Effect of pemvidutide (ALT-801), a GLP-1/glucagon dual receptor agonist, on pathogenic
lipid mediators
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Pemvidutide induces dose-dependent reductions across
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Univariate data analysis: Figure 2: Lipidomic signatures in obese/overweight subjects treated with pemvidutide
CHCl,/ MeOH extract = = _ 1.2mg (n=6), 1.8mg (n=9), 2.4mg (n=9) or placebo (n=10) comparing changes at Day 84
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median group intensities, SD, SEM vs Day -1. Results are presented as log2 pairwise fold change with blue colors denoting
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Table 1. Key pharmacodynamic endpoints (change from baseline) M;;Lgrﬁ xtgt_g ::zg'l’t; * Pemvidutide treatment significantly reduced serum lipid levels,
Treatment Small VLDL-P (nmol/L) especially glycerolipids, glycerophospholipids and sphingolipids
Endpoint oled it LDL-P ("mo'{U within 12 weeks of treatment.
1.2 mg 1.8 mg 2.4 mg ;)Iacebo Number Lqrge LDL-P (anI"L)
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HDL-P (umoL) particle subspecies as determined by 2D-NMR analysis
Weight loss, % mean (SEM) 49(1.4) | -10.3 (1.1 | -9.0 (1.1)* 1.6 (1.4) Large HDL-P (umoliL) | | o |
Medium HDL-P (umoliL) * Pemvidutide treatment significantly reduced pro-atherogenic
BMI, % mean (SEM) | -4.8(1.22) | -104(1.14) | -7.0(1.12) | -0.8(1.37) Small HDL-P (umol/L) yso-PC levels, suggesting a potential for decreased oxidized
Particle VLDL-Z (nm) DL (Law et al 2019).
Systolic BP, % mean (SEM) | -10.2(9.23) | -12.5(8.04) | -17.4 (7.32) | -10.5 (12.45) Diameler LDL-Z (nm)
) HDL-Z (nm) * Pemvidutide treatment significantly reduced atherosclerotic
Diastolic BP, % mean (SEM) | -4.7.(9.r3) | -7.1(3.02) | -6.0(11.47) 1} -2.7(13.54) Non-HDL-P (nmol/L) plague forming ether-linked alkyl phosphatidylcholine (PC) and
FOL-1GHUL-C phosphatidyl-ethanolamine (PE) glycerophospholipids levels.
Total cholesterol, % mean (SEM) -20.0 (2.8) -28.0 (3.4)* -27.7 (4.6) -9.1 (3.7) Other Non-HDL-C
R RemT”;';:'g * Based on these findings, pemvidutide demonstrates promise
LDL cholesterol, % mean (SEM) | -18.4(3.6) | -25.6 (3.7) -23.9 (6.4) 4.3 (6.1) i as an agent for reducing CV risk.
HDL cholesterol, % mean (SEM) -16.7 (1.9) -30.3 (3.2) -36.0 (3.8) -19.2 (5.7)
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Triglycerides, % mean (SEM) | -37.0 (1.7)™ | -37.9 (7.7)™ | -29.2(7.7) 8.2(1.0) Figure 1: Lipoprotein changes in obese/overweight subjects treated with pemvidutide
1.2mg (n=6), 1.8mg (n=9), 2.4mg (n=9) or placebo (n=10). Day 43 vs. Day -1, Day 84 vs. * Fahy et al.. J. Lipid Res. 2005;46:839-861
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reduced lipoproteins (negative fold-changes) and red colors denoting increased
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