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Figure S1. Graphic representation of the 3 Histidine residues in the PCSK9” CHRD (green) in contact with Glu79 of
HLA-C (red).
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Figure S2. Structure and interaction sites of all MHC-I molecules. (A) Superimpose of the structures of the different
MHC-I molecules: HFE PBD:1a6z; HLA-C PDB: 6jto (pink); HLA-A2 PBD: 6trn; HLA-B PDB: 1m05; HLA-F PDB: 5iue;
HLA-G PDB: 3kyo. (B) Sequence alignment of MHC-I molecules and visualization of basic residues (highlighted in
blue) and acidic residues (highlighted in red) of the antigenic pocket of MHC-I molecules. (C) Electrostatic potential of
the antigenic pocket of MHC-I molecules.
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Figure S3. The schematic of different domains of PCSK9 and its trafficking in cells. The processing of PCSK9 starts
with the synthesis of the 72-kDa preproPCSK9 protein (comprising 692 aa) in the ER, following with the cleavage of
the signal peptide. Upon cleavage of signal peptide, proPCSK9 undergoes autocatalytic cleavage at its N-terminal (at
VFAQI152| motif) in the ER. Nevertheless, the cleaved prodomain permanently stays non-covalently attached to the
rest of the protein, even when it is secreted into the extracellular media. The heterodimer complex of PCSK9 includes
a 14 kDa propeptide (aa 31-152) and a glycosylated 63 kDa (aa 153-692) mature protein (mPCSK9) that is transported

to the Golgi and then secreted to the outer media.



