Multi-Organ Proteomic Analysis Reveals Muscle-Enhancing Effects of HM17321
in Mouse Model
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Mechanism of Action in Muscle

Anti-obesity drugs like GLP-1 receptor agonists are often associated with significant
skeletal muscle loss. This study elucidates the mechanism of HM17321, a novel
corticotropin-releasing factor receptor 2 (CRFR2)-selective urocortin-2 (UCNZ2)
analog that induces fat loss while concurrently augmenting lean mass. To assess its
effects, we performed proteomic analyses on skeletal muscle, adipose tissue, and
serum from diet-induced obese (DIO) mice. Our analysis revealed that HM17321
promotes muscle growth via the activation of mTOR signaling and its downstream
pathways, resulting in enhanced protein synthesis. Concurrently, in white adipose
tissue, proteomics showed that HM17321 reduced lipogenesis while increasing
lipolysis. In conclusion, these findings highlight its potential to improve the weight loss
quality, supporting HM17321 as a next generation therapeutic option for obesity
management.
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Figure 1 Enhanced protein turnover in skeletal muscle.

Figure 2 Differentially expressed proteins (DEPs) in blood proteomics.

Figure 3 Fat mass reduction in white adipose tissue.
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Increased expression of proteins involved in muscle function and growth, accompanied by alterations in the
protein profile due to reduced fat mass and enhanced insulin sensitivity (* q < 0.1; ** g < 0.01; *** q < 0.001,

Together with these findings,

HM17321 is a promising therapeutic

candidate for obesity management overcoming lean mass loss

problem.

P1 IND application has been approved to the U.S. FDA.
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- HM15275: Phase 1 trial: Safety, PK and PD in obese subjects (P-218)

- HM17321: Muscle preservation and blood glycemic control (P-105)
Al-based discovery (P-320)
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