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Introduction

Methods

Results Results

Ø HRS9531 effectively reduced body weight, blood pressure, blood glucose, 
and triglycerides, with a favorable safety profile. 

Ø These data support further clinical development of HRS9531 for obesity 
treatment. 

Conclusions

Ø This is a randomized, double-blind, placebo-controlled phase 2 study 
(NCT05881837, Figure 1).

Ø Adults aged 18–65 years with a BMI of 28–40 kg/m2 were randomized (4:1) 
to receive once-weekly subcutaneous injections of HRS9531 or placebo 
across four dose cohorts (1.0 mg, 3.0 mg, 4.5 mg, and 6.0 mg) for 24 weeks 
(24W). 

Ø The primary endpoint was the percentage change in body weight from 
baseline to W24.

Results
Table 1. Baseline characteristics

1861-LB

HRS9531 
1.0 mg 
(N=50)

HRS9531 
3.0 mg 
(N=51)

HRS9531 
4.5 mg 
(N=50)

HRS9531 
6.0 mg 
(N=49)

Placebo 
(N=49)

Total 
(N=249)

Age, years 32.7 (8.3) 34.9 (8.8) 34.9 (7.0) 33.3 (7.9) 35.3 (9.3) 34.2 (8.3)
Male, n (%) 24 (48.0) 24 (47.1) 24 (48.0) 24 (49.0) 24 (49.0) 120 (48.2)
Weight, kg 91.9 (12.1) 91.7 (14.3) 92.8 (13.4) 90.0 (13.4) 91.3 (15.2) 91.5 (13.6)
BMI, kg/m2 32.2 (2.8) 33.0 (3.3) 32.3 (3.2) 31.9 (2.9) 31.9 (3.0) 32.3 (3.0)
WC, cm 103.1 (10.2) 105.1 (8.7) 103.7 (9.6) 103.4 (9.6) 104.2 (9.7) 103.9 (9.5)
HbA1c, % 5.3 (0.4) 5.3 (0.4) 5.3 (0.4) 5.4 (0.3) 5.3 (0.3) 5.3 (0.3) 
SBP, mmHg 119.0 (9.7) 119.6 (13.5) 117.4 (9.1) 120.0 (13.3) 119.2 (13.2) 119.0 (11.5)
HOMA-IR 4.9 (2.6) 5.7 (3.8) 4.9 (2.4) 5.1 (4.4) 5.6 (5.5) 5.1 (3.4)
TG, mmol/L 1.6 (0.8) 1.9 (0.8) 1.7 (0.9) 2.0 (1.1) 1.7 (0.9) 1.8 (0.9)

Ø The participants and their families, investigators, and clinical study sites.
Ø The study is sponsored by Jiangsu Hengrui Pharmaceuticals Co., Ltd.
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Data are mean (SD) unless otherwise specified. 
WC, waist circumference; SBP, systolic blood pressure; TG, triglycerides.
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Figure 1. Trial design

Efficacy
Ø The least-squares mean (LS Mean) percentage change from baseline at W24 

in body weight was -5.4% (95% CI -7.3% to -3.5%), -13.4% (-15.2% to -
11.5%), -14.0% (-15.9% to -12.1%), and -16.8% (-18.8% to -14.9%) in the 
HRS9531 1.0 mg, 3.0 mg, 4.5 mg, and 6.0 mg groups, respectively, compared 
to -0.1% (-2.1% to 1.8%) in the placebo group (P<0.0001 for all comparisons 
with placebo; Figure 2). 

Ø The proportion of participants achieving ≥5% body weight reduction from 
baseline at W24 was 52.0%, 88.2%, 92.0%, 91.8% in the four HRS9531 
groups (placebo: 10.2%; Figure 3). 

Ø The LS Mean changes from baseline at W24 in the waist circumference and 
systolic blood pressure in the HRS9531 groups reached up to -12.7 cm and -
8.3 mmHg, respectively (placebo: -1.8 cm and -0.4 mmHg; Figure 4, Table 2).

Ø HRS9531 also outperformed placebo in improving glycemic control and 
reducing triglyceride levels at W24 (Table 2).

Ø Growing clinical data indicates that a dual agonist targeting GLP-1 and GIP 
receptors may produce additive or synergetic effects for reducing body 
weight and improving glycemic control through the modulation of both GLP-
1 and GIP receptors.1-5

Ø HRS9531, a novel dual GLP-1 and GIP receptor agonist, has shown prominent 
efficacy in weight loss and glycemic control in both healthy subjects and 
participants with type 2 diabetes in phase 1 trials.6-7

Ø This phase 2 study evaluated the efficacy and safety of HRS9531 in obese 
adults without diabetes.

Safety
Ø Most adverse events (AEs) were mild or moderate in severity, and the most 

common AEs were nausea, diarrhea, decreased appetite, and vomiting, 
occurring primarily during dose escalation (Table 3). 

Ø No serious AEs (SAEs) were treatment-related and no participants 
discontinued treatment due to treatment-related AEs (TRAEs).

Table 3. Adverse events
HRS9531 
1.0 mg 
(N=49)

HRS9531 
3.0 mg 
(N=51)

HRS9531 
4.5 mg 
(N=50)

HRS9531 
6.0 mg 
(N=49)

Placebo 
(N=49)

Any AE 34 (69.4) 42 (82.4) 39 (78.0) 44 (89.8) 38 (77.6)
SAE 0 2 (3.9) 1 (2.0) 0 3 (6.1) 
AEs leading to treatment 
discontinuation 1 (2.0) 1 (2.0) 0 0 1 (2.0)

Treatment-related SAE 0 0 0 0 0
TRAEs leading to 
treatment discontinuation 0 0 0 0 0

Gastrointestinal disorders with ≥5% frequency in any arm
Nausea 7 (14.3) 14 (27.5) 16 (32.0) 16 (32.7) 4 (8.2)
Diarrhea 5 (10.2) 17 (33.3) 15 (30.0) 15 (30.6) 4 (8.2)
Vomiting 3 (6.1) 10 (19.6) 10 (20.0) 14 (28.6) 1 (2.0)
Abdominal distension 1 (2.0) 9 (17.6) 3 (6.0) 4 (8.2) 0
Eructation 0 2 (3.9) 2 (4.0) 4 (8.2) 0
Dyspepsia 0 4 (7.8) 1 (2.0) 1 (2.0) 0
Abdominal pain 0 1 (2.0) 3 (6.0) 1 (2.0) 0

Data are n (%). One patient in the 1.0 mg group did not receive HRS9531 treatment and was not included in the 
safety analysis.

Results
Participants
Ø A total of 249 participants were enrolled in this study (Table 1). 
Ø Among them, 240 (96.4%) participants had completed the 24 weeks double-

blind treatment period. 
Figure 2. Percentage change in body weight from baseline (LS Mean [SE])

Figure 4. Changes in waist circumference from baseline (LS Mean [SE])

Table 2. The changes from baseline at W24

HRS9531 1.0 
mg (N=50)

HRS9531 3.0 
mg (N=51)

HRS9531 4.5 
mg (N=50)

HRS9531 6.0 
mg (N=49)

Placebo 
(N=49)

SBP, mmHg* -4.5 (1.4) -8.1 (1.4) -8.3 (1.4) -7.9 (1.5) -0.4 (1.4) 
DBP, mmHg* -1.3 (0.9) -4.6 (0.9) -3.6 (0.9) -4.1 (0.9) -0.7 (0.9) 
HbA1c, %* -0.2 (0.0) -0.3 (0.0) -0.4 (0.0) -0.4 (0.0) 0.1 (0.0) 
HOMA-IR* -0.6 (0.3) -2.2 (0.3) -1.7 (0.3) -2.4 (0.3) -0.2 (0.3)
TG, %# -6.6% (38.1) -29.2% (25.1) -28.9% (24.9) -39.0% (24.1) 8.1% (41.6)
ALT, %# -15.7% (49.1) -16.6% (70.6) -33.9% (27.7) -28.8% (46.3) 18.1% (63.8)
Uric acid, %# -14.1% (13.0) -17.4% (16.3) -20.3% (14.5) -22.0% (14.3) -5.1% (15.5)

Figure 3. Proportion of participants achieving weight reduction targets at W24

*Data are value changes from baseline at W24 and presented in LS Mean (SE). 
#Data are percentage changes from baseline at W24 and presented in mean (SD). 
SBP, systolic blood pressure; DBP, diastolic blood pressure; TG, triglycerides; ALT, alanine aminotransferase.
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or used prohibited drug or treatment before the primary endpoint, treatment policy estimand was used to 
continue to incorporate the observed data in the analysis

Missing value was imputed by using non-response imputation.


