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Effective ObeSity management reqUireS not Only fat reduction but also preservation Scheme of Proteome_to_Phenome Translation of HM17321 Effects
of lean body mass and functional capacity. Although GLP-1 receptor agonists have
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by maintaining lean mass are urgently needed. Urocortin-2, a selective CRF2R i

agonist, is being investigated to address these limitations. However, translating ..’ -~
Q =mmm|uum> ‘“‘

preclinical findings into clinically relevant human outcomes remains challenging. HM17321

Advances Iin blood proteomics and resources like the Human Proteome-
Phenome Atlas (PPA) now enable cross-species translation using the Proteome-to-
Phenome (P2P) approach. This allows evaluation of whether proteomic changes in

animals reflect clinically meaningful endpoints, such as body composition and Mouse Phenotype | 10,045 proteins | |Proteome-Phenome| | Human Phenome

muscle function in humans. Fat mass (SomaScan 11K) Atlas Mapping Gene Set Variation
In this study, we applied P2P analysis to assess whether treatment with HM17321, Lean mass Fat Mass Analysis

a long-acting selective CRF2R agonist, in a mouse model of diet-induced obesity Wire hanging Fat-Free Mass (GSVA: v.2.0.7)

leads to proteomic signatures associated with fat loss, lean mass preservation, Grip Strength

and muscle function enhancement—key translational outcomes of interest in

human obesity management. This approach highlights the potential of integrating Serum | (P“}EZ? ferj:ecr;ﬁme
preclinical proteomics with human phenome resources to de-risk early drug (Goralie LD mies) 2025;188(1):253)
development and inform clinical translation. - ke ik i

HM17321, The next generation obesity drugs

« HM17321, a long-acting selective CRFR2 agonist, has an effect of increasing muscle
mass while simultaneously reducing fat mass.
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fat loss and lean mass gain. *p<0.05 vs. Mann-Whitney test (one-tailed) J Mot
« HM17321 increased muscular function.
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0<0.05, *p<0.01, **p<0.001, **p<0.0001 vs. Vehicle, t1est (Onetailed) In DIO mice, HM17321 upregulated serum proteins associated with fat mass loss, as
predicted by the human proteome-phenome atlas, suggesting a potential anti-obesity
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The graphical representations were generated with BioRender.com

HM17321 increased circulating proteins linked to fat free mass gain and grip strength,
iIndicating a predicted enhancement of skeletal muscle mass and function in human.
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A Phase 1 clinical trial is planned for Q4 2025 to validate these effects in humans.
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