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Safety, tolerability, pharmacokinetics, and pharmacodynamics
of DA-1726, an oxyntomodulin analogue, in a higher-dose

phase 1 cohort with exploratory noninvasive liver assessment
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Introduction Results

» Obesity is associated with metabolic complications, including ® Demographics and baseline characteristics ® DA-1726 demonstrated substantial reductions in body weight and waist circumference

metabolic dysfunction—associated steatotic liver disease.

= Body weight (48 mg): —6.1% at Day 26 and —=9.1% at Day 54, with no plateau through Week 8

Number of 4 mg 8 mg 16 mg 48 mg 48 mg Ext Pooled Placebo
. ) , Subjects (N=6) (N=6) (N=6) (N=6) (N=4) (N=15) - - . _
> DA-1726 is a novel oxyntomoduhn ana'ogue in Phase 1 p— = Waist circumference (48 mg) 5.8 cm at Day 26 and =9.8 cm at Day 54
clinical development, acting as a dual agonist of the GLP-1 Mean (SD) 468 (11.8) 450(8.7) 458(134) 467 (59) 48.0(126) 46.8 (16.0) 40.6 (12.2) Mean BW Mean WC
ean
and glucagon receptors (NCT06252220). Male Change from Baseline Change from Baseline
n (%) 2 (33.3) 4 (66.7) 4 (66.7) 2 (33.3) 4 (66.7) 2 (50.0) 9 (60.0) Day 54 Day 54
» In this first-in-human Phase 1 StUdy, results through Part 2 (UP to Weight (kg) 48 mg Pooled |48 mg PBO 48 mg Pooled (48 mg PBO
32 mg) demonstrated favorable safety and tolerability, along Mean (SD) 84.4(11.0) 89.3(11.8) 96.0(9.1) 904 (144) 1104 (12.7) 108.4 (15.3) 99.1 (14.5) 4mg 8mg 16mg 32mg 48mg PBO PBO | EXT EXT 4mg 8mg 16mg 32mg’ 48mg PBO PBO | EXT  EXT
. _ . - - , 2 0.0 1 | | ] 0.0
with clinically meaningful body weight reduction. Body Mass Index (kg/m®) < S @ ' I
Mean (SD) 32.6 (2.4) 31.2 (1.1) 35.3 (3.9) 34.0 (2.6) 38.1 (3.3) 37.9 (4.2) 36.1 (4.6) 9: ﬁ 20 % >
- = m o 0 c =Z2. 0= kS
» Based on these findings, a higher-dose cohort was Waist Circumference (cm) og E 2
. . : Mean (SD) 98.8 (8.4) 102.2(4.5) 108.0(7.8) 104.8(4.0) 118.7(10.1) 115.0 (10.5) 111.0 (12.8) 2% _40- ) o ~ -5.0-
subsequently investigated to characterize DA-1726 at an >0 5 E
. o = » -
expanded dose range. ® Favorable tolerability of DA-1726 2% -60- sf
. . . . o @ *# n ~'Y-YT
» (Gastrointestinal adverse events were mostly mild to moderate in 25 _g.0- ;3 '
N severity and transient 5 56
. | . . . . -10.0- O™ -15.0-
nsulin secretion 7 = No serious adverse events or treatment-related discontinuations
.: Energy expenditure +GE‘5""3 e £ were observed " p<0.05 vs. Pooled PBO, # p<0.05 vs. 48 mg PBO * p<0.05 vs. Pooled PBO; § at Day 33
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® FibroScan-based assessments’ suggested liver-related improvements at Day 54
= Controlled attenuation parameter: —=20.0 dB/m at Day 54 vs. +24.0 dB/m with placebo

Pooled DA-1726 Pooled Placebo

(N=15), n (%)

(N=30), n (%)

AIm

Subjects with Any TEAE 14 (46.7) 5 (33.3) _ _ .
Vild 4(13.3) 2 (13.3) = Liver stiffness measurement: =10.3% by VCTE at Day 54 vs. +13.8% with placebo
“Sﬂodefate 8 <(26-7)> 30<(200-00)> = FAST score: Directional improvement from baseline observed at Day 54
evere 2 (6.7 .
To evaluate the Safety, tOIerabiIity, pharmaCOKinetiCS (PK), Gastrointestinal Disorders 11 (36.7) 2 (13.3) Change from Baseline: CAP (dB/m) Change from Baseline: FAST Score (%) Change from Baseline:
: : : : Mild 7 (23.3) 1(6.7) Liver Stiffness Measurement (VCTE, %)
pharmacodynamics, and exploratory noninvasive liver- oderate 4 (13.3) {67
related parameters of DA-1726 in the higher-dose cohort of Vomiting 10 (33.3) 2 (13.3) 100 ™ 48mg 0.0 100
. Mild 6 (20.0) 2 (13.3) m= 48 mg PBO
obese, otherwise healthy adults. VModerate 4(13.3) 0.(0.0) o oo 30.0+
Nausea 6 (20.0) 2 (13.3) 20.0-
Mild 5 (16.7) 2 (13.3) 0.0 20.0- 10.0—
M et h o d Moderate 1(3.3) 0 (0.0) 00—
Constipation 3(10.0) 1(6.7) -20.0+ 0.0+ 0.0
Mild 3 (10.0) 1(6.7) |
Diarrhea 1(3.3) 1(6.7) ~40.0- -20.0- oy 26 oy 54 -20.0- Day 26 Day 54
. : . : : - ay 26 Day 54
> Su bjeCtS We re random Ized to recelve m u Itl ple ascend | ng doses e Qi 209 BDas);Iine CAP values differed by analysisyset' Baseline FAST scores differed by analysis set: Baseline LSM scores differed by analysis set:
: _ : Moderate 0(0.0) 1(6.7) Day 26, 307/334 dB/m: Day 54 extension, 291/339 dB/m for 48 mg/PBO Day 26, 0.108/0.144: Day 54 extension, 0.083/0.210 for 48 mg/PBO Day 26, 6.48/5.13 kPa: Day 54 extension, 5.30/5.95 for 48 mg/PBO
(MAD) of subcutaneous DA-1726 or place boina2:1 ratlo, once Abdominal Distension 1(3.3) 0 (0.0) n: Day 26, 48 mg = 4, PBO = 3; Day 54, 48 mg = 3, PBO = 1 n: Day 26, 48 mg = 4, PBO = 3; Day 54, 48 mg = 3, PBO = 1 n: Day 26, 48 mg = 4, PBO = 3; Day 54, 48 mg = 3, PBO = 1
Mild 1(3.3) 0 (0.0)

weekly for 4 weeks without titration.

T Only FibroScan results that passed QC review were included in the analysis

® No clinically meaningful changes in heart rate or QTcF were observed

Conclusions

> Of 9 subjects randomized in the 48 mg cohort, 6 entered an
optional four-week extension phase at the same dose (4 DA-
1726; 2 placebo).

Mean 6-hr Post Dose QTcF (msec)
Change from Baseline

Mean HR vs. Time Mean QTcF vs. Time

» DA-1726 was generally well tolerated up to 48 mg, with no new safety signals
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Only EXT subjects are included beyond Day 29 Only EXT subjects are included beyond Day 29

SAD » Ongoing Phase 1 Part 3a/3b dose-titration studies will evaluate longer-term treatment
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