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Introduction

Methods

Results Results

➢ HRS9531 was well-tolerated, exhibited linear PK, and possessed a long 
elimination half-life. Additionally, it led to evident reductions in glucose 
levels and body weight compared to placebo. 

➢ These data supported the further clinical development of HRS9531 as a 
potential therapeutic option for metabolism-related disorders such as T2DM 
and obesity.

Conclusions

➢ This is a phase 1, randomized, double-blind, placebo-controlled, SAD and 
MAD study (NCT05152277, Figure 1).

➢ In the SAD phase, healthy subjects were randomly assigned in a 4:1 ratio to 
receive subcutaneous injection of either HRS9531 (0.1, 0.3, 0.9, 2.7, 5.4, and 
8.1 mg) or placebo. 

➢ In the MAD phase, healthy subjects were randomly assigned in a 4:1 ratio to 
receive either HRS9531 (0.9, 2.7, and 5.4 mg [2.7/2.7/4.0/5.4 mg titration]) 
or placebo once a week for 4 weeks. 

➢ The primary endpoints of both phases were safety and tolerability.

Results

Table 1. Baseline characteristics

763-P

SAD phase MAD phase

Placebo
(N=12)

HRS9531
(N=48)

SAD total
(N=60)

Placebo
(N=6)

HRS9531
(N=24)

MAD total
(N=30)

Age, years 33.1 (9.0) 31.0 (9.6) 31.4 (9.5) 30.8 (8.6) 32.8 (8.3) 32.4 (8.3)

Male 7 (58.3) 34 (70.8) 41 (68.3) 6 (100) 17 (70.8) 23 (76.7)

Weight, kg 73.5 (8.8) 77.3 (12.6) 76.5 (11.9) 83.0 (5.6) 76.3 (14.3) 77.7 (13.2)

BMI, kg/m2 27.1 (2.1) 27.2 (3.6) 27.2 (3.3) 27.8 (1.8) 26.8 (3.5) 27.0 (3.2)

HbA1c, % 5.5 (0.3) 5.5 (0.3) 5.5 (0.3) 5.5 (0.2) 5.4 (0.3) 5.4 (0.3)

FPG,
mmol/L

4.9 (0.4) 5.0 (0.3) 5.0 (0.4) 5.0 (0.2) 4.9 (0.3) 4.9 (0.3)
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Figure 1. Trial design

Safety
➢ The most common adverse events were abdominal distension and nausea in 

the SAD phase, and urine ketone body present and nausea in the MAD
phase.

➢ All adverse events were mild to moderate in severity (mostly mild). No 
severe hypoglycemia or serious events were reported. 

PK and PD
➢ Drug exposure after a single dose was approximately proportional to dose 

ranging from 0.9 to 8.1 mg (Figure 2). 
➢ The median Tmax and mean t1/2 were 48–72 h and 156–182 h in the SAD

phase, and 48–72 h and 169–192 h after the fourth dosing in the MAD
phase, respectively. 

➢ Fasting plasma glucose (FPG) levels decreased dose-dependently after both
single and multiple dosing (Figure 3). 

➢ The 0 to 2-hour glucose AUC during the oral glucose tolerance test (OGTT) 
on Day 23 decreased dose-dependently relative to the placebo in the MAD
phase (Figure 4). 

➢ In the SAD phase, dose-dependent body weight loss was observed, with the 
maximum mean loss (3.8 kg, 4.9%) occurring in the 8.1 mg group on Day 8. 
In the MAD phase, the mean weight loss on Day 29 (after 4 weeks of 
treatment) ranged from 4.3–7.7 kg (6.7%–9.3%) across the 0.9–5.4 mg 
groups, with the maximal mean loss (8.0 kg, 10.0%) occurring in the 5.4 mg 
group on Day 36 (Figure 5).

Figure 2. Mean PK concentration-time curve

Figure 3. Mean FPG concentration change from baseline

Figure 4. Mean glucose concentration during OGTT

Figure 5. Mean body weight change from baseline

➢ Glucagon-like peptide 1 (GLP-1) receptor agonists are recognized for their
ability to stimulate insulin secretion, suppress glucagon secretion, and delay 
gastric emptying.1-2

➢ Combining GLP-1 receptor agonists with other enteropancreatic hormones 
that exhibit complementary or synergistic actions, such as glucose-
dependent insulinotropic polypeptide (GIP), a potent glucose-dependent 
stimulator of insulin secretion, may enhance metabolism more effectively.4-5

➢ Accumulating clinical evidence suggests that a dual GLP-1/GIP receptor 
agonist can achieve additive or synergetic effects on glycemic control and 
body weight loss by regulating both GLP-1 and GIP receptors.6

➢ HRS9531 is a novel agonist that exhibits remarkable activity on both GLP-1 
and GIP receptors.

➢ We report the safety, tolerability, PK and PD of HRS9531 in healthy subjects.
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