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Clinical development of apolipoprotein E mimetic peptides

EM-28 (hE18A), the prototype 28 amino acid Apolipoprotein E mimetic is being developed for the treatment of refractory

dyslipidemias and acute coronary syndrome. As part of the preclinical pharmacology program, AEM-28 was tested in
cynomolgus monkeys to examine the effect of the peptide in a model with normal apo E expression and functionality. The
monkeys were fed a high-fat and cholesterol diet that raised their cholesterol to 325 mg/kg. The monkeys were treated in an
ascending dose protocol with 3, 6 or 12 mg/kg, biweekly. The animals were maintained on the high-fat and cholesterol diet
throughout the study and recovery period following each dose. A single infusion of AEM-28, 12 mg/kg, decreased cholesterol
to 100 mg/kg within 24 hours. Total cholesterol in the cynos remained 25% below baseline one week after infusion of AEM-28,
despite continuation of the experimental diet. This resulted in a dramatic decrease in artery wall cholesterol exposure. AEM-
28 was tested in Phase 1/2a clinical trials, demonstrating dose dependent decreases in VLDL cholesterol and TG of more than
70% within 1 hour of infusion. The 3.54 mg/kg peptide dose decreased fasting TG from 140 mg/dl to 32 mg/dl and VLDLc
decreased from 32 mg/dl to 8 mg within 1 hour. VLDLc and TG decreases were identical after each of three doses administered
in the Phase 2a study, indicating the absence of neutralizing antibody formation. AEM-28-14, is a novel, second generation
peptide that is 4X more potent than the prototype peptide in animal models. A new formulation has increased the NOAEL
dose in animals 5X, potentially increasing the therapeutic window 20X. LipimetiX plans to move AEM-28-14 into the clinical
in the first half of 2017.
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