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1 The Antibody Patent Paradox, THE YALE LAW JOURNAL, Mark A. Lemley & Jacob S. Sherkow, page 1063
2 1. Anisolated monoclonal antibody, wherein, when bound to PCSK9, the monoclonal antibody binds to
at least one of the following residues: S153, 1154, P155, R194, D238, A239, 1369, S372, D374, C375, T377, C378,
F379, V380, or S381 of SEQ ID NO:3, and wherein the monoclonal antibody blocks binding of PCSK9 to LDLR.
19. The isolated monoclonal antibody of claim 1 wherein the isolated monoclonal antibody binds to at
least two of the following residues S153, 1154, P155, R194, D238, A239, 1369, S372, D374, C375, T377, C378,
F379, V380, or $381 of PCSK9 listed in SEQ ID NO:3.
3 1.Anisolated monoclonal antibody that binds to PCSK9, wherein the isolated monoclonal antibody binds
an epitope on PCSK9 comprising at least one of residues 237 or 238 of SEQ ID NO: 3, and wherein the
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HIR S AR ERE X, I HArd R
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BB PEIN R D RE M BR 2 BIROR 3R Al i
2 PR LR AR U R N RIS A& M5
ENTEEIREN LR, & B e i 32 B 2
X UIREMERRE “FriABIRGERE HF1 PCSK9 5
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[F] 14 - EL A AR 22 3R it R 7 g R P9 Lt B 5 o
ik, ARGUSEAR N GANE I Q38 1457 3 T2
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R/ —1: SEQ ID NO:3 fJ S153,

monoclonal antibody blocks binding of PCSK9 to LDLR.

2. The isolated monoclonal antibody of claim 1, wherein the isolated monoclonal antibody is a
neutralizing antibody.

7. The isolated monoclonal antibody of claim 2, wherein the epitope is a functional epitope.
4 §112(a)......a written description of the invention ... in such full, clear, concise, and exact terms as to
enable any person skilled in the art ... to make and use the same.
5 BRER 1: HERTPMPIRSGEED, H5USEEMRTY] SEQ ID NO: 1 # PCSK9 EH4a, HAFHRH T
REEEERUS: B2, RS NERMAEX CDR: /£9 SEQID ON: 49 H#J CDR1 HyEHE CDR1; /£ SEQ
ID ON: 49 fify CDR2 HJ=EHE CDR2; I/ SEQ ID ON: 49 i) CDR3 HYEESE CDR3, PN BhELAk, HAELL
T CDR: f£J3 SEQ ID ON: 23 HJ CDR1 W% CDR1; f£ SEQ ID ON: 23 HifJ CDR2 425 CDR2; FfEHy
SEQ ID ON: 23 H1fJ CDR3 HJ#£%% CDR3,
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8 A monoclonal antibody or fragment thereof that binds to
human PCSK9 and is neutralizing in that an excess of said
antibody or fragment thereof is capable of reducing the
quantity of PCSK9 bound to LDLR in an in vitro competitive
binding assay, wherein said monoclonal antibody or fragment
thereof competes for binding to PCSK9 with(a) an antibody
comprising a heavy chain variable region of the amino acid
sequence in SEQ ID NO: 49; and a light chain variable region of
the amino acid sequence in SEO ID NO: 23; or(b) an antibody
comprising a heavy chain variable region of the amino acid
sequence in SEQ ID NO: 67; and a light chain variable region of
the amino acid sequence in SEQ ID NO: 12.

9 An antigen binding protein, wherein(A) said antigen binding

=, DPUALHIHRIEIFR S 3
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¥, 1ERS PCT I, AEHR R %
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protein specifically binds to human PCSK9 and is neutralizing
in that an excess of said antigen binding protein is capable of
reducing the quantity of PCSK9 bound to LDLR in an in vitro
competitive binding assay, said antigen binding protein
comprising either:(i)(a) a combination of a light chain variable
domain and a heavy chain variable domain selected from the
group of combinations consisting of: a light chain variable
domain having a sequence with at least 90% identity to SEQ ID
NO: 9 and a heavy chain variable domain having a sequence
with at least 90% identity to SEQ ID NO: 71;a light chain
variable domain having a sequence with at least 90% identity
to SEQ ID NO: 10 and a heavy chain variable domain having a
sequence with at least 90% identity to SEQ ID NO: 72;a light
chain variable domain having a sequence with at least90%
identity to SEQ ID NO: 12 and a heavy chain variable domain
having a sequence with at least 90% identity to SEQ ID NO:
67 e
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