 (9.6) 8 (11.4)

Meiste Nebenwirkungen waren gastrointestinal

Survodutide is an investigational agent and has not been approved by regulatory agencies. The efficacy and safety of survodutide is still under investigation. AE, adverse event; Gl, gastrointestinal; GLP-1 RA, glucagon-like peptide 1 receptor agonist.
Kaplan, L. M., et al. (2026). Survodutide in adults with obesity and metabolic dysfunction-associated steatotic liver disease: SYNCHRONIZE-MASLD, a randomized, double-blind, placebo-controlled phase 3 trial. Nature medicine, 10.1038/s41591-026- 28

04479-3. Advance online publication.
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Medizinische Fakultét Medizin ist unsere Berufung.

' Qutcome bei Menschen mit Adipositas abhangig von Komorbiditaten
‘ MASLD und MASH beeinflussen signifikant Patient:innen-Outcome

‘C Dualer Glukagon-GLP1-Co-Agonist Survodutid senkt Korpergewicht substantiell +
verbessert entscheidende metabolische Parameter bei Menschen mit Adipositas

* ~90% der verlorenen Kérpermasse ist Fettgewebe

‘C Survodutid senkt Leberfett signifikant und verbessert entscheidende metabolische
Parameter bei Menschen mit Adipositas und MASLD

* >60% aller Patient:innen haben keine Fettleber mehr (Leberfett <5%)

‘“ Studien-Nebenwirkungen Gl-bedingt, durch striktes Titrationsschema beeinflusst
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