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ASC30, an Oral GLP-1R Biased Small Molecule Agonist Demonstrated Superior
Weigh Loss in Participants with Obesity: A 28-Day Multiple Ascending Dose Study
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Overview of ASC30

B ASC30 is discovered and developed in-house at Ascletis as a first and only investigational small molecule GLP-1R fully
biased agonist designed to be administered:
» Once-daily oral tablet
» Once-monthly SQ injection as a treatment therapy
» Once-quarterly SQ injection as a maintenance therapy
B ASC30 once-daily oral tablet demonstrated a 6.5% placebo-adjusted mean body weight reduction from baseline after 28-
day treatment in multiple ascending dose (MAD) cohort 2 (weekly titrations of 2 mg, 10 mg, 20 mg, and 40 mg).
B ASC30 once-daily oral tablet also demonstrated a 4.5% placebo-adjusted mean body weight reduction from baseline

after 28-day treatment in MAD cohort 1 (weekly titrations of 2 mg, 5 mg, 10 mg, and 20 mg).



“Chugai Scaffold”: Only four players in the clinical development®

Drug Sponsor Structure Clinical Status

Orforglipron Eli Lilly Phase Il1
ASC30** Ascletis Phase Il
Aleniglipron Structure Therapeutics Phase I
(GSBR-1290) P

Elecoglipron AZ/Eccogene Phase |
(AZD5004) g

*From www.clinicaltrials.gov as of 1 Aug 2025;
**ASC30 is protected by two granted U.S. patents (US12234236B1& US12291530B1)
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ASC30 oral exposure Is much higher than orforglipron in NHP
(Head-to-head comparison)

Oral dosin 5 mg/kg in Rat, 15mg/kg in NHP,
J AUC, ., h*ng/mL AUC,,,, h*ng/mL
ASC30 91,858 8,097
Orforglipron 6,346 1,661
AUC ratio of ASC30 to 14 5

orforglipron




ASC30 tablets MAD (28 days) in obese patients explored various titrations
(conducted in U.S))

Eligibility

L. Treatment and follow up Objectives
Criteria

Cohort 3 ASC30: Placebo (n=8: 2) QD
After 14-day safety

evaluation 5mg 15mg 30mg 60mg Follow up To evaluate safety and
Participants with high starting dose, fast titration tolerability
obesity
(BMI'=30.0 e, CONOT 2 ASC30: Placebo (n=8: 2) QD
kg/m?to <40.0 (AT <y sarely To evaluate the
kg/m2) without 2mg 10mg 20mg 40mg Follow up
: harmacokinetics
other me_zdlcal mid starting dose, fast titration P
conditions
Total N=30 Cohort 1 ASC30: Placebo (n=8: 2) QD To evaluate preliminary
2mg 5mg 10mg 20mg Follow up efficacy (body weight
v \ A/ \ A \ A/ vy v
D1 D7D8 D14D15 D21D22 D28D29 D35 etc.)
\ Y J\ mid starting dose, normal titration
Screening



ASC30 once-daily tablets demonstrated superior weight loss at Day 29

% body weight change from baseline at Day 29

o
1

0.2 ASC30 MAD Cohorts 1 and 2 weight change at day

29 from baseline (Day 1 prior to first dose):.
» ASC30 MAD2 =-6.3% (n=8);
L4 3Hx* » ASC30 MAD1 =-4.3% (n=7);

-6.3% x> » Placebo = +0.2% (n=6).

R
<

Body weight
change from baseline (%)
o

, , » No sign of plateau observed at Day 29.
Placebo 2/5/10/20 mg 2/10/20/40 mg

*p<0.05, **p<0.01, ***p<0.001,****p<0.0001



20 mg and 40 mg ASC30 demonstrated superior oral PK profile at steady state

B Higher AUC positively correlated with greater body weight reduction
Concentration-time curves of ASC30 Day 28

—
é 1000+ MAD Cohort 1 MAD Cohort 2
5 (N=8) (N=8)
j—
= 100 Dose level (mg) 2, 5,10, 20 2, 10, 20, 40
E‘ T () 8.000 (2.00-8.00)  8.000 (3.00-24.00)
~— 10 -
272+101 3974274

§ e~ MAD Cohort 1: 2 .5, 10, 20 mg Day 28 Crrax (NG/ML)
= _ (steady
o —o- MAD Cohort 2: 5, 10, 20, 40 mg state) 3,560+1,440 5,060+2,080
O 1 1 T 1 T 1 | AUC 4, (h*ng/mL)

0 20 40 60 80 100 12 T ) 41.9+12.9 35.7+13.7

Time (h)

T nax 1S sShown as median (range); C . AUC o4, and T4, are shown as mean + standard deviation.



ASC30 tablets MAD Gl tolerability over 28-day treatment and 7-day follow-up: no

vomiting incidence in MAD cohort 1 due to 2 mg to 5 mg weekly titration strategy

Severity of GI-AEs (Nausea, Vomiting, Diarrhoea and Constipation) by Treatment Over Time

B Grade 1| Grade 2

o0

S

+

2 mg

L

S

MAD Cohort 1 (N = 8)

20 mg ?Followup
10 mg | |

5mg

No. of participants with any GI-AE(S)

MAD Cobhort 2 (N = 8) MAD Placebo (N = 6)

 40mg gFoIIowup
- 20mg

35

2mg |
7 12 21 o3

Day

35 7 12 71 73

During 28-day treatment and 7-day follow up, zero incidence of vomiting was reported in MAD cohort 1, whereas
vomiting events occurred in MAD cohort 2, suggesting weekly titration from 2 mg to 5 mg represents an appropriate
escalation pace and provides key evidence to inform the titration regimen for phase II.

9

35



Number of any GI- AE(S)

—_
[

Incidences of GI-AEs by Treatment Over Time

~ MAD Cohort 1 (N=8) MAD Cohoﬁ 2 (N=8) MAD Placebo (N=6)
8 i ‘ omg mg Eoowup

‘ | 10mg

20 mg éFoIIow up |
6 : :

smg
| ) lII II
0 7 14 21 35 ¥ 7 73

Day
B Nausea " Vomiting l Diarrhoea I Constipation

GI-AEs: Nausea, Vomiting, Diarrhoea and Constipation
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ASC30 MAD Cohorts 1 and 2 had no hepatic safety signals

MAD Cohort 1 (2mg, 5mg, 10mg, 20mg) mean ALT value MAD Cohort 2 (2mg, 10mg, 20mg, 40mg) mean ALT value
50= 50
ULN ......................................................... ULN ,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,
40+ 40+
:T —~~
S 30 5 30 "\./\
[ “\0\'/' H
3 3 207
10+ 10=
Un g T T 1 01T T T 1
012 15 29  35(EOS) 012 15 29  35(EOS)
Visit Dates Visit Dates
MAD Cohort 1 (2mg, 5mg, 10mg, 20mg) mean AST value MAD Cohort 2 (2mg, 10mg, 20mg, 40mg) mean AST value
ULN 40_ ......................................................... ULN 40_ .........................................................
30 30
- -
=) i =)
= 20 o . e = 207 d’\./.\o
(%2]
< <
10+ 10
0 1 1 | 1 0 TT T T 1
012 15 29 35(E09 012 15 29 35(E0S)
Visit Dates Visit Dates

No SAEs were reported. No Grade 3 or higher AEs were observed. There were no abnormal
findings in laboratory tests, vital signs, ECGs (electrocardiograms, including QTc intervals), or

physical exams.
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ASC30 Summary

B ASC30 once-daily oral tablets demonstrated up to 6.5% placebo-adjusted mean body weight reduction

from baseline after 28-day treatment

B ASC30 tablet’s higher efficacy is supported by its higher oral drug exposures
B ASC30 is safe and well tolerated with only mild-to-moderate Gl AEs

» We believe that Gl AEs can further be reduced by “lower starting dose, slower titration” trial design

for the ongoing ASC30 tablets 13-week Phase Il study in U.S.
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Figure 2 Body Weight Change Figure 4 ASC30 tablets MAD GI tolerability over 28-dday treatment and 7-day follow-up: no
ASC30 is an oral GLP-1R biased small molecule agonist without B-arrestin recruitment, with unique and from Bascline at Day 29 vomiting incidence in MAD cohort 1 due to 2mg to 5 mg weekly titration strategy
dilTerentiated propertics that enable the drug admini; as both a thly sut injection 2 o L (A) Severity of GI-AEs (Nausea, Vomiting, Diarrhoea and Constipation) by Treatment Over Time
and a once-daily oral tablet. The completed single ascending dose (SAD) study of ASC30 oral tablet E 02 cex BGrade 17 Grade 2
4 daf lerability profile and dose-proportional pt Kinetics cl istics, We %g T | MAD Cohort 1 (N =8) [ MAD Cohort 2 (N = 8) [ MAD Placebo (N = 6)
s =
present here the weight loss, pt kinctics and tolerability of ASC30 once-daily oral tablet in the first two §~‘-§' ' :;. pames Bad
3o @ =
cohorts of a 28-day multiple ascending dose (MAD) study to treat patients with obesity (NCT06680440). E" -“; B rws s
63eeer H o T
£ 04 3 e
S éﬂ 4 =
-
Platebo 21020 mg 2102040 mg - I
A 28-day randomized, double-blind, placebo-controlled MAD trial in participants with obesity (BM1 30-40 N o ox . 5 i H
: i B
ke/m?), conducted in the United States. Study design shown in Figure 1. PRO057> =001, 4520001, B0.0001 8 LIINIL ] 100 =
1 7 2 b5 L S T 2 3 3 3 3
Figure 1 Study Design z * d J ‘D ! # . 2 :
_y
Elg, “Ireatment and follow up Objectives .
Criteria Figure 3 Concentration-time curves of ASC30 Day 28 (B) Incidences of GI-AEs by Treatment Over Time
iy, RIS i S O S [ MAD Cohort [(N=8) | [ MAD Cohort2 (N-8) | [ MAD Placebo (N-6)
- ; et s e l oy || some ‘- To evaluate safety and E % Aomg Followp,
P““‘;f‘:: with high starting dose, fast titrution tolerability & o s e oy |
e £ .
(BMI230.0 Cohort2 ASCH0: Pacebo (u=5: 2) D, = S 4 B Foee) [ e
Kgim? to 40,0 (M ooy | ISl SR r 1 To evaluate the £ z
~ 2ug 10v 20mg ome = 0
fee o I ES Bl E L~ | pharmacokineics. = S =
me mid starting dose, fast titeation z 5 Su
conditions g - MAD Cohort 1:2 5,10, 20 mg £ e
ORINSBON | ...+ 7 Asco0: Plasson (e 2) QD i 5 o= MAD Cohort 2: 5. 10, 20, 40 mg E
Placebo (1% 2) Q1 To evaluate pmhml‘mly S &z pome
|8 . eficacy (ody welght 020 40 60 80 100 120 N SR T & B
oms mimis o ete) .
[——— :id starling dose, lurmn'l titration Time (h)
Serosaine ENausea # Vomiting HDiarthoea W Constipation
W Weight change from bascline was —6.3% (MAD2, n=8), -4.3% (MADI, n=7), and +0.2% (placcbo, n=6). MAD Cohort 1 (2mg, Smg. 10mg, 20mg) mean ALT value  MAD Cobort 1 (2mg, Smg, 10mg, 20mg) mean AST vatue  MAD Cobort 2 (2mg, 10mg, 20mg, 40mg) mean ALT value  MAD Cobort 2 (2mg, 10mg, 20mg, 40mg) mean AST valuc
No plateau observed at Day 29 (Figure 2). N b [y — Rl
“
¥ 20 mg and 40 mg ASC30 superior steady-state oral inetics(Figure 3 and Table 1). % a3 g 2 3
C— - ] e
= Gl Tolerability: In the MAD study, Cohort 1 showed no vomiting, while Cohort 2 had events (Figure 4), w e Z e—————— Y * ad
w
indicating weekly titration from 2 mg to 5 mg was appropriate. . ”
B
® No SAEs or Grade 23 AEs, including GI events, were observed. Labs, vitals, ECGs (QTc), and physical LR ? A K " g e By P

cxams were normal. No hepatic safety signals were detected in MAD Cohorts 1 and 2 (Figure 5).

Table 1 Higher AUC positiely corrlaed with greater body welght reduction S condusion

MAD Cohort 1 MAD Cohort 2
N=8) (N=8) W ASC30 once-daily oral tablet d d up to 6.5% placebo-adjusted mean body weight reduction from baseline after 28-day treatment
Dose level (mg) 2,5,10,20 2,10,20,40 W ASC30 tablet’s higher efficacy is supported by its higher drug exposures
Tonax (0 8.000 (2.00-8.00° 8.000 (3.00-24.00
ma (0) ( ) ¢ ) W ASC30 is safe and well tolerated with only mild-to-moderate GI AEs

Day 28 Ciu (ng/mL) 2724101 397£274
(steady state) AUCy,y, (W*ng/mL) 356021440 50602080 »We believe that GI AEs can further be reduced by “lower starting dose, slower titration” trial design for the ongoing ASC30 tablet 13-week

Tys(h) 41.9£12.9 35.7£13.7 Phase IT study in U.S.

1 6 shown as median (ange). €. AUC, 1q, and Ty ; are shown as mean # standard deviation.
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