N e Efficacy and Safety of Oral Ribupatide (HRS9531) in Chinese Adults with Obesity: A Phase 2 Trial
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> Dual GLP-1/GIP receptor agonists are emerging as a key Part|C|pantS ; . o > At week 26, the mean Change from baseline in BMI reached -4.0 kg/m2 N Safety
therapeutic option in obesity treatment L' > A total of 166 (61_ [36.7%] male, 105 [63.3%)] f.emaille) participants were the oral ribupatide 25 mg and 50 mg groups, versus -0.7 kg/m2in the » Treatment-emergent adverse events (TEAEs) were reported in 80.0% to
| | | enrolled and received at least one post-randomization dose of the study olacebo group (Figure 4). 84.1% of participants across ribupatide dose groups, compared with 80.0%
agonist peptide. lts once-weekly subcutaneous injection > The mean baseline body weight and BMI were 92.6 kg and 33.3 kg/m?2. aaf > The majority of TEAEs were mild to moderate in severity, the most
. . . . . . = -0.6- . . . . , .
has showed compelling weight loss efficacy in a previously Efficacy 2 x 10 } { common gastrointestinal adverse events (GIAEs) with oral ribupatide were
reported phase 3 trial [2l. » Based on hypothetical estimand at week 26, least squares (LS) mean %E :3:::4 Mg S 1 nausea, diarrhea, and vomiting. Most GIAEs occurred during the initial
. . . . ' ' 6 9% - 0 i, 0 % a9 S e == oL . .
> This randomized, multicenter, double-blind, placebo- weight loss from baseline were -6.9%, -12.1%, and -12.1% for oral ES 55 = 1 titration period and were transient. Importantly, no GIAEs led to treatment
. ribupatide 10, 25, and 50 mg, compared to -2.3% for placebo (p=0.0027, = 5, 304 diiiat . o : : : :
controlled phase 2 study (NCT06841445) aims to evaluate OpOOO1 0001 Tr? i P h'l::'t . pt (p. " %E 34 Zm:'"f:“"azj‘? ;2 m ) TN discontinuation or dose reduction.
, _ L _ <0. ana p<0. . Ihe mg group exnibited steeper wel 0SS 5 38 ~ Uralnbupatide 2o mg i
the efficacy and safety of oral ribupatide in Chinese adults P P ) J Jroup exn per WeIght 16 2 20| i sing | S Table 2. Treatment-emergent adverse events
_ _ . _ compared to the 25 mg group after week 8 without observed reduction 46] —e— Placebo | e
with obesity without diabetes. . . 5.0- ro ibtpatice el TbHpatide T TRUPSHEE  placebo
plateau in both groups through week 26. (Figure 2). 3 3 e o e 10 mg QD 25 mg QD 50 mg QD o
o 1 No. of Participants Weeks (N=42) (N=44) (N=40) (N=40)
= 0 Oral ribupatide 10 mg 42 42 42 41 40 41 40
_ Methods B — apmEimg $ o8 8§ & ; § Awres (@23 TEY 52600 52E00
O 3 i } -2 Placebo 40 40 38 39 36 34 33 _
Ex 1 Mild 28 (66.7) 27 (61.4) 26 (65.0) 24 (60.0)
. . . . . o ] - - - :
> In this study, participants without diabetes (BMI of 28-40 EE 5 - ) ) Figure 4. Mean (SE) change in body mass index from baseline to week 26 Moderate 7 (16.7) 9 (20.5) 6(150)  8(20.0)
-7 _—
kg/m?, age 18-65 years) were randomized 1:1:1:1 to once- EE 2 Oral ribupatide 10 mg B - _ _ _ _ _ Severe 0 1(2.3) 0 0
. . . °2 10 o » At Week 26, oral ribupatide was associated with greater proportions of .
dail QD | rib tid 10 25 50 S 4 = Oral ribupatide 25 mg SAEs 1(2.4) 2 (4.9) 0 1(2.5)
aily (QD) oral ribupatide mg, mg, or mg groups 2= M- S ticinant hivi S50 3109 4 >15% aht reducti q _ _ —
hieved via titration) or placebo group for 26 weeks g 13 +P|ra "h"pa'e md participants acnieving =o7, =1U%, and =157 weignt reauction, an TEAEs leading to treatment discontinuation 0 0 1(2.5) 0
144 —*F— Flacebo . . . . . . . .
(ac P group 5 5 greater reductions in body weight, blood pressure, triglycerides, and uric GIAEs? with 25% frequency in any arm
i 0 2 4 8 12 18 26 . .
(Figure 1). o of Paichants Weeks acid levels compared with placebo (Table 1). Nausea 5(11.9) 10(22.7)  8(20.0) 3(7.5)
: : : Oral ribupatide 10 mg 42 42 41 41 40 41 33 _ : 2(4.8
» The primary endpoint was the percentage change in body Ol tbupatde 26 ma 41 41 44 i 12 13 1 Table 1. Other efficacv outcomes at week 26 Diarrhea (4.8) 9 (20.5) 2 (5.0) 2 (5.0)
weight from baseline at week 26. Placebo e ¥ * > > o e e Vomiting 1(2.4) 5(11.4) 3(7.5) 0
Figure 2. Percentage change in body weight from baseline to week 26 (LS mean [SE]) Oral ribupatide Oral ribupatide Oral ribupatide Constipation 1(2.4) . 2 (5.0) 1 (2.5)
_ _ _ _ 10 mg QD 25 mg QD 50 mg QD ' :
» For waist circumference, the mean reduction from baseline reached up to (N=42) (N=44) (N=40) Hypoglycemia 0 1(2.3) 1(2.5) 0
5 mg Oral ribupatide 10 mg -10.8 cm in the oral ribupatide 25 mg and 50 mg groups at week 26, Severe 0 0 0 0
Versus _26 cm in the placebO group (Figure 3)' s LU bOdy Weight reduc“on’ " (%) = (59'5) s (77'3) & (77'5) v (17'5) PgiaEzrsvgrgbr)éJoEtﬁg’i:e’g[emsgl-er:::Eggfigza?ge;?ge g:f:;; (?)ﬁs,[)Sf?ar:'?/lriz:adlvrenr:se:\;enr}te;lgtﬁjlzt,og2tstj£j(§/indt(raj;i)rjatlhaed\ézrsr:ge\g/?gs.p (one cholelithiasis and acute
10 mg _ 00 cholecystitis, possibly related to study drug; and one benign ovarian germ cell teratoma, unrelated to study drug), and the placebo group (one ectopic
e B~ i 0 i i 0 regnancy, unrelated to study drug).
-0.8 4 Pts with 210% bOdy WEIght reductlon, n (A)) 13 (31 'O) 26 (59'1) 21 (52'5) 2 (5'0) Eoge par’ﬁcipant irt1 or;I ri:)upyatideg%O mg group discontinued treatment due to ventricular extrasystoles and ventricular tachycardia (unrelated to study drug).
= -1.6 1 k- _ & GIAEs were defined based on a predefined list of preferred terms, including nausea, diarrhea, vomiting, and constipation only.
oms T C Pewineskbeywegreion n () 268 7Gss 5075 108 o
QP 40- onciusions
Placebo g *§ o Body weight, kg, LS mean (SE) 6.1 (1.0) -11.1(1.00  -106(1.0)  -1.7(1.0)
. - - s 2 75 I > In Chinese adults with obesity without diabetes, oral ribupatide with
Screening Double-blind treatment period (26 weeks) Follow-up 32 48] —— Oral ribupatide 10 mg SBP, mmHg, LS mean (SE) 6.1 (1.4) 6.4 (1.3) 5.1 (1.4) -3.9 (1.5) T | y - C P |
! | . £'s £8 —=— Oral ribupatide 25 mg titration regimens (1-2 steps) showed clinically significant body weight
N ‘na | —%— Oral ribupatide 50 . .
VI V2 V38 V4 V5 V6 V7 V8 V9 vio a1 V12 V13 SR 5 I £ Alt + shift + A | DBP, mmHg, LS mean (SE) -3.8 (1.0) -4.2 (1.0) -3.7 (1.0) -0.2 (1.1) reduction compared to placebo over the 26-week treatment period.
Week -2 0 2 4 6 8 10 12 15 18 22 26 31 1204 , | | | | , : : . . , _ _ _ _
0 2 4 8 12 18 26 Triglycerides, geometric mean ratio (week 26 09(08.10) 08(07.08 08(07.09) 10(09. 1.1) » Oral ribupatide also showed metabolic benefits beyond weight loss, along
No. of Participants Week : 0 ' T ' B ' T ' D . . C : :
1 Study des Oualrbupatide 10mg 42 42 42 " ;RE > i u /baseline) [957C] with a favorable safety profile and a low incidence of gastrointestinal
igure 1. Study design Oral ribupatide 25 mg 44 44 A4 44 _ _ -
Oral ribupatide S0mg 40 40 39 38 38 e 2 Blood uric acid, pmol/L, LS mean (SE) -32.8 (9.9) -46.7 (9.5) -53.7 (10.2) -5.2 (10.9) adverse events (e.g., vomiting).

Pts, participants; SBP, systolic blood pressure; DBP, diastolic blood pressure.

Figure 3. Mean (SE) change in waist circumference from baseline to week 26
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