Therapeutic effect of a long-acting GLP-1/GIP/Glucagon triple agonist (HM15211) in a
dyslipidemia animal model
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ABSTRACT METHODS

(c) HMGCRS activity

Inhibition of lipid absorption by HM15211

Increased HDL synthesis markers by HM1521
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plasma TG level after oral lipid challenge, compared to commercial drugs.
Next, HepG2 cells were treated with HM15211, and substantially increased
LDLR expression and more LDL uptake than evolocumab (3.6-fold for
HM15211, 2.8-fold for evolocumab vs. CTL) were observed. To explore the
additional HM15211 targets, the activity status of HMGCR, the key enzyme
for cholesterol synthesis, was evaluated. Surprisingly, HM15211 induced
progressive degradation of HMGCR both in HepG2 cells and hamster liver
tissue, thereby substantially inhibiting its enzymatic activity. Furthermore,
HM15211 led to a favorable gene expression signature associated with free-
fatty acid (FFA) metabolism. Increased ApoAl and ABCALl expression may

HepG2 cells, thereby substantially inhibiting the enzymatic activity of HMGCR

Improved FFA metabolism by HM15211

Figure 5. Effect of HM15211 on FFA metabolism related gene
expression in HepG2 cells

(a) De novo lipogenesis

-®- Olive oil-fed, Vehicle **p<0.001 vs. Normal mice, vehicle by One-way ANOVA

Evolocumab 51.7 mg/kg (420 mg/month in human) © HM15211 0.5 mg/kg (4 mg/week in human)
@ Rosuvastatin 4.9 mg/kg (40 mg/day in human) @ HM15211 1.0 mg/kg (8 mg/week in human)

Results

»HM15211 tended to increase hepatic expression of ApoAl and ABCAL,
suggesting potential benefits of HM15211 in HDL synthesis

Figure 7. Proposed MoAs for efficient lipid lowering by
HM15211

»Blood TG was significantly reduced in HM15211 groups after olive oil
challenge, demonstrating the inhibitory effect of HM15211 on lipid absorption

Enhanced LDL clearance by HM15211

Figure 3. Effect of HM15211 on hepatic LDLR expression L s-

Lipid lowering efficacy in an animal model

Figure 1. Effect of HM15211 on blood cholesterol (CHO) in
dyslipidemia hamsters (n=6)
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synthesis and B-oxidation in HepG2 cells, suggesting favorable changes in
lipid metabolism

limited even by combination therapy. With GLP-1, GIP, and GCG triple-

agonism, HM15211 might provide more promising lipid lowering efficacy »In high fat- and high fructose-fed hamsters, HM15211 treatment showed superior

cholesterol lowering compared to lipid lowering agents
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