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Weight Loss and Improved Metabolic Health
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Study 1. DIO mice, & 19W 6-week-old, HFD for 13 weeks

Background: Incretin-based therapies are effective in managing obesity, but are -
o _ _ _ _ A (C57BL/6, n=12/group)
limited by muscle loss, which compromises their overall benefits by diminishing the DO D31 D32 D38
metabolic and functional advantages conferred by muscle. Urocortin-2 (UCNZ2) has Drug treatment (HM17321 or semaglutide; Q2D, s.c.)

Methods: Overview of In Vivo Studies

Study 3. Obese Monkey (mean BW: 18.0 kg), & 10 ~ 18 yrs
(Rhesus, n=6~7/group)

Fat-driven Weight Loss & Metabolic Improvement in Obese NHP

Figure 4. Effects of HM17321 on body recomposition and glycemic control in obese monkeys
(a) Change in body weight (BW)

(b) BW changes over 13 weeks
This study was conducted by Sichuan Primed Shines Biotech Co., Ltd.
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developed to overcome the limitations of existing therapies. Here, we provide the
nonclinical evidence supporting the potential of HM17321 to enable high quality
weight management and associated metabolic improvement.

Methods: DIO mice were utilized to evaluate the therapeutic effects of HM17321
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Study 2. DIO mice, & 24W 6-week-old, HFD for 18 weeks
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BW change (% vs. D-3)

BW change (% vs. D-3)

i it i Obese monkey, Vehicle
on body welgh_t (BW), body composmo_n and energy e.xpendlt.ure, foII_owed by muscle (C57BL/6, n=6/group) Age (years) 10~18 Obese monkey, Vehicle, QW, s.c. (n = 6) 35— — T - Obose monke¥ HM17321 0.1 malkg/QW
tissue analysis. To assess glycemic control efficacy, intraperitoneal glucose D0 “Repeated Dose” D27 D36 Body weight (kg) 18.0 01 23 f‘r ° “‘N ! k8 9 10 11 1213 B Obese monkey, HM17321 0.5 mg/kg/QW
tolerance tests (ipGTT) and insulin tolerance tests (ITT) were conducted after both Drug treatment (HM17321 or semaglutide; Q2D, s.c.) Body fat contents (%) 42.8 ob cov. HVI1731 S —— ime (Weeks) , .

. . o : : . ese monkey, .5 mglkg, QW, s.c. (n =
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single and chronic admlnlstrathps. Sema_glutldg (Sema) was useq as a comp_aratlve .__\ Single Dose i QTT |TAT BMI (kg/m?) 49.3 (c) Change in fat mass (%) (d) Change in lean mass (%)
control. C2C12 cells were utilized to investigate the underlying mechanism of Drug treatment (HM17321) A P Fasting blood glucoss (ma/dL) " *The initial dose of 2.5 mg/kg was reduced to 0.1 mg/kg after the 1+ dosing
HM17321 on glycemic regulation. 0GTT 0 - 15-

Results: In DIO mice, HM17321 led to a significant BW reduction. Notably, despite
comparable BW loss, HM17321 induced greater fat mass loss and significantly
increased lean mass, unlike Sema. This was accompanied by enhanced energy
expenditure, suggesting that the increase of lean mass by HM17321 contributed to a
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Chronic Glycemic Control and Insulin Sensitivity in DIO Mice

Figure 1. Effects of HM17321 on BW, Body composition and Energy expenditure in DIO mice Figure 2. Effects of HM17321 on glycemic control in DIO mice
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Blood & muscle proteomics for muscle preservation (P-571)

mass, unlike Sema which caused muscle loss. The higher energy expenditure (EE) observed with
HM17321 disappeared after lean mass correction, indicating that the elevated EE was mainly driven
by muscle gain.

» Interestingly, HM17321 single administration enhanced glycemic control efficacy in DIO mice.
» Mechanistically, HM17321 increased glucose uptake under both basal and insulin-stimulated
conditions, suggesting that HM17321 directly modulates glucose metabolism.

which leads to muscle gain followed by increased energy expenditure and
enhancing glucose utilization
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