
HS-20094 is a novel dual agonist of glucagon-like peptide-1 and glucagon

receptor, being developed for the treatment of type 2 diabetes mellitus and

obesity. This study was conducted to assess the safety，pharmacokinetics

and pharmacodynamics of HS-20094 in healthy Chinese subjects.

This phase 1, randomized, double-blind, placebo-controlled study was

comprised of two parts: a single-ascending dose (SAD; doses 0.5-10 mg)

and 4-week multiple-ascending dose (MAD; doses 1.5-15 mg). Eligible

subjects were randomly assigned in a 3:1 ratio to receive HS-20094 or

placebo subcutaneously once weekly. Doses above 4.5 mg were reached

by titration in MAD part. The primary objective was to investigate the

safety and tolerability of HS-20094.

 Table 1. Baseline demographics and clinical characteristics

 Table 2. Treatment-emergent adverse events

 Table 3. Pharmacokinetics of HS-20094

Safety, Pharmacokinetics and Pharmacodynamics of a Novel dual
GIP and GLP-1 receptor agonist (HS-20094) in Healthy Subjects：
A Randomized, Double-Blind, Placebo-Controlled Phase 1 Study

HS-20094 was well tolerated and showed a glucose and body weight-

lowering effect in Chinese healthy adults. The data of clinical safety，

efficacy and PK support further evaluation of HS-20094 for the treatment of

T2DM and potentially obesity.

A total of 88 subjects received at least 1 dose of HS-20094 or placebo. Baseline

demographics and clinical characteristics was shown in Table 1.
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Overall, HS-20094 was well tolerated (Table 2). The most frequent side effects
reported with HS-20094 were gastrointestinal (decreased appetite, nausea)，
all of which were considered to be mild to moderate in severity. No severe
hypoglycemic events were reported.

Following a single dose of HS-20094, the median Tmax ranged from 8 to 48h.

The mean t1/2 was estimated to be approximately 6-7days (160-166h), thus

supporting a once-weekly dosing regimen. After 4 weeks of doses or dose-

titrations（up to 15mg）, the median Tmax was 12-24h. The geometric mean

of T1/2 was estimated to be 155.8-169.9 h. The total exposure of HS-20094

increased in an approximately dose-proportional manner. The mean

accumulation ratios of Cmax and AUC were in a range of 1.924 and 2.032,

indicating a mild accumulationThe pharmacokinetics of HS-20094 was

summarized in Table 3.

HS-20094 demonstrated a decreasing trend in glucose AUC (Figure 1a). A

dose-dependent weight loss was observed in the MAD part (Figure 1b). The

Note: Data are presented as mean (SD), or n (%); BMI= body mass index.

mean (SD) reduction of body weight from baseline was 4.74 (1.687)kg on day 29

in 15mg dose cohort compared to 0.45 (1.460)kg in the placebo cohort. The

efficacy of weight loss maintained for at least 4 weeks after stopping the drug.
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Note: Data were shown as Geometric Mean (coefficient of variability CV %), unless otherwise noted. aMedian (minimum,

maximum). Cmax: maximum observed plasma concentration; Tmax: time of Cmax; AUC0-τ : area under the concentration time

curve during dosing interval; T1/2=terminal half-life,CL/F=apparent clearance of drug, Vd/F=apparent volume of distribution.

 Figure 1. Efficacy of treatment with HS-20094
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Body weight changes on Day 29
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Glucose AUC(0-2h) on Day 22
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