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(monotherapy)
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I ORIGINAL ARTICLE

Orforglipron, an Oral Small-Molecule GLP-1
Receptor Agonist, in Early Type 2 Diabetes

}. Rosenstock,

S. Hsia,* L. Nevarez Ruiz,” S. Eyde,* D. Cox," W.-S. Wu,' R
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ACHIEVE-]1 Trial Investigators®
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B Percent Change in Body Weight over Time (MMRM analysis — efficacy estimand)
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Orforglipron, 36 mg 141 138 137 135 134 130 128
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https://www.nejm.org/doi/full/10.1056/NEJMoa2505669

Orforglipron Manageable Side Effects / Low Dropout Rate

Orforglipron, 3 mg  Orforglipron, 12 mg  Orforglipron, 36 mg Placebo Overall . .
Event (N=143) (N=137) (N=141) (N=138) (N=559) Orforglipron side effects
. appear reasonably benign
number of participants (percent) with a Vomiting rate under
Any adverse event emerging during 102 (71.3) 111 (81.0) 119 (84.4) 102 (73.9) 434 (77.6) 15%.
treatment
Any serious adverse event 8 (5.6) 7 (5.1) 4 (2.8) 5(3.6) 24 (4.3) Impressive for an oral
Death 240 k-7 g 5405 4105 treatment (and considering
Adverse event leading to discontinuation 8 (5.6) 6 (4.4) 11 (7.8) 2 (1.4) 27 (4.8) other orals).
of orforglipron or placebo
Gastrointestinal adverse event leading 4 (2.8) 3(2.2) 8 (5.7) 0 15 (2.7) . . .
to discontinuation of orforglipron Given the _beneflt of thI.S drug
or placebo for the patients tested in the
Adverse events that emerged during study, the adverse events
treatment and occurred in =5% appear well worth bearing
of participants in any trial group '
Diarrhea 27 (18.9) 29 (21.2) 36 (25.5) 12 (8.7) 104 (18.6) importantly, whispers that
— = Drpepsia D00 2@ Al 903 _ _ 20D 1 orfo might be associated with
| _Nausea _ _ _ _______BE8_ _ __2d82 23063 32 __ 80123, | potential serious risks such
Constipation 12 (8.4) 23 (16.8) 19 (13.5) 5 (3.6) 59 (10.6) cardiac risk were not
Abdominal distention 6 (4.2) 7 (5.1) 16 (11.3) 11 (8.0) 40 (7.2) supported in any way by this
Decreased appetite 5 (3.5) 14 (10.2) 16 (11.3) 3(2.2) 38 (6.8) study. The rat e
B R R R R AR AN S 1 . .
| Vomiting 7 (4.9) 9 (6.6) 20 (14.2) 2 (1.4) 38 (68) higher in placebo than the
Headache 8 (5.6) 5 (3.6) 10 (7.1) 6 (4.3) 29 (5.2) highest dose arm.

Sourcehttps://www.nejm.org/doi/full/10.1056/NEJM0a2505669
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Lilly PitchOrforgliprortHas Potential to Make Significant Impact
on Public Health

Broad Development
& Plan é Scalable Supply

Obesity Type 2 Diabetes Separate Small Molecule o
2 Studies 5 Studies Manufacturing Footprint Once-Daily Pill
Obstructive Investment At-Risk to

Hypertension No Food or Water Restrictions

Sleep Apnea Support Global Launch

No Cold-Chain

. International Reach and Scale
Storage Requirement

Maintenance Other

Sourcehttps://investor.lilly.com/statiefiles/366044927d654649-bc20f7b4372c2b2b
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Investigator Comment

Q There Is always room for
Innovation. This i1s a smalk
molecule nonpeptide that has
potential to open access to more
people because It Is easier to take
and Is simpler to produce, and In
theory should be less expensive.dz

JulioRosenstock M.D., FACE
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Topline Phase QrforgliprorData for Obese Patients Scheduled fo
Q3 2025

Trial Design Key Considerations

72-Week Treatment Period Baseline Characteristics
Weight (kg) 103.2
BMI (kg/m2) 37.0
12mg  24mg  36mg Age (years) 45.1
: Female (%) 64.2%
0 B 8 12 16 20 24 72
Weeks
Dose escalation every 4 weeks until reaching target Orforglipron could provide an easy-to-use option
dose of 6mg, 12 mg or 36 mg leveraged across a range of care settings
O Topline results Q3 2025 Potential to demonstrate efficacy and tolerability

within the range of injectable GLP-1 medicines

Sourcehttps://investor.lilly.com/statiefiles/366044927d654649-bc20f7b4372c2b2b
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Hengrui(Kailerg Data at ADA on 204 pt Oral AL.Btudy (HR%35)

RESULTS

Patients
» 204 patients (86.8%, range: 79.2%-93.5%) completed the 36-week treatment period (Figure 2).

» At baseline, the mean BMI was 32.5 kg/m? and the mean body weight was 91.6 kg; 48.5% of the patients were female (Table 1).

Table 1. Demographics and baseline characteristics.

HRS-7535 once dail
Placebo 30 mg 60 mg 120 mg 180 mg
Rardenant
s Oharacteristics (n=46) (n=48) (n=47) (n=46) (n=48)
Age (years) 351 £8.2 34183 31573 332166 33.5+10.2
Female sex. n (%) 22 (47.8) 23 (47.9) 23 (48.9) 22 (47.8) 24 (50.0)
‘ Body weight (kq) 0.4 + 13.1 91.7 £ 14.8 930 +13.9 902 + 137 017 +14.3
s BMI (kg/m?), n (%) 32426 32.7 £34 328132 323%32 323+25
- WS at e >325 20 (43.5) 20 (41.7) 22 (46.8) 20 (43.5) 21 (438)
: <325 26 (56.5) 28 (58.3) 25 (53.2) 26 (56.5) 27 (56.3)
Vst chuleumc 104395 103.9 £ 108 1049 £95 1032496 1037 £85
[T o a— S : {cm)
etperopebes s A b o HbA. (%) * 53103 5303 5203 53+03 53+03
‘ Sl gt FPG (mmoallL) ® 56404 56+05 5505 57405 56 +05
(Fm"‘rﬂ)sf’”’" Ll 144.48 £ 79.99 138.01 £ 7007 146.74 + 93.73 152.45 £ 90.62 131.16 £ 73.80
Total cholesterol
ro—— re—— @ (mamolL) 492 +1.00 478 +0.85 5.03 +095 493+094 488 +0.80
Heh—a— f R i . non-HDL-C (mmol/L) 3.78 +0.99 3.62 £ 0.87 3.89 £ 0.88 3.77+ 091 3.7240.76
1628 e e Triglycerides (mmolL) 1.93 + 0.99 169 * 1.06 2.02 £ 2.31 194+ 1.14 1.81 + 091
SBP (mmHg) 120.5 £ 12.3 1189 11.2 118.3 + 10.8 1195 £ 11.6 1183 £11.3
' DBP (mmHg) 820196 B14+7.1 81480 811482 793185
- - e R Pulse rate (beats/min) 759 % 8.4 78.7 +85 799+96 795+ 8.8 77.3+8.8
& EN) cormplebed bt rect 41 [88.9%) conaele tatvert & [833%) corpedad sestvert 3
6GFR (mL/min/1.73m?) b 1121 £133 110.7 £13.2 1129+ 13.8 112.0 + 140 1135 + 14.9

. % . Note: Data are presented asn (%), mean + standard deviation, oras otherwise indicated.
Flg ure 2. Trial proflle 3 Measurements in this table were obtained using local laboratory testing. ® The estimated glomerular filtration rate (eGFR) was assessed usng the Chronic
Kidrey Disease Epidemiology Collaboration (CKD-EPI) method.
non-HDL-C, non-high-densty lipoprotein cholesterdl; SBP, systolic blood pressure; DBP, diastolic blood pressure; HbAlc, glycated hemoglobin; FPG, fasting
plsma glicose; eGFR, estimated glomerular filtration rate.
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Much Higher Weight Loss on HRS35 Drug if Only
Patients that Got Exposure to Drug are Included
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This is an interesting post-
hoc analysis which implies
that not all patients get the
same exposure to an oral
GLPR1 but that those that do
respond very well.

This seems to suggest that

the drug could ultimately do
much better than one sees

in early datasets.

This analysis also makes
one wonder how much
exposure other drugs are
getting.
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Re g RGIS (Oral GI-P Agonist)

First Report on the Small-Molecule, Oral GLP-1 Receptor Agonist RGT-075 in Obesity: A Randomized, Placebo-Controlled Phase 2a POC 12-Week Study

Rosenstock J', Lender DY, Crawford K', Guzman D?, Raiser P, Sun F4, Cai Q%, Lin ¥, Liu F°, Grimm M

1.Velocity Research at Medical City Dallss. TX,USA; 2. Velocity Clinical Research at Los Angeles (Westlake), CA, USA; 3, Velocity Clinical Research at Omaha, NE, USA; 4. QL Regor Therapeutics Inc. Shanghal, China; 5. Regor Pharmaceutical Inc. MA, USA

Abstract

Background and Aims: GLP-1 RAs are highly effective peptides increasingly used for type 2 diabetes (T2D) and
obesity management. However, mainly injectable options are available except for oral semaglutide. RGT-075is a
new, non-peptide, small molecule oral GLP-1 RA being developed as a treatment for adults with obesity,

Materials and Methods: This phase 2a, randomized, double-blind trial (NCT06277934) involved adults with
obesity (BMI 2 30 kg/m’) or overweight (BMI 2 27 kg/m’) with at least one comorbidity and no T20 (HbA1c < 6.5%).
Participants (N=73) were randomly assigned to either 125 mg of RGT-075 or placebo once daily for 12 weeks, with
a 8-week dose titration (from 15 to 125 mg QD) followed by a 6-week dose maintenance period (125 mg QD).

Results: Baseline characteristics were generally comparable between the groups (median age 50.0 yrs, Weight
103.9 kg, BMi 36.6 k/m’). Out of the total participants, 50 received RGT-075, and 23 received placebo. At week
12, the LS mean percentage change in body weight was -5.4% with RGT-075 compared to -0.45% with placebo
(p <0.0001). In addition, a significant and clinical meaningful reduction of systolic (-10.8 mmHg (placebo
adjusted), p = 0.0022} and diastolic (-4 & mmHg (placebo adiusted), n = 0.0371) blood pressura was obsenad.,
There was no pulse rate increases. The most frequently reported adverse events in the RGT-075 group were
nausea (40%) and vomiting (24%), which were mild or moderate, No liver abnormalities or other serious adverse
events related to RGT-075 were observed. The discontinuation rate due to adverse events (AEs) was 4% for both
RGT-075 and placebo. The pharmacokinetic profile supported once-daily (QD) oral dosing. Conclusion: RGT-075,
2 small molecule oral GLP-1 RA, demonstrated a significant weight reduction with robust blood pressure changes and
a safety profile consisted with the GLP-1 RA class. These findings support further clinical development of RGT-075.
Conclusion: RGT-075, a small molecule oral GLP-1 RA, demonstrated a significant weight reduction with robust blood

pressure changes and a safety profile consisted with the GLP-1 RA class. These findings support further clinical
development of RGT-075.

dy Desig

Study Population: Obesity or Overweight without Type-2 Diabetes

Treatment Placebo
n=50 Screening/
Placebo Run.in
n=23 30 125
| ' ' ' ' | ] | ' ' |
Week - -1 0 4 2 3 3 5 $ N s 3 e

Randomization

Demographics and Baseline Characteristics

RGT-075 (N =50)

* Age (Years), Mean (SD) 50.0(13.09) 50.8(13.30)
* Sex, female (36) 82 74

* Race, white (%) 72 87

* Baseline Weight (Kg), mean (SD) 101.9(16.4) 103.7(17.0)
* BMI (Kg/m2), mean (SD} 37.1(4.1) 37.1(4.0)

* Baseline HDATC (%), mean (SD) 5.68(0.40) 5.61(0.46)
* Patients {3b) with baseline HbAtc (5.7-6.4%) 38 35

Key Inclusion Criteria: Age 218 and 75, BMI 227 kg/m” and £45 kg/m”, Stable body weight
Key Exclusion Criteria: Diabetes

Source: hitps://ada.apprisor.ora/

Body Weight Loss without Plateau

Change in bo dywei ght %)

Time since randomization (weeks)

MMRM Moget LS Mesn

HbA1c Change

HbA1c (%)

7
LS Mean Differance | -

| P-valug 0.0008

LS Mean (SE) Change
from Baseline

RGT-075 Placebo

Blood Pressure Reduction

Systolic Blood Pressure (mmHg)

|
I

LS Mean Ditference -\/-10 29)
C1(-17.98, 3,81

P-value 0.0032

LS Mean {SE) Chango
from Baseline

RGT-075 Placel

bo

Diastolic Blood Pressure (mmHg)

1 A~
LS Mean Ditference (-5.53)
95% C1(10.19, -0.860—"
Pvalue 0.0211

LS Mean (SE) Change
Trom Baseline

RGT-075 Placebo

— T

Gl Adverse Events
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Y Ay

Adverse Events that Occurred
in 25% of Patients

}S Patients with RGT-075
[T Drug-related (N=50)
fF GITEAEs
E -
Nausea 40% 4%
. Vomiting 24% 0%
Constipation 10% 9%
RGT-078 Well scceptabie even with the
Oose (mg) ty short titration (6 ve.
svalence of nausea and vomiting 12 weeks) |
* No orug-retated drop-outs due to AES {same rate as placebo) ,"

« Tolerability Improves within 4 weeks on target sose

95% C1{-0.32, -0.08) "

Safety and Tolerability

Treatment Discontinuations

RGT-075 (N =50)

Total Number of Patients
Completed Treatment 84% 87%
Discontinued Treatment 16% 13%
Reason for Treatment Discontinuation
Adverse Event a%* 4%°
Death 0 0
Non-compliance with Study Drug 0 0
Non-compliance with Protocol % 0
Withdrawsl by Subject 6% 9%
Lost to follow-up 4% 0

*All were due to Gl AEs
Treatment-Emergent Adverse Events Were Mild or Moderate - No Serious AE

Percentage of Patients with TEAEs RGT-075 (N =50)

Any TEAES 68% 529
Mild 66% 44%
Moderate 30% 30%
Severe 2% 0%

Serious (SAE) 0% 0%

Leadingto Dose Reduction 2% 0%

Leading to Withdrawal from Treatment 4% 4%

Conclusions

RGT-075, a small molecule oral once daily dosing GLP-1R agonist

» Significant weight loss without reaching a plateau

» Meaningful blood pressure reduction within 12 weeks of treatment

» Tolerability and Gl adverse event profile consistent with GLP-1 RA class

» These proof-of-concept findings support further clinical development of
RGT-075, an oral small molecule, non-peptide GLP-1 RA

Clinical Trial Registration Number: NCT06277934

DISCLOSURES: 1-J. Rosenstock Advisory Panel. Amgen Inc. Appbad Therapautics, Bayer Phasmaceuticals_ Inc, Biomea Fusion, Corcept
Therapeutics, Ei Litly ang Company, Hanmi Pharm_ Co , Lid, Novo Nordisk, Regeneron Pharmaceuticals, Regor Therapeusics, Roch:
Pharmaceuticals, Sanotl, Structure Therapeutics, Inc. and Zealand Phamma A’S. Research Support. Amgen Inc, Appled Therape:
AstraZeneca ES Lilly and Company, Merck & Co , Inc. Novanis AG, Novo Nordisk, Pfeer Inc, Regeneron Pharmaceuticals. and Sanofi

FUNDING: The study was sponsored by Regor Phamaceuscal
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MindRankMDO0OO1 Shows Solid Weight Loss with OratlGLP

HANGZHOU, China and LONDON, June 24, 2025 (GLOBE NEWSYWirERanka clinical stage artificial intelligence (&tpowered drug
discovery company, today announced positive topline results from a Phase 2b clinical trial of its propdesagynéd oral GR1 receptor agonist (GLP
1RA), MDBO1, in adults with obesity or overweight in China.

In this 24week, randomized, placelmmntrolled study, MDBO1 demonstrated clinically meaningful, dakpendent weight reduan. Participants
receiving MDRO1 achieved mean body weight reductions ranging from 8.2% to 10.39@2(Kg) compared to 2.5% (2.4 kg) in ptecebo group
(p<0.00001). Placekadjusted weight loss ranged from 7.1% to 7.8%, with 70.9% to 85.4% of participants achieving at le@gtt 36sswend 34.5% to
48.1% achieving at least 10% weight loss.

In addition to weight reduction, MEDR1 delivered significant improvements in key cardiometabolic markers, including wamstereace, blood pressure,
and lipid profiles, underscoring its potential as a comprehensive metabolic therapy.

MDROO1 was well tolerated, with no treatmeelated serious adverse events (SAES) reported. The most common treameeyggntdverse events
(TEAES) were mild to moderate gastrointestinal symptoms, such as nausea, vomiting, and diarrhea, which were predoemeahdyroizsthe initial 6
week doseescalation period and resolved within 1 to 5 days.

Importantly, hepatic safety analyses showed no evidence of transaminase elevation, even among approximately 20% d$ patti@paexisting liver
impairment. In fact, ALT and AST levels were significantly reduced in 0@ MiFatment groups compared to placebo. Addsilgnno clinically relevant
increases in heart rate were observed. The overall discontinuation rate due to TEAEs was only 0.8%.

Professot.inongJdi, Leading Principal Investigator of the study, Director of Endocrinology and Metabolism at Peking University Petahletsniéoked:

¢ M[BOR1 has demonstrated compelling efficacy, tolerability, and metabolic benefit in this trial. Its oral formulation @lé &afety profile make it a
highly attractive candidate forlotnger m obesi ty management, supports its progression to

Source:https://www.globenewswire.com/news -release/2025/06/24/3104170/0/en/MindRank -AnnouncesPositive-Phase2b-Resultsfor-Al-DesignedOral-GL RP1-ReceptorAgonist-MDR001-in-Adults-with -Obesity-or-Overweight.html
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AscletisSAD Data Shows Reasonable Safety and Good PK

ASC30, an Oral GLP-1R Biased Small Molecule Agonist in Participants with Obesity—A First-in-Human Single

.

Poster number: 750-P

Ascending Dose Study

Jinzi Jason Wu and Vanessa Wang. Ascletis Pharma (China) Co., Limited, Hong Kong ey

y SIRML

ascletis

@ INTRODUCTION

ASC30 is a fully biased oral GLP-1R small-molecule agonist that does not
recruit B-arrestin and is more potent than orforglipron (Table 1.). It is
designed as one small molecule for both once-daily oral and once-monthly
subcutaneous administration to treat obesity and related metabolic disorders.

Table 1. cAMP activation in Flp-In-292-GLP1R cells
expressing human GLP-1R (Head-to-head study)

cAMP activation

g-arrestin 2

o ECs. M (meansSD)  ECss. nM (meansSD)
Orforgligron 0.0180 £ 0.0043 >30,000
ASC30 0.0088 £ 0.0017 >30,000

This was a randomized, double-blind, placebo-controlled single
ascending dose FIH study of ASC30 tablet (NCT06680440, Figure 1.).

Figure 1. FIH SAD Study Design
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@ RESULTS

Key findings in ASC30 tablet SAD PK

« Mean half-lives (T1/2) support once-daily oral dosing (Table 2.).

« ASC30 pharmacokinetics show dose proportional across the range of 2 mg to 40 mg
tested. (Table 2. and Figure 2.). No statistically significant difference between fasted and

fed cohorts. .
Table 2. ASC30 tablet SAD PK profile in humans
Cohort 1 0B Cohort 2 OB Cohort3 0B Cohort 4 OB Cohort 5 OB
(n=6) (n=6) (n=6) (n=6) (n=86)
Fasted Condition Fasted Fasted Fastad Fastad Fasted
Dose level (mg) 2 5 10 20 40
T, (hr) 11211 5842361 437245 33003 39.3=155
vty TO(4080)  50(4080)  50(4080)  60(4030)  60(080)
C. e (ng/mL) 85=23 4882205 7342273 208.3=56.1 4000=1818
AUC,, (hr'ngimL) 8822204 450.0=1428 748923600 22500-8488 42517212485
AUC,__* (hr*ng/mL) 109.0=24.1 801.123184  1,1105:=5610 30583=787.8 6,7765=1.0600
AUC,, (hr*ng/mL) 131.3=248 88068208747 11750827428 3.0086=801.1 7.2830:=28740

Note: “AUC,- Cohort 1: calculated from 0 10 35 or 48 hours. Cohort 2- calculsted from O 10 96 or 120 hours: Cohont 3-S5 calcutated

from 0 10 120 howrs. OS5 = obesity.
Figure 2. ASC30 oral daily tablet PK curves
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Source: https://www.ascletis.com/data/upload/ueditor/20250618/ASC30_poster_ @ ADA 2025.pdf

Figure 3. ASC30 tablet SAD Safety Profile
S ot Pamcipents with 1HA- 3 % of Participants by Severity of TEAEs
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Key findings in safety profile

» TEAEs were higher than placebo, with 3ll mild/moderate in seventy (Figure 3.).

No SAEs, deaths, or discontinuations.

No liver enzyme elevations, QTc prolongation, or other clinically significant
ECG/iab changes.

G| TEAEs were mild or moderate, consistent with other incretin therapies. No
vomiting at 2 mg and 5 mg doses.

-

- Cezmlenyoes.fS atl ceGoevanten ot Atire COMeraccnt

ASC30 tablet was well tolerated, with low Gl TEAEs and no vomiting at 2 or 5 mg.
ASC30 demonstrated high potency and a supenor, dose-proportional PK profile
supporting once-daily oral dosing.

In MAD study, ASC30 tablet achieved up to 8.3% weight loss in 4 weeks in
participants with obesity®.

In participants with obesity, ASC30 SQ injection exhibited a half-life of 36 days,
supporting once-monthly dosing*®.
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ADA: Huadong Medicine HDM1@®d2all Molecule GEPAgonist
Preliminary Effect on Body-Weight Reduction

Figure. LSM change from baseline in bodyweight during treatment (a) and absolute mean change from baseline in
bodyweight during treatment (b)

(a) LSM change in body weight (b) Mean change in body weight
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Time (week) Time (week)
—&— HDM1002 (50 mg QD) —O— HDM 1002 (100 mg 12)
* - HDM1002 (200 mg QD) A HDM1002 (100 mg BID)
= HDM1002 (400 mg QD) -{ - Placebo

» Dose-dependent body weight reduction was observed on Day 29.
» Dose groups of 200 mg QD, 100 mg BID and 400 mg QD showed greater absolute and percent decreases in body weight compared to

placebo group (p<0.001). The LSMean (95% CI) percentage changes from baseline were -6.843% (-8.023, -5.662), -5.076% (-6.213, -
3.939) and -4.902% (-6.039, -3.764), respectively.

Source: https://diabetesjournals.org/diabetes/article/74/Supplement_1/737 -P/160213/737-P-HDM1002in-Chinese-Adults-with-Overweightor
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Weight Loss at ADA frdvhe t s MET@9Yid-ully Biased, Ulttang Acting GL:-P

1 Receptor Agonist

MEAN % CHANGE FROM BASELINE IN BODY
WEIGHT ACROSS COHORTS

o N OB

% change from baseline in body
weight and 95% CI

Study Day

-®@- Pooled Placebo (N = 20) 0.6 mg (N = 20) -#- 0.8 mg (N = 20)

-8~ 1.0mg (N = 20) -m- 12mg(N=20) =—A- 0.4/0.8/1.2mg (N =20)

MEAN PLACEBO-ADJUSTED % CHANGE
IN BODY WEIGHT AT DAY 85

2

¥ o

I

-2 [
o (o2}

baseline (placebo adjusted) and 95% CI
S i &

LSM % change in body weight from

—
S

04/08/12mg 06mg 0.8 mg 1.
(n=19) (n=17) (n=19) (n

Results are based on a mixed effects repeated measures (MMRM) model where treatment group, visit, treatmartiy visit interaction, and baseline body weight are fixed effects .

Source: https://investors.metsera.com/static _-files/3c3a57f8-8fe9-46f1-9fb2-d174833fea8e
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MetseraGLP1 Poster at ADA

A 12-Week Trial of MET-097: A Potent and Ultra-Long Acting GLP-1 Receptor Agonist

Robert Stoekenbroek, fenna Bisch, Sheela Kolluri, Mustafa Noor, Jason Mallory, Rory Cunningham, Brian Hubbard, and Steven P. Marso

Metsera, Inc, New York, NY and Loodon, UX

BACKGROUND

Natrient-stemulated hormone (NuSH | analogs are hghly effective and have the potential
to improve population health

* Y, their utidization is Imited relstive 10 the addressable patlent pogesiation due to the
need for weekly gections, complex and prolonged trration reglmens, tolerablity saoes,
and access lmtations

*  MET- a fully basad, vitralong scting ghucagon ke poptida recepror (GLPAR)
agonist, with the potantial for monthly dosing and weekly dosing with simpiified or no
tiation

*  This study evaksated tha efficacy, cafaty, 10lerabilty, and phamacokinetics (PX) of
once-weekly (W) MET.og7 doses with and without dose tRration

o W alio evinkuated the safuty, toleabilty, snd efficacy of & single candicate monthly dase

METHODS

o Thin was o rsedomized, double bling, placebo controlled Prue aa ciinioal tried conducted
2% 3 shes and in adudt particpants with chesity or overwelght but othersize healtéy
'NL Tob&s2017)
= Kay ncuson critenm nchided body mans ndes (R af
fitration rate (#CFR) of y9e mdjmin
ey ewunbe Rerie mouded o
mmity, and skrvated resting puse of 3100
«  Atotal of 2o pa pants wore assigned to 5 coharts (randomization within «ach cohart)
with 20 MET-097 #vd 4 placebo purticipants pec coboet receiving 13 QW doses and a single
candicate manthly 131h duse (2« or g2 the weakly dosw)
. .h- pricary efficacy endpoint was p.u.r» change from baselne {SCFB) body weighe at
Day 85 (v week after the 12th QW dose)
*  Addtionally, we expiored safety, '.dm:bu-rv. and bocty welght logs after the single
candicate montNy vk dose
* The polmiany efficacy asalysis contmparod sach MET-0g) dose group to the posled placeboe
grosg at y atfhrstrent using 3 mixed moded for repeated
Froaum, viult, trestment-bry vislt nler action, and

o 38 bgin' wnd estmated glommnier

£, pregramincateg, sealed Mood preswure of naalys

™

RESULTS WITH 12 WEEKLY DOSES

FRIMARY EFFICACY ENDPOINT:-SCFB BODY WEIGHT

Fapore 1 1S Mean (2ot CI) YOPR Weight
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BASELINE CHARACTERISTICS AND DISPOSITION

ticipards warw Unated

o Al o randomized p

*  Overal, »1.7% of participants discontinued treatment (3% to 20X for MLY-057, 33 for placebo)

¢ Reasors for disconmtinuation indudec withdrawal pants ), bost 1o follew
up {4), protocol deviation, physician decision, noncomplance with study dng, and pregnancy

B
.

Fipoe 1 1S Mean Differmnce {2991 C1) From Placebo SCFB Weight at Day §4
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SAFETY AND TOLERABILITY OF WEEKLY DOSING
+ Al gatroirtestionl (G1) TEAEs were mald of moder ste; sione wets iever s
s The safety prafile was in ine with GLPR aganist class, with no unexpected findings

sbie 3 Owerall TEAES and G ALy daring weekly dosing
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RESULTS AFTER SINGLE CANDIDATE MONTHI E

EFFICACY OF CANDIDATE MONTHLY DOSE

o Welght loss trajectory continued from Day 85 to Day vy after 3 single 4x QM dose

¢ Inthe 1« dose groups, body weigh ainod between Day 05 and Day 19
{d¥ference In mesn placebo-subtracted XCHS body welght of 2 or less; data not shown)
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SAFETY AND TOLERABILITY OF CANDIDATE MONTHLY DOSE

¢ GITEAES wore uncomenon, and all wore mikd nond were moderate of sevene

o Dne participant experiwigsd wdous cholec patitls (classified ay
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CONCLUSION

¢ Twehe weeks of QW MET-0g7 resulted ¥ up ta v 3% weight lasy fram baseline (placobo
subt

¢ The overall safety profile was conststent with GLP- class

¢ GITEAES wore mostly mid, nane were savere, and 1olerabilky in the cobort that received
doses tiration wan similar 1o placebo

* A ax single candidate monthly dose was well tolerated and continued the welght loss
trajectory of QW dosing

+  Ongoing Phase 2b MET.og7 tri:
Eration and monthly dosing

e studying waekly dosing with siimplified or no
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Safety, Tolerability, PK, and Efficacy of MET-097: A Next-Generation Nutrient-

Mebsera*

Stimulated Hormone Peptide Analog for Chronic Weight Management

Mark Stroh, James Minnion, Stephanie Ranck, Sheela Kolluri, Ali Seddighzadeh, Robert Stoekenbroek, Jason Mallory, and Steven P. Marso

RESULTS

Metsera, Inc,, New York, NY and London, UK

INTRODUCTION
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METHODS

amilzed, doubila-bind, placebo-controlled Phuse 1 chndcal trial conducted
852647)
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MET-097 SAD PK PROFILE

*  MET-097 shows a dasedependent concentration profile with low variability and a
monophasic fall from peak (Figure 2)

¢ The MET 097 single dose PK profie Is further characterzed with a dearance of 13.4

to 261 miJh and time to half maximum (peak) concentration (€ ) of +& days
{observed hali-lie)

Figurs 2. Preliminary PK profile up to Day 29 following a single dose of MET-097
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MET-097 SAD SAFETY AND TOLERABILITY
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ment-emer gent adverse events (TEAEs
s (ranges of 33.3% to 100X In MET-097 and §0.0% In the pooled placebo

Jwere repoted In 66

*  Maost gastromtestinal (G1) TEAEs were mild; nane were severe
MET-097 MAD PARTICIPANT CHARACTERISTICS
Tabile .. Demographics and basaline characteristics
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MET-097 MAD PK PROFILE MET-067 MAD SAFETY AND TOLERABILITY

*  MET-097 plasma exposare scoumnulated gradually with an sccumulation ratio of -y *  There were no serious TEALs (Table 2)
after 5 doses (Figure 3A) o G

were all mild among active MET-097 participants, except for 1
YOIt ing i thet 1.0 ME: NONR Were severs

«  After g weeldy doses {08 ny
ncrease In exposure (Figure

, 3 2-fold dose increase (1.6 mg) led to a predictable moder

) 3. Ovweall ard GI TEAES
Figuite 5. Preliminary PK profile following MAD of MET-og7 frenred
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*  Vomiting was generally confined to the first wesk of
rapid onset of tolerarce (Table 3)

treatment, suggesting a

< g 1y e — Mt w8 g o et -+ g e
O T g d g G ) Sp— *  The 2+ dose escalation in Week 5 was well tolerated with a single case of
1 T L had Lo . - - — . .- -

vomiting

BODY WEIGHT LOSS

=  Weight loss was dose dependent, up to a mean change from baseline (%(F8) of
7-55 (5D, 1,56) at Day 36 In the tam group (Figure 4)

¢ Weight loss was pe
(5D, 2.55) at Day 57 and 7.5% (50,

Figure 4. Arithmetic mean SCFB body weight by week
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*  Five weekly doses of MET-097 1.2 myg provided 7.55 weight loss from baseline

= AEs were consistent with the GLP-H agonist ¢
*  The 2« dose Utration was well tolerated

ot mwre nfo

OE AD!

*  MET-097's uitradong half e enables simplified weekly dosing
regimens and monthly dosing
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Reduction of the 10-year ASCVD Risk in Patients with Overweight or Obesity

Treated with Semaglutide 2.4 mg in Routine Clinical Care: A Real-World Study
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S c 1 WiEanaglitgleReports 15.1% Weight Loss at 48 Week
In theLancetn June
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0 4 8 12 16 20 24 28 32 36 40 44 48

Time (weeks)

Number of

participants
Ecnoglutide1.2mg 166 166 166 163 162 161 161 159 160 158
Ecnoglutide 1.8 mg 166 164 164 162 159 156 158 157 154 148
Ecnoglutide2-4 mg 167 167 164 161 160 160 160 159 153 150
Placebo 165 164 163 163 159 163 163 160 157 156

Source: https://www.thelancet.com/journals/landia/article/P11S2213 -8587(25)00141X/abstract 25
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c I WISubQURB101 Ecnoglutide Has Vomiting Rate Iin
he Low 20ds to High Teens

uation Rate Not Too Bad

S
t

Ecnoglutide Ecnoglutide Ecnoglutide Placebo —re——
12 mg(n=166) 1.8 mg(n=166) 2.4 mg(n=167) (n=165) for ligibility
Any treatment-emergent adverse 155 (93%) 154 (93%) 156 (93%) 139 (84%) 158 excluded
4 withdrew consen
events 147 meeting exdusic-r‘\ aiteria®
o S 0 H 114 laboratory abnormalities
Risk difference (95% Cl) 9% (2t016) 9% (2to16)  9%(2t016) . 88% of subjects 2 parne sy vt
T : ibilia i 35 P completed the 48veek 7 positive HBshg. HCV antibody,
rade =3 treatment-emergen % % 9 . or HIV antibody
3 9 ( ) 5 (9 ) (7 /6) (7 /ﬁ) Study at the hlg hest 3 recent use of prohibited
adverse events dose > treatments
. 2 history of major cardiovascular
Risk difference (95% Cl) -1% (-7to 4) 2% (-4 to 8) -0-1% (-6 to 6) = e e
: 1 suicide risk
Serious adverse events 9 (5%) 15 (9%) 10 (6%) 8 (5%) 1 pregrany orfacation o
unwilling to use contraception
Risk difference (95% Cl) 1% (-5 to 6) 4% (-1t010) 1% (-4 to 6) . ol R
Treatment-related serious adverse 0 3(2%) 2 (1%) 0
events 664 randomly assigned
Risk difference (95% Cl) 0% (-2to 2) 2% (-1to5) 1% (-1to 4) . i I 1 i
Adverse events leading to treatment 2 (1%) 3(2%) 5 (3%) 0 Qi et gl ooy
discontinuation phcebo
Rlsk difference (95% Cl) 1% (‘1 to 4) 2% (-1 tO 5) 3% (o to 7) . 10 discontinued treatment 17 discontinued treatment 19 discontinued treatment 8 discontinued treatment
6 particpant decision 9 participant decision 9 participant dacision 6 participant decision
Deaths O O O 0 2 adverse events 3 adverse avents 4 adverse events 1 unsatisfactory efficacy
1 physician decision 2 physician decision 4 physician decision 1 loss to follow-up
= v loss to follow- 2 unsatis! efficac unsatisfactory efficacy 8 withdrew from trial
RlSk dlfference (95% Cl) 0% (—2 to 2) 0% (—2 to 2) 0% (—2 to 2) . > 7»:'i'lhdrtewt!’::3m t\r}izl > lolhe:re(:?a? i P :l-:'sstta :ol—itom-upfﬁ( 5 > e;:fuap;m de‘asxlon
: m e - 4 partiapant decision l4wilhir§ﬁ from mal} 16m(hdr‘e‘w1rcmlri§l 2 loss to follow-up
Treatment-emergent adverse events occurring in 5% of participants in any treatment group sy e oo i o e
i loss to follow-uj adverse even regnan
Diarrhoea 53 (32%) 51 (31%) 55 (33%) 12 (7%) ’ i ‘ ‘ e
1 9, o, o, 0, v v v v
DecreaSEd appet'te 47 (28 /6) 9 (34’6) 52 (31 /6) 12 (7 ,6) 156 completed lrgatmem 149 completed treatment 148 completed treatment 157 completed ngatmem
Upper respiratory tract infection 41 (25%) 37 (22%) 32 (19%) 46 (28%) ‘me'ﬂj’dm” = “""p‘e'id - 1"‘“"”""'141"3' = “mmfm'
Nausea 43 (26%) 41 (25%) W (34%) 6 (4%) 166 included in full analysis 166 included in full analysis 167 indhudad in full analysis 165 included in full analysis
set and safety set set and safety set set and safety set set and safety set
Vomiting 29 (18%) 28 (17%) 38 (23%) 4 (2%)

Source: https://www.thelancet.com/journals/landia/article/P11S2213 -8587(25)00141X/abstract 26
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Efficacy, Tolerability, and Safety of Efsubaglutide Alfa in Participants with Obesity or Overweight (LIGHT 1): A Randomized,

INNOGE|

Double-Blind, Placebo-Controlled, Ascending-Dose Phase 2a Trial.

Yugian Bao?’, Jian Zhou?, Fei Gao'*, Anna Shao?, Yulong Xu?, Qinghua Wang?*, Weiping Jia"

Background and objective Results Results
Glucagon-like peptide-1 receptor agonists (GLP-lRés) are effective in promoting weight loss in Participan;s had a mean age of 36.3 years, mean body weight of 92.9 kg, and mean BMI of 33.0 kg/m? at baseline. Figure 4, Prevalence of gastrointestinal adverse events over time
individuals with overweight or obesity. Standard clinical practice typically involves gradual dose Efsubaglutide Aifa induced a mean weight reduction of 7.16% (95% Cl: —8.08 to —6.24) versus 0.86% with placebo.
escalation every 4 to 8 weeks to improve gastrointestinal tolerability and ensure long-term A total of 84.6% of Efsubaglutide-treated participants achieved 25% weight loss, compared with 0% in the placebo A Naner b Vonitins € Dianbie
adherence.*? Efsubaglutide Alfa is a novel long-acting GLP-1RA with a favorable safety profile and group. Fat mass decreased by 4.47 kg and lean mass by 2.00 kg; the lean-to-fat mass ratio increased by 19.73 » — I st M — Ly il ’ — g bk it}
lower gastrointestinal adverse events (GIAEs) observed in previous studies among patients with percentage points, Significant reductions were 3also observed in BMI, waist circumference, and systolic blood = " e ualinal =‘ “1 opiinal & " Nisg ¥t intod
type 2 diabetes. Given the potential benefits of rapid therapeutic response in improving early pressure. Fi e § | = Fice =0,
adherence, this Phase 2a trial evaluated the efficacy, pharmacokinetics, and safety of : " a ] a v
Efsubaglutide Alfa using a bi-weekly, accelerated dose-escalation schedule. Figure 2. Primary efficacy outcomes of Efsubaglutide Alfa vs. Placebo = 5 | $
2 5 2 5 2 5
s L o e 1 'g 44 Total fat mass (%) Total lcan body mass z s | | 2 rl ﬂ {. /l
c 1 v o, - D ) s L 15 T
Methods = | -6 R 09 2.20 3 T 0o b U B d o m A b3 FToEa W
30 . s 2 e since rundomizaior (week) ime since randomizatior. (wedk) e since rm dommization (wack)
.;3 < 2 1
Between April and November 2024, 68 individuals were screened and 50 were randomized to " E d | | 5 011
receive Efsubaglutide Alfa at target doses of 5, 7.5, 10, 15, or 20 mg (n=40) or p!acebo (n=10). '§, "-;} 519 A S8 z () —f——— - Figure presents the proportion of participants recel semaglutide or placebo who reported: (a) nausea (b) vomiting (c)
Dosing was escalated bi-weekly to reach target doses more rapidly. The primary endpoints were 22 8 A - . '2 A 07 df_;f Ovae the trestment periad. Cotorts Aana € started b1 mg (0= 18], while'cohorts B, G and O started 3 mg
percent change in body weight from baseline and the proportion of participants achieving 25% 5 | : -7.70 = g N e
weight loss after four weeks at the target dose. Secondary endpoints included changes in BMI and =& | ‘ 'h_’ : 9 - =
metabolic markers. Body composition was assessed via height-weight analyzer, and fat and lean 124 g 9 = O Pooled Efsubaglutide = 3 x . g A :
mass were expressed as proportions of total body weight. s ) B st The majority of advgrsg events (AEs) were gas:ro-n:egtlnal in nature and occurred during the df:?e-
L escalation phase. Initiation at 3 mg was associated with a higher incidence of nausea and vomiting
compared to initiation at 1 mg, while the incidence of diarrhea was similar between groups. During the
maintenance phase, GIAE frequency was not correlated with the final target dose. Most treatment-
\'\\:li»‘f:' Figure 1. Study design Figure 3. Drug concentration time course curve Efsubaglutide Alfa exhibited dose- related AEs were !-mld Fo moderate. No treatment-related senou.s af:lverse events, hyp.oglyCEm'a, or
— ) o — = . proportional pharmacokinetics across treatment discontinuations were reported. PHQ-9 assessments indicated no mental heaith-related
| ColiertE | I S3WPB0 | 75 maPEO I0RRERD] 15 e Tt ) pre — _ h the 5-20 mg range, with linear increases concems
E‘ 7.5 mg A- 20mg  T_max ranged from 36 to 48 hours, and
[ coone e R G | g o ] 10 g the mean terminal half-fife (t_1/2)
= — g &1 A ranged from 256 to 287 hours. H
[ coter SHgrsD g 13007 42 - Geometric mean C_max and AUCo-o0 Conclusion
[ctena | 353 H oo ’9 4 ranged from 524 to 1880 ng/mL and
TR Y T T O o s T | e o ] | I VI VAT T = 74,600 to 275,000 ng:h/ml, respectively.  ggybaglutide Alfa demonstrated substantial weight-loss efficacy, favorable metabolic effects, and a
2 © 1 2 3 1t € 6 71 § 9 W 1 12 m 1 5 16 17 8 » » 2 . s & Apparent cl‘earance (CL/F) and volume  \a|.tolerated safety profile in participants with obesity or overweight. Its extended half-life supports
Week é g e 4 of distribution (V_z/F) were ‘66'6'97'8 the feasibility of less frequent dosing. These findings suggest that Efsubaglutide Alfa, when administered
B ? . % MU/hand 26.8-32.6 L, respectively. with a bi-weekly titration strategy, may offer a clinically effective and patient-friendly approach to
) 48 96 163 335 540 obesity management.

A stepwise dose-escalation schedule was impiemented in each cohort, with dose titration occurring every two weeks
until the target maintenance dose was achieved,

Time since last administration of Efubaglutide Alfa (h)

*Shanghal Jizo Tong University School of Medicine Affiliated Sixth People’s Hospital, Shanghai, China; “innogen
Pharmaceutical Co,, Ltd., Shanghai China

This trial was sponsored by Innogen and is registered with ClinicalTrials.gov (NCT06732960). Presented at the American
Diabetes Association in Chicago.

Source: https://www.innogenpharm.com/

Abbreviation: AE: adverse event, GIAE: gastrointestinal adverse events, TRAE treatment related adverse event, PBO, placebo.
All efficacy analyses were performed using ANCOVA unless otherwise specified, adjusting for baseline, treatment, and sex.
Changes in lean and fat mass proportion are arithmetic means, and p-values are derived from group t-tests,

References: (1) Bonora E, et al. Effect of dulaglutide 3.0 and 4.5 mg on weight in patients with type 2 diabetes:
Exploratory analyses of AWARD-11, Diabetes Obes Metab. 2021;23(10):2242-2250. (2) Kushner RF, et al. Semaglutide
2.4 mg for the Treatment of Obesity: Key Elements of the STEP Trials 1 to 5. Obesity (Silver Spring) 2020; 28(6): 1050-61.
(3) Bi Y, et al. Efficacy and Safety of Tirzepatide in Patients with Type 2 Diabetes: Analysis of SURPASS-AP-Combo by
Different Subgroups. Diabetes Ther. 2024;15(5):1125-1137.
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Sun Pharma Reports-¥0eek Data in Obese Pts with a GLP
1RAJtreglutide

RESULTS: BODY WEIGHT & GLYCATED HEMOGLOBIN

. At visit 11, 10-week treatment with . The mean HbA1c (%) reduced from
utreglutide resulted in 6.8% body weight 5.4 to 5.2 at Visit 11 and remained
loss. Four weeks after the last dose stable till the end of study.

(EoS) resulted in 5.9%.
Placebo UTG 14.2 myg
(r=4) (n=14) Placebo UTG 14.2 mg
Baseline BW (kg) 105.5¢11.5 102.5411.7 (nea) (n=14)
*0 Vhit 11 (£ Visit 11 s 0.05 pusiss = ‘05.43017 =
2.0 e - Visit 10 LoS it
e Bl - 1 N
2 20 IR g 'm 0058010  .0.052010
§ s g
g s sse f:o.w
e e;.:; 1 S g 028 0 ::.o 19 D 1.:0.19

*P<0.08,**F<0.01 and ***P<0.001 va respective 01 (BLY Onevway ANOVA followed by Dunnett’s test
[Left Panell First bar represents Vst 11 and second bae represents EoS
(Right Panel): Tirst bar represents Vst 10 and second bar represents £of {Changs in bossline for all|
AW, body weight, B{-Baselne, HDATL, glycated hemogiobin, 05, End of studly, UTG, utreghaide

Source: https://diabetesjournals.org/diabetes/article/74/Supplement_1/759 -P/160520/759-P-Effects-of-Once-WeeklyUtreglutide-GL0034in
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Bimagrumab Data



L 1 Bilmagmdjimaldreserves Muscle Via Activin Blockade
. Musde

(O Monoclonal antibody that

blocks activin type |l
receptors
Y -\ () BELIEVE Phase 2B study
A ‘ Aamine Y evaluated IV bimagrumab
R . : | v Y dosed quarterly
| semaglutide
Increased lipid moiizatlon O Additiona' phase 2 trials
s e evaluating SC bimagrumab

dosed weekly * tirzepatide
Blocks activin E and GDF3 signaling with Blocks activin A and myostatin signaling with

the goal of decreasing fat mass the goal of increasing muscle mass

Sourcehttps://investor.lilly.com/statiefiles/366044927d654649-bc20f7b4372c2b2b 30
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Bimagrumalstudy at ADA Shows Impressive Weight
Loss at 72 Weeks on Combo of Bima Seanha

Body Weight: % Change from Baseline (Week 72)

@

eduction than semaglutide 2.4 mg

Combination therapy led to similar or greater weight r |
Primary + extension period (Week 72)

. PBO Overall mean body weight at baseline, 107.5 kg W
0 et -
g
e | B10
@ 54
£| B30 =
o )
= 5
- ) -
E| W s1o § | 3 101 110 {Bima0
g i §1] = fos
> °
E | 5 .1s5- 3.5
‘2 457 Sema 2.4
B10 + S1.0 8 g -17.3
& e 18.7
3 B30 + 1.0 20
re) N High-dose
'25 L} L L] 1 T T T T T
Ws30+s24 0 4 12 16 24 28 40 48 52 64

Woeeks since randomization

Data are presentod as LSM 1 SE. Percent changes are based on mixed model for r
wpeated measures for the efficacy estimand
Abbreviabons: Bima, bimagrumab: combo, combination LSM, least-squares mean; PBO, placebo; SE, standard error; sema, semaglutide.

Source: Stifel photograph of presentation materials from Dr. Aronne at ADA, June 2025

In terms of safety, the results were
consistent with the established profiles of
both drugs, and no new safety signals
emerged. The most common adverse
events associated withbimagrumab
included muscle spasms, diarrhea, and
acne, while semaglutide was frequently
linked to nausea, diarrhea, constipation,
and fatigue. The incidence of adverse
events was similar across all four
combination groups, with 9% of
participants receiving combination
therapy discontinuing treatment due to
adverse events over the 72veek period.
No deaths were reported Bimagrumab-
containing groups experienced early,
transient elevations in ALT and lipase,
whereas semaglutide-containing groups
showed a sustained increase in lipase

levels.
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BimagrumabAssociated with Preserved Lean Mass

~—— Primary + extension period (Week 72)

Total Body Lean Mass: % Change from Baseline (DXA, Week 72)

Lean mass largely preserved with combination therapy

" |
. PBO Overall mean total body lean mass at baseline, 58.3 kg k
| S 5.<
o
12 B0
T A +2.5 4 Bima 30
£ Il B30 - |
m < ‘
. & 2
= ] S, e SR S R 0
E| lsto £l 2 | ‘
= : - — -1.3
| £ § s , § 1.8
) . S2.4 s = L .2.9 {High-dose
E é 1 -3.1 combo }
) -~ :
| B10 + S1.0 S y -5.2
& & |
3 | MB30+s1.0 s ‘{
3] -7.4 4sema24
§ Bl s10+5s24 |
-10
830 + 82.4 J ! T oy |

Weeks since randomization

pe u
‘\p "d'c h' 'e‘" mass ‘iuee“ ]2, Ihe LS v pe|c8”' d)a‘lges were 2 3,‘ (b '"39 Ul”ab 30 n g‘ ‘g). 9 2 !’B (Sa”'ag'unde 2 i ”'g) ar 'd 2 6!'0 (I"g“ dose CclllblllalIOIl)

Source: Stifel photograph of presentation materials from Dr. Aronne at ADA, June 2025



Some Effect of Bima on LDL Cholesterol

Serum Lipids: Percent Change from Baseline (Week 72)
In the first 12 weeks, bimagrumab-containing groups had increases in LDL-cholesterol;
levels returned to baseline in combination groups with semaglutide 2.4 mg

LDL-cholesterol
Geometric mean {CV%) at baseline: 114 3 (32.9) mg/dL

40

26
05 |t

y -84 4 semaza

Weeks since randomization

Bima (mglkg) Sema (mg)

B rs0 Mswo Nexn M sio W s24

_ Primary + extension period (Week 72)
HDL-cholesterol

o Geometric mean (CV%) at baseline: 46 9 (26.7) mg/dL

35
\

terol

25

Plercont change In HDL-choles

-

43 72

Weeks since randomization

210+510 GB30+S1O M B10+224 . ..

Source: Stifel photograph of presentation materials from Dr. Aronne at ADA, June 2025

Over time LDL cholesterol
increases improved with the

bima/ semacombo.

Importantly, in the ADA
session it was noted that the

transient increase in LDL
should be manageable with

statins.

The ultimate effect ofbima
and the combo on HDL
cholesterol was notably

positive.
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Investigator Comment

he combination of bimagrumab
and semaglutide resulted In
signi frcant f at
while lean mass was largely
preserved.

Louis J.Aronne, M.D., FACP, FTOS




Amylin Agonists



Weight Loss at 12 Weeks Among Various Amylin Agonis

Li | Eloratfndide andMe t s eMEZ2]{3 3 | both | ook quite Iimpressive versus other mol
programs from Structure, Verdivaand Viking have not reported sufficient data yet with which to draw a conclusion on weight loss

efficacy but presumably some of these programs will also be highly competitive. A particularly important aspect of the amylinanalogue

drug class is that they can preserve muscle. Substantial research supports this perspective.

Approx. % Weight Loss Patients in Efficacy
at ~12 Weeks (placebe Data Generative Notes
adjusted) Monotherapy Trials
. : New candidate; robust early effect see
0] ’
Todayd s> e &lbratintide(Lilly) 11.5% 100 in 2025 ADA data
Cagrilintide(Novo) 5 504 706 Novo amylin analogue / Lau et.al. (202
Lancet
Amylin analogue; higher in combo.
Major Contende> GUBamyGubradAbbVie) Est. 12%+ (&k WL of 9%) 36 Looks reallyoodbut has seen only 12
subjects at its high dose
Disclosed 8% placebadjusted WL at
: ADA 2025. Looks really good but unlik
. z (0]
Major ComendeE> Met233i Metsera Est. 12% + (4 week arouddo) 40 cloralinideh as ndt seen so ma
patients.
. Dual amylin/calcitonin receptor agonis
0
Petrelintide(Zealand) 6.6% 54 / Data at ADA 2025
Pramlintide (AZ) ~3H4% > 1000 Approved amylin analogue (shatting)

36

Source: Stifel Research


https://www.gubra.dk/mfn_news/gubra-announces-positive-gubamy-phase-1-interim-mad-results/

Lilly Developingeloralintideas a Selective Amylin Agonist

iy iy Gy

Amylin 1R Amylin 2R Amylin 3R

Co-secreted with insulin in
response to food

I

Calcitonin R

Secreted by the thyroid to
regulate blood calcium

Central ‘ Food Intake

Actions

Peripheral l Gastric Emptying

Actions ‘ Glucagon Secretion

Sourcehttps://investor.lilly.com/statiefiles/366044927d654649-bc20f7b4372c2b2b

‘ Food Intake

f Nausea & Vomiting

l Osteoclast Activity

‘ Calcium Reabsorption

Eloralintide

O Increased amylin selectivity
. versus calcitonin receptors

C) Acylated molecule designed for
once weekly dosing

O Encouraging preclinical weight
loss and tolerability profile
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EloralintidePhase 1 Data Shows Impressive 11.3% Weight Loss
Three Months with an 8% Vomiting Rate

Dose 3 delivered 9% weight loss in three months with a nil vomiting rate.

Eloralintide Phase 1 Tolerability

Eloralintide Phase 1 Efficacy

cogrrnfonrgpr b Tefenfna oo duan o] Placebor 02

2 -

0

.
~
1

4 -

5

-8 -

Change from Baseline in
Body Weight (%)

<10 o

12 -

-14

+ Dose 1:-2.6%

Dose 3:-8.5%
Dose 2: -8.9%

Dose 4:-11.3%

1 I 1 1 I I ) 1 1 I 1 1
1 2 3 4 5 6 7 8 9 10 11 12

Time Since Randomization (Weeks)

O Weight loss up to 11.3%

O Long half-life enables weekly dosing

Siof participants: | [ Tierebo

with GI AEs sz ?;’:s)z
Decreased appetite 3.7% 16.7%
Diarrhea 0% 16.7%
Nausea 0% 0%
Vomiting 0% 0%

Eloralintide®
Dose 3 Dose 4 Overall
(N=23) (N=36) (N=73)
26.1% 19.4% 19.2%
8.7% 11.1% 9.6%
13.0% 8.3% 8.2%
0% 8.3% 4.1%

O Well-tolerated with <10% incidence of Gl side effects

|

O No dose titration in Phase 1

Phase 2 monotherapy study completing 2H 2025; combination studies with tirzepatide in progress

INOo GI AEs reported In Eloralintide Dose 1 (N=8)

Gl=eadtrnintedtinal: AF=adverse event

Sourcehttps://investor.lilly.com/statiefiles/366044927d654649-bc20f7b4372c2b2b
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Metsera233i LongActing Amylin Agonist Shows Data at A

MET-233iWAS ENGINEERED TO BEAN IDEALAMYLIN ANALOG

Pre-clinical profile demonstrated durability, potency, and combinability with MET-097i

DURABLE o POTENT [ COMBINABLE &%

Supports monthly dosing ~3x more potent than cagrilintide Miscible with MET-097i (GLP-1RA)
Exposure over time after a single dose of Body weight effects at Day 3 after a Solubility of Metsera NuSH peptides
Metsera NuSH peptides in pigs single dose in rats and combination at different pH

Concentration Weig:\t loss — MET-233i = Cagrilintide

(ng/mL) ( ’0) 1 3 10 10 Dose A MET-097i (2 mg/mL)
1000 - 2 4 | (nmol/kg) Absorbance @ MET-233i (2 mg/mL)
‘ 2 B MET-097i + MET-233i
1 I 04 (0.5 mg/mL)
—
~j a\= 6 - I
o §!\.
——— I 5.7 03
100 1 10 - Empirically determined solubility threshold
B MET-097i 50 pglkg 12 4 0.2 ‘ *
14 4
B MET-233i 50 pgikg 01| A@ A 0 @
i ® Ay o
10 18 4 159
- 0
0 48 96 144 192 5 6.2 7 7.6
Time (hours) pH
7 Data presented as means * standard error of the mean. PK data reflect multiple doses in pigs. Body weight loss data reflect Day 3 body Mebser‘a*
weight change after a single dose, adjusting for vehicle in rats.

Source: https://investors.metsera.com/static -files/3e514c6b-fdba-49e5-84f8-aa3168936b8e
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MET-233i SINGLEAND MULTIPLE-DOSEWEIGHT LOSS

Up to 8.4% placebo-subtracted mean weight loss after five doses

SAD: BODY WEIGHT CHANGEAT DAY 8 MAD: BODYWEIGHT CHANGE AT DAY 36
0.I5mg 030mg 0.60mg 1.2 mg 2.4 mg 0.1I5mg 030mg 0.60 mg 1.2 mg
0 B :
-1 -;2 oL, 1
A= 255 I
Placebo- - <
subtracted Sl ad 2.6
mean change
from baseline . _ 5
in body
weight' & 6 -
(%)
7 7
8 - 8
g9 - -9 -
-10 - -10 -

Source: https://investors.metsera.com/static _-files/3e514c6b-fdba-49e5-84f8-aa3168936b8e 40
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MET-233iWELL-TOLERATED

MAD: All gastrointestinal adverse events mild; starting doses with placebo-like tolerability

ONSET OF GASTROINTESTINAL ADVERSE EVENTS BY WEEK IN MAD

Placebo MET-233i Placebo MET-233i MET-233i drug
exposure level
0.15mg 03 mg 0.6 mg 1.2 mg 0.I5mg 03 mg 0.6 mg 1.2 mg relative to Week 1
Week Nsize 8 8 8 8 8 8 8 8 8 8
| I (12.5%) | (12.5%) | (12.5%) 6 (75.0%) 8 (100%) 0 I (12.5%) O 3(37.5%) 3 (37.5%) 1.0x
2 0 0 0 0 0 0 0 0 0 0 1.8x
3 0 0 0 0 0 0 0 0 0 0 2.3x
4 0 0 0 0 | (14.3%) 0 0 0 0 0 2.4x
5 I (12.5%) O 2(25.0%) O I (16.7%) 0 0 0 0 0 2.8x
Total I (12.5%) | (12.5%) 2(25.0%) 6 (75.0%) 8 (100%) 0 | (12.5%) O 3(37.5%) 3 (37.5%)
_ Candidate ] | Candidate N
starting doses starting doses

All gastrointestinal adverse were mild. No safety signals.
Source: https://investors.metsera.com/static -files/3e514c6b-fdba-49e5-84f8-aa3168936b8e 41
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GubraAbbVieGUBamyshows Excellent Weight Loss

Apr 1, 2025
Gubraannounces positive GUBamyPhase 1 interim MAD results

A  GUBamywas well tolerated with adverse events being predominantly Gl related, mild and consistent with
data from the SAD study.

A Doses of 1 mg and 2 m@UBamyadministered once-weekly for six weeks led to a dose dependent mean
weight loss. LS Mean weight loss in the 2 mg cohort was.77% on day 43. In the placebo group there was
an LS Mean weight gain of +1.99% on day 43.

A The body weight loss was sustained in a manner consistent with the SAD study data.
The study confirmed the favorable haHlife of GUBamyof 11 days.

A This interim analysis of the first two cohorts was included in the original study protocol and is disclosed
today to comply withG u b r abligations under stock market rules.

\ >\

Henrik Blou, CEO oGubrasays:

CThe interim topline results from the first part o
substantiates the results from the SAD study showing thaBUBamyhas potential to deliver significant body

weight reduction with a favorable tolerability profile. We are very pleased with these results that have
exceeded our expectations. dz

Source: https://www.gubra.dk/mfn_news/gubra -announces-positive-gubamy-phase-l-interim-mad-results/ 42
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Doublet Incretin Drugs



N o v AnmdysretirDelivers Excellent Weight Loss

The 60mg dose ofamycretinwas associated with a 23.2% placebeadjusted weight loss at 36 weeks. This sets a new bar for weight loss in nine
months. Importantly, this is an early study where patients are likely in a controlled environment. We have previously seemaajor drop off in
efficacy from Phase 1b studies to Phase 2 (e.gMariTide). The key question is how well does this replicate in Phase 2 and Phase 3 studies. The
better tolerated 20mg dose of SGamycretinwas associated with an 20% placebeadjusted weight loss at 36 weeks.

A B ETD-23-2
e 1 P 0 - o s .
99 v Amycretin 60 mg-Part B i 54 (95%01-30:3%-15:0) —e— Amycretin 20 mg-Part C —— Placebo-Part C
) - 1 .
: —+— Placebo-Part B : ' —— Amycretin 5 mg-Part D —— Placebo-Part D
5o ; _’:; | N ——— | G —-8— Amycretin 1-25 mg-PartE ~ —— Placebo-PartE
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Sourcehttps://www.thelancet.com/journals/lancet/article/PlIS018036(25)0118%
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AmycretinrcOMg Dose Likely Too High

Sourcehttps://www.thelancet.com/journals/lancet/article/PlIS018036(25)0118%

Part B PartC PartD PartE
Amycretin Placebo (n=5) Amycretin Placebo (n=5) Amycretin Placebo (n=4) Amycretin Placebo (n=4)
60 mg (n«17) 20 mg (n=34) 5mg (n=16) 1.25 mg (n=16)
Treatment-emergent adverse events 17 (100%), 136 5 (100%), 29 33(97%), 234  5(100%), 16 (100%), 63 4 (100%), 13 14 (88%), 63 4 (100%), 11
19
Serious adverse events
Yes 0 0 1(3%),1 0 0 0 0 0
No 17 (100%), 136 5(100%), 29 33(97%), 233 5(100%), 19 16 (100%), 63 4(100%), 13 14 (88%), 63 4 (100%), 11
Events leading to withdrawal 6(35%). 8 0 7 (21%), 15 1(20%),1 1(6%),1 1(25%), 2 0 0
Severity
Severe 0 0 1(3%),1 0 0 0 0 0
Moderate 10 (59%), 16 1{20%), 2 11(32%), 18 0 1(6%), 2 1(25%),1 1(6%),1 0
Mild 17 (100%), 120 5 (100%), 27 33 (97%), 215 S (100%), 19 16 (100%), 61 4(100%), 12 14 (88%), 62 4(100%), 11
Gastrointestinal adverse events* 16 (94%), 56 4(80%), 14 32 (94%), 113 3(60%), 8 15(94%), 34 1(25%), 1 10(63%), 25 2 (50%), 4
Nausea 14 (82%), 17 3(60%),3 27 (79%), 36 2 (40%), 2 12 (75%), 12 1(25%), 1 8 (50%), 8 2 (50%), 2
Vomiting 8 (47%), 15 3(60%), 3 18 (53%), 20 1(20%), 1 4(25%), 5 0 5(31%), 5 1(25%),1
Diarrhoea 7 (41%), 10 1(20%), 4 11 (32%), 13 1(20%),1 4(25%), 4 0 4(25%). 4 1{25%), 1
Constipation 2(12%), 2 1(20%), 1 15(44%), 16 1(20%),1 2 (13%), 2 0 2(13%), 2 0
Dyspepsia 3(18%), 3 0 12 (35%), 12 0 5(31%), 6 0 2 (13%), 2 0
Abdominal pain 3(18%), 3 1(20%), 1 2(6%),3 0 1(6%), 1 0 1(6%),1 0
Gastroesophageal reflux disease 1(6%),1 1(20%), 1 6(18%), 7 2(40%), 2 2(13%), 2 0 1(6%), 2 0
Eructation 0 1(20%),1 1(3%),1 1(20%),1 1(6%), 1 0 1(6%),1 ]

With 35% of subjects
dropping out on 60mg
amycretin by week 36, versus
0% with placebo, it looks to
us like the 20mg dose is more
likely to be the commercially
viable option for patients.
Vomiting rates look high on
this dose but this trial did not
necessarily feature the type of
run in that Novo would use in
a Phase 2 study to manage
tolerability.
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Some Increase in Heart Rate Seen Aattycretin

While patients saw an increase in heart rate oramycretin it does not appear concerning. Novo indicates that it will monitor this parameter. We
hypothesize that patients may be using beta blockers less as their blood pressure comes under better control on the drug.

Increases in heart rate observed in Parts B-E were
consistent with the previously reported effects of EAreie S35 VAL UGUE'-TUIse it FAITE B
c 93 » 9 Mean puls2 rare from baszline to EOT. m (A) Part B, and (B) Parts C-E
amycretin® and an early-phase study of CagriSema,” and
higher than the increases observed with semaglutide and
tirzepatide.® This safety parameter will be closely
followed during future clinical development. Reductions
in blood pressure have previously been reported

Vertical reference lines at 19, 27, and 35 weeks represent the last dosing of amyeretin for Part E. Part D, and Parts B and C. respectively

EOT=end of treatment

b
=

following weight reduction,” treatment with a GLP-1 = -
receptor agonist,' and early-phase assessment of fixed- -2 [ 3 i ] i : 3
dose combinations of GLP-1 and amylin receptor agonists S oo . ‘A R n' Va1 T & % 4 S o 3 5 :
(CagriSema).” Furthermore, a 3-9 mm Hg reduction in 3_ R &) TR 0 Phaendl T i :
systolic blood pressure was observed after 12 weeks of g 70 ¢ . AVl B A8 e 24 g 704 o T
oral amycretin treatment in people with overweight or 2 ' 3 H ] WK A A :
obesity.” In contrast, no effects of subcutaneous é 60 E 0 RN s S N 7 x f
amycretin on blood pressure were reported here. This 3 E s I S e
could in part be attributable to the relatively low baseline -l i ‘
Wriod pressine (Z120:xurn. Hpaystolic bicod presene) of Swomngo 4 5 12 1o 20 2 2 % Swomegd 4 & 12 1o 20 24 2 % %
this small study population, but will need to be explored Week Week
in larger, future studies. Similar to oral amycretin Amycretin 60 mg - PantB - ... Placebo - Part B Amycretin 20 mg - Part C ~ .4 -- Placebo - Part C
Amycretin 5 mg - Part D Placebo - Part D
Amycretin 125 mg -~ Part E Placebo - Part E

Sourcehttps://www.thelancet.com/journals/lancet/article/PlIS018036(25)0118%
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AmycretinPoster at ADA

200248

Amycretin, a Novel, Unimolecular GLP-1 and Amylin Receptor Agonist: Results of a Phase 1b/2a Clinical Trial

sten Dahl', Kasper Adelborg?, Sohan Dey’, Ruben Duque do Vale?, Cassandra Key', Seren Toubro?, Ania M, Jastreboff®
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Change in body weight (%)

CagriSem®ata at ADA REDEFINE 1

Participants treated with CagriSema 2.4 mg/2.4 mg
achieved weight reduction of up to 22.7%

Change from baseline to week 68 in body weight (%) Trial product  Treatment policy
estimand estimand
Mean body weight at baseline: 106.9 kg (on-treatment) (in-trial)
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\ ¥

. NE SR TS S S— =23% ) 3loee ]

_10 = , : '.,..............................E

' e 0

----- i ((-11.8% | i 711.5%
P 00 e TR z { —14.9%

: ( _16_10/0 J AR
=20 [ $Z 00 sy ooa | —20.4%

— . ( _22.70/0 J eresssresnssrnnnsnananannnnna?

Source: https://sciencehub.novonordisk.com/congresses/ada2025/redefine -scientific-session.html
=25 T T T T T T T
0 8 20 36 52 68 68" B CagriSema 2.4 mg/2.4 mg [} Semaglutide 2.4 mg
Time since randomization (weeks) B Cagrilintide 2.4 mg B Placebo

"Estimated means from the statistical analysis. Trial product estimand: The difference in mean change in body weight from baseline to week 68 for all randomized participants, had all participants remained on
randomized treatment (regardless of dose level) without initiation of rescue intervention, where trial product is used as adjunct to a reduced-calorie diet and increased physical activity. Treatment policy

estimand: The difference in mean change in body welght from baseline to week 68 for all randomized participants, irrespective of adherence to treatment or initiation of anti-obesity rescue intervention, where 48
trial product is used as adjunct to a reduced-calorie diet and increased physical activity, Error bars are % standard error of the mean.
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Change from baseline (%)

CagriSem®ata at ADA REDEFINE 1

CagriSema 2.4 mg/2.4 mg improved body composition with majority
of improvement driven by reduction in total body fat mass

Change at week 68 in body composition parameters, relative to baseline, as assessed by DXA: trial
product estimand

Total body lean

i t
Total body fat mass Visceral fat mass N teche mass

Mean at baseline: 47.4 kg Mean at baseline: 58.1 kg
9 -
o x
£ = 4.2
i c
o =
o Q
o v
£ LN -11?.4
S 5 ——  —10.1%%% —
@ & .
g g -30 { EELRIRTIE
o 5 weight
5 reduction
‘40 - -35-7 —40'8 -40 .
b——— =30.0%*** —— 50 4 p——— =34.9%** ———]
LR 67% of total -50 -

weight B CagriSema 2.4 mg/2.4 mg (n=154) ® Placebo (n=55)
reduction

Lean soft-tissue mass and fat-free/lean body mass are not synonymous;
the latter includes tissue such as bone, while lean soft-tissue mass does not

t*¥Estimated treatment difference CagriSema vs placebo, p<0.0001; "No baseline value presented due to differences between equipment in the size of the area scanned for visceral fat
assessment. Percentages are based on randomized participants for the DXA subgroup of in the full analysis set. Trial preduct estimand: The difference in mean change in body weight

from baseline to week 68 for all randomized participants, had all participants remained on randomized treatment (regardless of dose level) without initiation of rescue intervention, where
trial product is used as adjunct to a reduced-calorie diet and increased physical activity. DXA, dual-energy X-ray absorptiometry., 49

Source: https://sciencehub.novonordisk.com/congresses/ada2025/redefine -scientific-session.html
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Hengrui(Kailera Update GLB/GIP Agonist Data at ADA

Efficacy and Safety of HRS9531, a Novel Dual GLP-1/GIP
Receptor Agonist, in Chinese Adults with Obesity without
Diabetes—Up to 52-Week Treatment

L Zhac’, Dan 2, Tiaeong Pas’, Doogyt Wang®, Hongwet Ling®, Ya LS. Hangng Ca’, Zhieng Coeng® Daxee L, Yuan Hu™, Xantong Znang'
Hong Chen™ Yue Zuo™ Yug Sun® Xeoyng L'

* Dngehn Scpnnl Fusn Uneesiy Snsngiun (oo | Funng Unsenity Thact iegitad, g O The Second sesper of Aus Shescal Luvams A, Cnm
Ly Pt of TOM Lsrywegesg. O ¥ The ARted Seipster of Yaston Sesicl Lwetely Kutwa Cmne
T T Fot A Mosprtal of J0an Mol Uniewaty S1an Cowra T Tee Becond seeprter of Jen Dovents Compavas Coan f T 00 Aated Hanpde o Mt Vades Liseraly st O |
Tt AWt Fepte of Newwrg Mvbor Calege Neviey Chea
e Few Pespae s Haate o Latvarsay Lervengen) Cwm C tuegiue it Pecae s Hosatl Hargoou Owa T Aegn teegre Parucescn (o U2 Suegee Cws

Fareetiage < ange bare taneioe »
Bty et WAL N

Figure 2. Percentage change in body weight from baseline at Wk32
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(Mean [SE]: observed cases)

Table 2. Treatment-emergent adverse events during the 32-week placebo-controlled treatment period

HRS9531 1.0

HRS9531 3.0

HRS95314.5 | HRS9531 6.0

mg QW mg QW mg QW mg QW m
(n=49) (n=51) (n=50) (n=49)
Any TEAES 37 (75.5) 45 (88.2) 40 (80.0) 45 (91.8) 42 (85.7)
TESAEs 1(20) 2(39) 3(6.0) 0 3(6.1)
TEAES leading to treatment discontinuation 1(2.0) 1(2.0) 0 0 1(2.0)
Gastrointestinal disorders with 25% frequency in any arm
Nausea 8(16.3) 14 (27.5) 16 (32.0) 16 (32.7) 4(82)
Diarrhea 5(10.2) 18 (35.3) 15(30.0) 16 (32.7) 4(82)
Vomiting 3(6.1) 10 (19.6) 12 (24.0) 14 (28.6) 1(2.0)
Abdominal distension 1(2.0) 9(17.6) 3(6.0) 4(8.2) 0
Dyspepsia 0 4(78) 1(2.0) 1(2.0) 0
Constipation 1(2.0) 3(59) 1(2.0) 3(6.1) 0

Source: https://diabetesjournals.org/diabetes/article/74/Supplement_1/853

-P/159922/853-P-Efficacyand-Safety-of-a-NovelDual-GLP1

Discontinuation rates
were low in this study and
the efficacy effect was
guite strong at 32 weeks.
While vomiting rates at
the higher doses were in
the mid-20s (similar to
other competitive drugs.

Hengruiwas able to get

the nausea and vomiting
rate down when using a
lower starting dose.

We presume thatKailera
will be able to manage
down the tolerability
iIssues seen in this study
in its U.S. Phase 3 work.
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Weight Loss oAl e n g (Kailerg[HR$531 is the Only Real
Match forRetatrutideSo Far That We Have Seen at 36 Weeks
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Percentage change from baseline in
weight (%) (LS Mean [SE])
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Source: Kailera Poster at ADA.
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e HRSO9531 8Mmg == Placebo
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Patients on the 8mg dose
of HRS9531 lost a stunning
21.1% of weight at 9
months on a placebo
adjusted basis.

This is quite a strong
result. We look forward to
seeing the first round of
Phase 3 data fromHengrui
/ Kaileralater this year.
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VerdivaSciwindDeveloping an Alternative Aanycretin

EFFICACY OF A NOVEL ORAL AMYLIN ANALOG AND THE DEVELOPMENT OF AN ORAL
AMYLIN/GLP-1 COFORMULATED TABLET TO PRODUCE HIGH IN VIVO PLASMA EXPOSURES
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Results #2
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Results #4
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AmgenMariTideData at ADA and NEJM

~—&— 140 mg every 4 wk (no DE) —&— 280 mg every 4 wk (no DE)

—¥— 420 mg every 4 wk (no DE) === 420 mg every 8 wk (no DE)

—@— 420 mg every 4 wk, with 4-wk DE ~ —m— 420 mg every 4 wk, with 12-wk DE = —®@— Placebo

A Change in Body Weight in the Obesity Cohort
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C Change in Glycated Hemoglobin Level in the Obesity Cohort
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D Change in Glycated Hemoglobin Level in the Obesity-Diabetes Cohort
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Source: https://www.nejm.org/doi/full/10.1056/NEJM0a2504214

52-week placebo-adjusted
weight loss with 12-week
dose escalation of 17.3%
could be commercially
viable even if retatrutide is
approved. The reason is that
patients only need to dose
this drug once monthly.

The 2.2 point drop in HbAlc

for diabetes is particularly
notable.
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MariTidePhase 2 Discontinuation and AE Data

Table 3. Safety and Adverse Events.”

Event
140 mg
Every 4 Wk
(N=77)
Overall
Any adverse event 73 (95)
Serious adverse event 4 (5)
Death 0
Adverse events leading to 11 (14)
discontinuation of trial
regimen

Gl adverse event leading to dis- 10 (13)
continuation

Most frequent adverse events
leading to discontinua-

tion
Vomiting 9 (12)
Nausea 6 (8)
Retching 2(3)
Headache 1(1)
Diarrhea 0

Maridebart Cafraglutide,

No Dose Escalation

280 mg 420 mg
Every 4 Wk  Every 4 Wk
(N=77)  (N=79)
75 (97) 78 (99)
4(5) 5 (6)
0 0
11 (14) 17 (22)
9 (12) 13 (16)
8 (10) 12 (15)
7(9) 11 (14)
1(1) L(1)
1(1) 2(3)
1(1) 3 (4)

Obesity Cohort

420 mg
Every 8 Wk
(N=51)

49 (96)
7 (14)
0
15 (29)

14 (27)

12 (24)
8 (16)
3 (6)
2 (4)
0

Maridebart Cafraglutide,
Dose Escalation (DE)

420 mg Every 420 mg Every

4 Wk, with
4-Wk DE
(N=51)

4 Wk, with
12-Wk DE
(N=52)

Placebo
(N=76)

number of participants (percent)

46 (90)
0
0

5 (10)

4(3)

3 (6)
3 (6)

1(2)

49 (94)
3 (6)
1(2)
6 (12)

4(3)

1(2)
1(2)

52 (68)
5 (7)
0
1(1)

Q X O QLD

Obesity~-Diabetes Cohort

Maridebart Cafraglutide,

No Dose Escalation

140 mg 280 mg

(n=31) (N=32)

29 (94) 29 (91)
1(3) 2 (6)

0 1(3)
4 (13) 6 (19)
2 (6) 5 (16)
1(3) 3(9)
1(3) 2 (6)

0 0

0 0
1(3) 1(3)

420 mg
Every 4 Wk Every 4 Wk Every 4 Wk

(N=32)

31 (97)
4(12)
0
5 (16)

4(12)

4(12)
1(3)

Placebo
(N=32)

26 (81)
0
0
1(3)

c O O ©O O

Source: https://www.nejm.org/doi/full/10.1056/NEJM0a2504214

Discontinuation rates in
the teens with dose
escalation have concerned
some MariTide observers
who note that this drug is
given for a month so a
patient cannot easily
deescalate if they are
having tolerability issues.
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MariTideDiscontinuation Rates with Dose Escalation Not Gre

Randomized (n = 465)

|

140 mg Q4W
(no-DE)
(n=77)

420 mg Q4W
(no-DE)

(n=79)

420 mg Q8W
(no-DE)
(n=51)

420 mg Q4W
(4W-DE)

(n =51)

420 mg Q4W

(12W-DE)
(n =52

30 (38.5%) discontinued
14 (18.2%) discontinued 19 (24.7%) discontinued 21(26.6%) discontinued 17 (33.3%) discontinued 11 (21.6%) discontinued 11(21.2%) discontinued study drugin part 1

study drugin part1
— 1{1.3%)lost to follow-up

study drugin part1
— 11(1.3%) lost to follow-up

study drugin part1
— 2 (2.5%) lost to follow-up

study drugin part1
— 1(2.0%)lost to fallow-up

study drug in part 1
— 2 (3.9%)lostto follow-up

study drugin part1
—1(1.9%) lost to follow-up
—1(1.8%) death

— 4 (5.1%) lost to follow-up
= 1(1.3%)adverse event
— 22 (28.2%) subject

= 11{14.3%) adverse event = 11(14.3%) adverse event =17 (21.5%) adverse avent = 15 (29.4%) adverse svent = 5(9.8%) adverse event request
= 2 {2.6%)subject request = 719.1%) subject request = 2 (2.5%)subject request = 1(2.0%) subject request = 4 (7.8%) subject request — B(11.5%)adverse event — 2 (2.8%) alternative

’ g o } 9 ’ g 9 ’ d 9 ’ * - 3 (5.8%) subject request therapy

=1{1.3%) other
11 (13.0%) discontinued 6 (11.5%) discontinued

10(13.0%) discontinued 16 (20.8%) discontinued study in part1 13(25.5%) discontinued 4(7.8%) discontinued study in part1 22 (28.2% ) discontinued

studyin part1 study in part1 8 (10.1%) withdrawn study in part 1 study in part 1 4 (7.7%) withdrawn studyin part 1
— T (9.1%) withdrawn — 13 (16.9%) withdrawn l:ensv.:!nt — 10 ({19.6%) withdrawn - 2 (3.9%) withdrawn con;ram = 18 {20.5%) withdrawn

cansent consent consant consent consent

— 3 (3.9%) lost to follow-up

— 3 (3.9%) lost to follow-up

— 3(3.8%) lost to follow-up

— 3 (5.9%) lost to follow-up

— 2 (3.9%)lostto follow-up

— 1 (1.8%) lost to follow-up

= 6 (7.7%) lost to follow-up

— 1 ({1.9%) death
63 (81.8%) completed 58(75.3%) completed 58 (73.4%) completed 34 (66.7%) completed 40 (78.4%) completed 41(78.8%) completed 48 (61.5%) completed
part 1 on study drug part1 on study drug part1 on study drug part1 on study drug part1 on study drug part1 on study drug part1 on study drug
67 (87.0%) completed or 61 (79.2%) completed or 68 (86.1%) completed or 38(74.5%) completed or 47 [92.2%) completed or 46 (82.5%) completed or 56 (71.8%) completed or

ongoingin part1

ongoingin part1

ongoingin part 1

ongoing in part 1

ongoingin part 1

ongoingin part 1

ongoingin part 1

Source: https://www.nejm.org/doi/full/10.1056/NEJMoa2504214
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Amgends Obesity Drug Led
iIn Mid-Stage Trial, as Company Plans to Adjust Dosing

Elaine Chen,Stat+, June 23, 2025 (excerpt)

CHICAGpAmgends mont hly obesity candidate | ed to subst aimtai al
midst age trial,, results that support the companyds defarthesi o
testing.

In the Phase 2 study, patients with obesity taking the injectable drug, BEll€bde lost up to 16.2% of their weight in one year when
taking into account all participants regardless of discontinuations. Patients lost up to 19.9% when analyzing only steged\dm
treatment.

Rates of discontinuation due to side effects were high, ranging from 10% to 29% within different cohorts thaMad&idednd
rates of vomiting ranged from 43% to 92%. The groups that underwent dose escalation had lower rates of discontinuations and
vomiting than those that didndt.

In a smaller pharmacokinetics study that used even slower escalation schedules, the two cohorts with the lowest sthdirsg it
experienced rates of vomiting of 23% and 24%, and there were no discontinuations due to side effects, according soresults al
included in the NEJM paper. Amgen said Monday that this data informed its decision to use a slow titration scheduightver an e
week period going forward in its Phase 3 program.

Even iMariTides hows greater weight | oss in Phase 3 test i nggeneratioro u
candidates from major players Novo Nordisk and Eli Lilly.

Source: https://www.statnews.com/2025/06/23/amgen__-maritide -obesity-drug-trial -discontinuations -side-effects-dosing-changes/
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/ e al ®apdldtideWeight Loss at 13 Weeks Solid

Relative body weight change from baseline to week 13

Weight ([95% CI))

Estimated mean percent change in body weight
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DapiVomiting Rates Appear Far Too High at 10mg+ Dose!

Most common TEAEs

13-weeks dose escalation cohorts — dose escalation every 2nd week

System Organ Class Placebo Dapiglutide 7.5 mg Dapiglutide 10 mg Dapiglutide 13 mg
Preferred Term =12) (N=14) (N=14) (N=14)

N (%) 4 N (%) E N (%) E N (%) 3
Gastrointestinal disorders 5 (41.7%) 8 10 (71.4%) 23 12 (85.7%) 80 12 (85.7%) 69
Nausea 1(8.3%) 1 3 (21.4%) 5 10 (71.4%) 17 10 (71.4%) 24
Vomiting 0 2 (14.3%) 2 7 (50.0%) 30 6 (42.9%) 16
Dyspepsia 1(8.3%) 1 5 (35.7%) 5 4 (28.6%) 5 4 (28.6%) 7
Diarrhoea 0 17.1%) 2 4 (28.6%) 6 6 (42.9%) 11
Eructation 1(8.3%) 1 2 (14.3%) 3 6 (42.9%) 8 3(21.4%) 3
Metabolism and nutrition disorders 0 3 (21.4%) 4 7 (50.0%) 8 10 (71.4%) 12
P Decreased appetite 0 3 (21.4%) 3 7 (50.0%) 7 10 (71.4%) 1"
Nervous system disorders 0 6 (42.9%) 7 10 (71.4%) 12 1(7.1%) T
Headache 0 6 (42.9%) 7 8 (57.1%) 9 1 (?.1%5 7
Respicatory, themele 4 (33.3%) 4 8 (57.1%) 9 4(28.6%) 7 5 (35.7%) 5
\ Nasopharyngitis 2 (16.7%) 2 7 (50.0%) 8 4 (28.6%) 5 2 (14.3%) 2 j

E=number of events; N=number of participants: TEAE=treatment-emergent adverse sve

Source: https://www.zealandpharma.com/media/cldopofO/zealand -pharma-at-ada-2025-presentation.pdf 58
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| n n o vMazdutideg5LP1/Glucagon Agonist) Shows
48-Week Data in NEJM Paper in June

A Change in Body Weight
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Source: https://www.nejm.org/do/10.1056/NEJMdo008023/full/
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MazdutideVomiting Rates Quite High

Table 4. Adverse Events (Safety Population).*
Mazdutide, 4 mg Mazdutide, 6 mg Placebo
Event (N=203) (N=202) (N=205)
number (percent)
Any adverse event 195 (96.1) 196 (97.0) 183 (89.3)
Serious adverse event 12 (5.9) 8 (4.0) 13 (6.3)
Death 0 0 0
Adverse event leading to discontinuation of 3 (1.5) 1(0.5) 2 (1.0)
mazdutide or placebo
Adverse events occurring in =10% of partici-
pants in any groupy
Nausea 66 (32.5) 102 (50.5) 12 (5.9)
Diarrhea 71 (35.0) 78 (38.6) 13 (6.3)
Vomiting 53 (26.1) 87 (43.1) 6 (2.9)
Decreased appetite 70 (34.5) 8 (28.7) 10 (4.9)
Covid-19 39 (19.2) 0 (24.8) 40 (19.5)
Upper respiratory tract infection 42 (20.7) 45 (22.3) 4] (20.0)
Urinary tract infection 24 (11.8) 25 (12.4) 22 (10.7)

Source: https://www.nejm.ora/do/10.1056/NEJMdo008023/full/
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BrightGendsLP1/GIPR Agonist Data at ADA

Efficacy and Safety of BGMO0504 in Chinese Patients With Obesity:
A Multicenter, Randomized, Double-blind, Placebo-controlled phase 2 Trial

() Bnghl(}ene

13 &
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Haibin Zhang*, Guoping Yang MD>%38, Jiandong Yuan PhD%7:2,

1 Department of Endocrinology and Metabolism. Peking University People's Hospital, Beijing, China.
3 The Sweetwood Group LLC, Rockville, MD 20850, USA.

5 Center for Clinical Pharmacology, The Third Xiangya Hospital, Central South University, Changsha 410013, China.
6 XiangYa school of Pharmaceutical Sciences, Central South University. Changsha 410013, China.

2 BrightGene Bio-Medical Technology Co.. Ltd, Suzhou 215000, People’s Republic of China.
4 Beijing Noahpharm Medical Technology Co., Ltd, Beijing. China.

7 These authors contributed equally: Linong Ji and Jiandong Yuan.
|8 These authors jointly supervised this work (Correspondence): Jiandong Yuan, Guoping Yang and Linong Ji . *email: jiandong_yuan@bright-gene.com; ygp9880(@126.com: jiln@bjmu.edu.cn.

” A

Introduction & Objective
BGMO0504 is a dual agonist targeting glucagon-like peptide-1 receptor (GLP-1R) and glucose-dependent insulinotropic polypeptide receptor
(GIPR). This study evaluated the safety and efficacy of BGM0504 in Chinese patients with obesity during multiple-dose administration.

Methods

A randomized. double-blind. placebo-controlled. parallel-group design was employed. A total of 120 overweight Chinese adults ( BMI >
24kg/m’*, mean BMI at enrollment > 27kg/m") with prediabetes and/or at least one obesity-related comorbidity, or adults with obesity (BMI>
28kg/m’. mean BMI at enrollment > 30kg/m?) were randomized in a 3:1 ratio into three dosage groups of BGM 0504 (5 mg. 10 mg, 15 mg) or
placebo: Smg (n = 30), 10mg (n = 30) 15mg (n = 30) and placebo (n = 30). The study consisted of a titration phase (2-6 weeks), 24-week
treatment with once-weekly dosing, and a 2-week follow-up. It was registered with the Chinese NMPA (CTR20233198).The primary endpoint
was the percentage change in body weight from baseline to week 24, Key secondary endpoints included body weight, the change in waist
circumference, and the proportion of participants achieving weight loss targets. Additional secondary outcomes were also evaluated from
baseline to week 24. Safety was assessed through adverse event (AE) monitoring. laboratory tests, and vital signs.

Results
Preliminary data indicate that BGM0504 injection demonstrated a favorable safety and tolerability profile. The mean percentage changes from
baseline to week 24 in body weight were —10.68% (SD 4.68%) with BGM0504 5 mg, —16.07% (7.39%) with 10mg, —18.33% (7.49%) with
15mg and 0.13%
(3.48%) with placebo(see Figure 1). The mean changes in waist circumference from baseline to week 24 were -8.88cm (SD:5.85cm) with
BGMO03504 Smg.
-12.71em(7.01cm) with 10mg, -14.38cm (8.03cm) with 15mg and-1.03(2.91com) with placebo(see Figure 2). From baseline to week 24, least-
squares mean (LSM) percentage changes in body weight relative to placebo were:
o5 mg group: —10.77% (95% CI: —12.93 to —8.61), =10.2 kg (-12.3 to —8.2)
©10 mg group: —16.21% (95% CI: —19.20 to —13.23), —15.5 kg (-18.3 to —12.6)
*15 mg group: —19.78% (95% CI: —23.02 to —16.54), =20.1 kg (-23.4 to —16.8)
The body weight reduction of all BGM0504 groups with > 5%, > 10% and > 15% reductions were significantly superior to the placebo group
(p<0.001) and the > 20% body weight reduction of BGM0504 10mg and 15mg groups was significantly superior to the placebo group (p<0.05),

\see Figure 3. )

(In addition, all doses of BGM03504 significantly improved both systolic blood pressure (LSM from -11.60mmHg to -13.03mmHg) aud\
diastolic blood pressure (LSM from -5.98mmHg to -7.50mmHg) from baseline to week 24 compared to the placebo group (p<0.05) and
other secondary outcomes further supported the efficacy of BGMO0504. All BGM0504 doses were well tolerated, including the most
common AE.

¥ o o 0 0 0.13%
PN et Placebo 0 000073 --0.19 042 0,67 .1 .03 Placebo
3
5 5
. : . - -10.68% 3 .8.88 BGMO0504 Smg
-9 y ¢ . BGMO0504 5mg -10 2 =
12 -~ . -1:.7§ BGMO0504 10mg
15 T BGM0504 10mg  -13 ] 1938 BGM0504 15mg
-18.33%
-18 20
21 BGMO0504 15mg
“owk 4wk Swk 12wk 16wk 20wk 24wk Owk 4wk 8wk 12wk 16 wk 20wk 24 wk

igpure 2 Changes in waist circumference from baseline{cm) to week

36.7% _ P 86.2% I 5mg Ml 10mg " 15mg I Placebo
6.6%
5 'O
56.7° 56.7%
'!o 00
10.0% 3.39 l
=504 =] 0% —._150 >=2(%%
Figure 3 The proportion of participants achieving weight loss targets (with = 5%, > 10%, > 15%. > 20%)at week 24
Conclusions

In adults with obesity, BGMO0504 treatment for 24 weeks resulted in substantial reductions in body weight and waist circumference.
BGMO0504 demonstrates significant potential for weight management and metabolic risk reduction in overweight and obese non-diabetic]
\undividuals. R,

Source: https://diabetesjournals.org/diabetes/article/74/Supplement_1/744

-P/158588/744-P-Efficacyand-Safety-0f-BGM0504in-Chinese
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Headquarters Indianapolis, IN Bay Area South Korea China Denmark Potomac, MD Bay Area
Retatrutide NA-931 Bioglutide) HM-15275 MWN109 UBT251 ND PN477

GLR1 / GIPY/ IGFL/GLPL/GIP / GLP/GIP/GCG (oral)/ GLPGIPY Glucagon GLRL+ e
q . GLP1+GIP+GCG . . GIP+Amlyir+ Calcitonin Agonist
Glucagon Agonist Glucagon Agonist GLP1 weighted Agonist Calcitonin (oral)

Phase 3 Phase 2 Phase 1 Phase 1 Phase 1 Preclinical Preclinical

In a 28-day Phase 1

trial, NA-931 achieved
In a Phase 2 trial, mean body weight
weekly retatrutide reductions of
achieved up to 24.2% approximately 6.4H
mean weight loss at 48 6.8%, translating to
weeks, the most ever about 5.1% superiority
reported for an obesity over placebo, with
medication. It also minimal
significantly improved gastrointestinal side
glycemic control, effects and no muscle
lowering HbAlc by loss. A subsequent 12
more than 1.5%, with week study saw weight

(39.9%) change in BW

in obese mice vs.

(15.0%) and (25.3%) Starting Phase 1 in Q3
for semaglutideand 2025

tirzepatide,

respectively

Average weight loss of
15.1% after 12 weeks ii NA NA
Phase 1b trial

Efficacy Data

primarily Gl side loss double to ~12.7%
effects. while maintaining its
favorable tolerability
profile
Upcoming 2025 H Phase 3 trials  H2 2025H Start of 1H25H Ph1l results 1H 2026H Phase 2 2026 H IND 2026 H IND 2026 H IND
Milestones underway Phase 3 2H25H Ph2 start start submisstion submission submission
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ADA: Biomed N&31 Quad Shows Impressive Weight

Loss and Tolerability

Multiple Ascending
Dose Level

Mean baseline body
weight

Mean change from
baseline body
weight

Mean percent change
from baseline

Placebo-adjusted
mean percent change
from baseline

NA-931
120 mg
[n=24)

NA-931
150mg
(n=24)

No. of Subjects

reporting, (%)

Nausea
mild

3(103%)

1(42%)

2(83%) 3(125%) 7(7.3%)

Moderate 0 (0%) 0 (0%) 0 (Em) 0 (0%) 0 (0%) 0 (0%)
Severs 0(0%) 0 (0%) 0 (0%) 0 (0%) 0 (0%) 0 (0%)
Vomiting 2 (6.9 %) 1(4.2%) 1(4.2%) 1(4.2%) 2(83%) 5(52%)
Diarrhea | 2(6.9%) 1(4.2%) 1(42%) 2(83%) 2(83%) 6(6.3%)
0(0%) 0{0%) 0(0%) 0(0%) 0(0 %) 0(0%)

Source: https://diabetesjournals.org/diabetes/article/74/Supplement_1/2189

This drug was tested withtirzepatide but some slides during their ADA
presentation seem to show their weight loss is a bit less thantirzepatide
but the data below show striking weight loss in an Australia trial. A bit hard
to interpret.

Percentage Change in Body Weight (efficacy estimand)

Change from Baseline (%)

0 1 2 4 3 “ 10 12
Time since first dosing (weeks)

-+-Placebo —+-NA-931- 60 mg/day @ NA-931-90 mg/day -4 NA-931 -120 mg/day -8-NA-931-150 mg/day

Conclusion

The topline results of the Phase 2 of NA-931 showed its
potential as a first-in-class oral quadruple receptor agonist
for weight loss, with excellent safety and efficacy. The
Company is advancing NA-931 to Phase 3 trials
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Pep2Tango Quad Incretin Delivers Strong

Weight Change in DIO Rat Model

85-OR: A Novel Unimolecular Peptide Tetragonist (PTTFA) Targeting GLPL, GIP, Amylin, and Calcitonin Receptors with Superior @ight
Loss Effects vs.Tirzepatide While Preserving Muscle in DIO Rats

Body weight change (% vs each Initial BW)

10

-10-

-15-

— -8~ Vehicle
—— Tirze 30 nmol/Kg
19.3% —— PTT-A 10 nmol/Kg
-0~ PTT-A 30 nmol/Kg

....................................................

1 T 1 11
0123456

T 1 1T 1T 1T 1T 1711711
7 8 910111213141516 17 18

Time (days)

***p<0.001 vs Vehicle according to one-way Anova with post-hoc Fisher’s LSD
"p<0.01 vs Tirze at the same dose according to one-way Anova with post-hoc Fisher's LSD
*p<0.05 vs PTT-A 10 nmol/Kg at the same dose according to one-way Anova with post-hoc Fisher's LSD

Source: https://diabetesjournals.org/diabetes/article/74/Supplement_1/85
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-OR/158315/850RA-NovelUnimolecular-Peptide-Tetra-agonist
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Pep2Tango Molecule Associated with Lean Mass Preservation

PTT-A Reduces Fat Mass with Lean Mass Preservation vs Tirzepatide (MRI
An a lySiS) This data generated from MRI

analysis of DIO rats; Pep2Tango

also has confirmatory data
showing muscle preservation in
DIO rats using carcass analysis

Total fat mass loss (g) Lean mass loss (g)
50 5 Tirze 30 nmol/kg
% 25 - S o
g 04 2 58.2%
B -25- iy #itH
@ @ i I Fat mass loss
E _50- g 104 W Lean mass loss
©
% 75 #ith 5 PTT-A 10 nmol/Kg PTT-A 30 nmol/Kg
= © .15+
o _ e -] ek
F -100 il 6.8% 3.5% ‘
-125 -20
P O © W© @
0‘\\0 o\\‘l" 0\\4:' (}\‘l‘ (\\(} 0\\*_% o\\*‘rq c}\‘l"o"
N & &« @ &
SRS ot ob "
% ?'\ \”n) o ‘?‘\ Y‘rb
<V ’ ’ ’ /
LK NP
R4 R YR 93.2% 96.5%
3 Fatmass loss =1 Fatmass loss
B3 Lean mass loss Bl Lean mass loss
***p<0.001 vs Veh according to one-way Anova with post-hoc Fisher’s LSD ©PenaT Th tics. | 2025
epZiango I herapeutics, inc, -

¥p<0.001 vs Tirze according to one-way Anova with post-hoc Fisher’s LSD

Source: Pep2Tango Corporate Presentation 66



ADA: Hanmi Triple > High WL Plus Muscle Preservation

Source: https://www.hanmi.co.kr/science -pdf/HM15275/2025 ADA Poster HM15275 755 pdf




