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(57) Abstract: This invention is related to the field of hypercholesterolemia. In particular, the invention provides compositions and
methods to modulate circulating levels of low density lipoproteins by altering the conformation of the protein PCSK9 using synthet -
ic ligands and/or synthetic ligand derivative sequences of 3-8 amino acids ranging between 350 - 2,000 Da. Altering the conforma -
tion of PCSK9 affects the interaction between PCSK9 and an endogenous low density lipoprotein receptor, and can lead to reduced
or increased levels of circulating LDL-cholesterol. High LDL-cholesterol levels are associated with increased risk for heart disease.
Low LDL-cholesterol levels may be problematic in other conditions, such as liver dysfunction; thus, there is also utility for ligands
which can raise LDL levels.



