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NEW ANTIBODIES AGAINST PHOSPHORYLCHOLINE

FIELD OF THE INVENTION

The present invention relates to new antibodies with binding to phosphorylcholine

(PC) and/or PC conjugates and having surprisingly effective in vivo properties.

BACKGROUND TO THE INVENTION

The listing or discussion of an apparently prior-published document in this
specification should not necessarily be taken as an acknowledgement that the

document is part of the state of the art or is common general knowledge.

Despite the available treatment options available for cardiovascular disease, acute
coronary syndrome (ACS) is the leading cause of death in the industrialized world.
ACS occurs as a result of thrombus formation within the lumen of a coronary artery,
which is associated with chronic inflammation within the wall of the artery. Arterial
inflammation is initiated by the formation of a lipid core and infiltration of
inflammatory cells leading to plaque formation. Unstable plaques contain a
substantial necrotic core and apoptotic cells that disrupt the endothelium and can
lead to plaque rupture exposing of underlying collagen, von Willebrand factor (VWF),
tissue factor, lipids and smooth muscle allowing initiation of platelet adhesion,
activation, and aggregation (Libby et al. 1996. Macrophages and atherosclerotic
plaque stability. Curr Opin Lipidol 7, 330-335). ACS is treated with a combination of
anti-platelet therapies, cholesterol lowering medications (e.g. statins), anti-
coagulants, as well as surgical recanalization through percutaneous coronary

intervention (PCI) and implantation of stents.

Anti-platelet therapies such as COX-1 inhibitors (e.g. aspirin), ADP receptor
antagonists (e.g. Ticlopedine and clopidogrel), and glycoprotein lib/llla receptor
antagonists have been shown to reduce the incidence of major adverse coronary
events (MACE) in a number of different clinical trials (Dupont et al- 2009-
Antiplatelet therapies and the role of antiplatelet resistance in acute coronary
syndrome. Thromb Res 124, 6-13). However, a proportion of patients on long-term
anti-platelet therapy continue to have cardiovascular events. Moreover, chronic
prevention therapy may take up to two years to show maximum beneficial effects,
and many patients are then still at high risk for recurrent disease. There is a period
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of up to 6-12 months after a myocardial infarction that the patient is susceptible to
further MACE, frequently due to re-occlusion due to restenosis (Tabas. 2010.
Macrophage death and defective inflammation resolution in atherosclerosis. Nat Rev
Immunol 10, 36-46).

Consequently, there is a significant need for treatments directed specifically at
preventing further plaque progression and promoting plaque regression could

substantially lower events during this period.

Phosphorylcholine, a polar head group on certain phospholipids, has been
extensively implicated in cardiovascular disease. Reactive oxygen species
generated during coronary inflammation causes the oxidation of low density
lipoprotein (LDL) to generate oxidized LDL (oxLDL). In fact, cardiovascular
diseases (CVD) such as atherosclerosis, unstabile angina, or acute coronary
syndrome have been shown to be associated with elevated plasma levels of oxLDL
(Itabe and Ueda. 2007. Measurement of plasma oxidized low-density lipoprotein and
its clinical implications. J_Atheroscier Thromb 14, 1-11). LDL is a circulating

lipoprotein particle that contains lipids with a PC polar head group and an apoB100

protein.

During oxidation of LDL PC containing neo-epitopes that are not present on
unmodified LDL, are generated. Newly exposed PC on oxLDL is recognized by
scavenger receptors on macrophages, such as CD36, and the resulting
macrophage-engulfed oxLDL proceeds towards the formation of proinflammatory
foam cells in the vessel wall. Oxidized LDL is also recognized by receptors on
endothelial cell surfaces and has been reported to stimulate a range of responses
including endothelial dysfunction, apoptosis, and the unfolded protein response
(Gora et al. 2010. Phospholipolyzed LDL induces an inflammatory response in
endothelial cells through endoplasmic reticulum stress signaling. FASEB J
24(9):3284-97). PC neo-epitopes are also exposed on LDL following modification
with phospholipase A2 or amine reactive disease metabolites, such as aldehydes
generated from the oxidation of glycated proteins. These alternately modified LDL

particles are also pro-inflammatory factors in CVD.

Antibodies towards phosphorylcholine (PC) have been shown to bind oxidized, or
otherwise modified, LDL and block the pro-inflammatory activity of oxLDL in in vivo
models or in vitro studies (Shaw et al. 2000. Natural antibodies with the T15 idiotype
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may act in atherosclerosis, apoptotic clearance, and protective immunity. J Clin
Invest 105, 1731-1740; Shaw et al. 2001. Human-derived anti-oxidized LDL
autoantibody blocks uptake of oxidized LDL by macrophages and localizes to
atherosclerotic lesions in vivo. Arterioscler Thromb Vasc Biol 21, 1333-1339.

Furthermore, an examination of clinical data has demonstrated that low levels of
natural IgM anti-PC antibodies are associated with an increased risk of MACE in
ACS patients (Frostegard, J. 2010. Low level natural antibodies against
phosphoryicholine: a novel risk marker and potential mechanism in atherosclerosis

and cardiovascular disease. Clin Immunol 134, 47-54).

Accordingly, there is a need for anti-PC antibody molecules that can be effectively
used in therapy, particularly fully human anti-PC antibodies suitable for human
therapy. To the applicant's knowledge, to date the art has failed to provide
therapeutically efficacious human anti-PC antibodies. The identification of such
antibodies has been hampered by the fact that in vitro screening methods for human
antibodies with anti-PC binding activity are poor predictors of in vivo therapeutic

activity.

In view of this, there is a need in the art for human anti-PC antibody molecules that
provide effective and advantageous properties when used in in vivo systems, in
particular when administered to humans for therapy.

DESCRIPTION OF THE INVENTION

The present application describes the production and testing of new antibodies and
antibody fragments comprising novel antigen-binding regions capable of binding to

phosphorylcholine and/or phosphorylcholine conjugates.

In a first aspect, the present invention provides an antibody or antibody fragment
capable of binding to phosphorylcholine and/or a phosphorylcholine conjugate,
wherein the antibody or antibody fragment comprises a variable heavy chain (VH)
domain and/or a variable light chain (VL) domain, and wherein -

(a) the VH domain comprises an amino acid sequence that includes one, two or
preferably three complementarity determining regions (CDRs) selected from the

group consisting of:
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a CDR1 sequence comprising an amino acid sequence having at least
25%, 50%, 75% or 100% sequence identity to the sequence of SEQ ID NO:
17;

a CDR2 sequence comprising an amino acid sequence having at least
5%. 11%, 17%, 23%, 29%, 35%, 47%, 52%, 58%, 64%, 70%, 76%, 82%, 94%
or 100% sequence identity to the sequence of SEQ ID NO: 18; and

a CDR3 sequence comprising an amino acid sequence having at least
4%, 9%, 13%, 18%, 22%, 27%, 31%, 36%, 40%, 45%, 50%, 54%, 59%, 63%,
68%, 72%, 77%, 81%, 86%, 90%, 95% or 100% sequence identity to the
sequence of SEQ ID NO: 19, 20, 21 or 22; and/or

(b) the VL domain comprises an amino acid sequence that includes one, two or
preferably three complementarity determining regions (CDRs) selected from the
group consisting of:
a CDR4 sequence comprising an amino acid sequence having at least
5%, 11%, 17%, 23%, 29%, 35%, 47%, 52%, 58%, 64%, 70%, 76%, 82%, 94%
or 100% sequence identity to the sequence of SEQ ID NO: 23 or 24;
a CDRS5 sequence comprising an amino acid sequence having at least
14%, 28%, 42%, 57%, 71%, 85% or 100% sequence identity to the sequence
of SEQ ID NO: 25;
a CDR6 sequence comprising an amino acid sequence having at least
11%, 22%, 33%, 44%, 55%, 66%, 77%, 88% or 100% sequence identity to the
sequence of SEQ ID NO: 26.

In one embodiment according to the first aspect of the present invention, the
antibody or antibody fragment comprises a VH domain that comprises an amino
acid sequence that includes a CDR1 sequence, a CDR2 and a CDR3 sequence as
defined above, and/or a VL domain that comprises an amino acid sequence that
includes a CDR4 sequence, a CDR5 and a CDR6 sequence as defined above.

In a further embodiment of the first aspect of the present invention, the antibody or
antibody fragment comprises —

a VH domain that comprises an amino acid sequence that includes all
three of the CDR1, CDR2 and CDR3 sequences present in an amino acid sequence
selected from the group consisting of SEQ ID NOs: 1, 3, 5,7, 9, 11, 13, or 15 or an
amino acid sequence having at least 80%, 85%, 90%, or 95% sequence identity to
an amino acid sequence of any of SEQ ID NOs: 1, 3,5, 7, 9, 11, 13, or 15; and/or
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a VL domain that comprises an amino acid sequence that includes all
three of the CDR4, CDR5 and CDR6 sequences present in an amino acid sequence
selected from the group consisting of SEQ ID NOs: 2, 4, 6, 8, 10, 12, 14, or 16 or an
amino acid sequence having at least 80%, 85%, 90%, or 95% sequence identity to
an amino acid sequence of any of SEQ ID NOs: 2, 4, 6, 8, 10, 12, 14, or 16.

In a further embodiment of the first aspect of the present invention, the antibody or
antibody fragment comprises a variable heavy chain (VH) domain and/or a variable
light chain (VL) domain, wherein -

the VH domain comprises an amino acid sequence selected from the
group consisting of SEQ ID NOs: 1, 3, 5, 7, 9, 11, 13, or 15 or an amino acid
sequence having at least 50%, 60%, 70%, 80%, 85%, 90%, or 95% sequence
identity to an amino acid sequence of any of SEQ ID NOs: 1, 3,5, 7, 9, 11, 13, or
15; and

the VL domain comprises an amino acid sequence selected from the

group consisting of SEQ ID NOs: 2, 4, 6, 8, 10, 12, 14, or 16 or an amino acid
sequence having at least 50%, 60%, 70%, 80%, 85%, 90%, or 95% sequence
identity to an amino acid sequence of any of SEQ ID NOs: 2, 4, 6, 8, 10, 12, 14, or
16.

SEQ ID NO:1 is the variable heavy (VH) domain of the X19-A05 antibody as
described in the following examples, and has the sequence:
EVQLLESGGGLVQPGGSLRLSCAASGFTFSGYWMHWVRQAPGKGLEWVS
YISPSGGGTHYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARVRF
RSVCSNAVCRPTAYDAFDI WGQGTMVTVSS,
and includes the complementarity determining regions (CDRs):
VHCDR1: GYWM (SEQ ID NO: 17),
VH CDR2:  YISPSGGGTHYADSVKG (SEQ ID NO: 18);
VH CDR3: VRFRSVCSNAVCRPTAYDAFDI (SEQ ID NO: 19),

SEQ ID NO:2 is the variable light (VL) domain of the X19-A05 antibody and has the

sequence:
DIVMTQSPDSLAVSLGERATINCKSSQSVFYQSNKKNYLAWYQQKPGQPPK
LLIYWASTRESGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCQQYFNAPRT
FGQGTKVEIK,

and includes the complementarity determining regions (CDRs):
VL CDR4: KSSQSVFYQSNKKNYLA (SEQ ID NO: 23);
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VL CDRS: WASTRES (SEQ ID NO: 25);
VL CDREG: QQYFNAPRT (SEQ ID NO: 26),

SEQ ID NO:3 is the variable heavy (VH) domain of the M99-B05 antibody as
described in the following examples, and has the sequence:
EVQLLESGGGLVQPGGSLRLSCAASGFTSGYWMHWVRQAPGKGLEWVSY!
SPSGGGTHYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARVRFR
SVCSNGVCRPTAYDAFDIWGQGTAVTVSS,
and includes the complementarity determining regions (CDRs):
VHCDR1: GYWM (SEQ ID NO: 17);
VH CDR2:  YISPSGGGTHYADSVKG (SEQ ID NO: 18);
VHCDR3: VRFRSVCSNGVCRPTAYDAFDI (SEQ ID NO: 20),

SEQ ID NO:4 is the variable light (VL) domain of the M99-B05 antibody and has the
sequence:
QDIQMTQSPDSLAVSLGERATINCKSSQSVFYNSNKKNYLAWYQQKAGQPP
KLLIHWASTRESGVPDRFSGSGSGTDFTLTISNLQAEDVALYYCQQYFNAPR
TFGQGTKVEIK,
and includes the complementarity determining regions (CDRs):
VL CDR4: KSSQSVFYNSNKKNYLA (SEQ ID NO: 24),
VL CDR5:  WASTRES (SEQ ID NO: 25);
VL CDR6: QQYFNAPRT (SEQ ID NO: 26),

SEQ ID NO:5 is the variable heavy (VH) domain of the X19-A01 antibody as
described in the following examples, and has the sequence:
EVQLLESGGGLVQPGGSLRLSCAASGFTSGYWMHWVRQAPGKGLEWVSYI
SPSGGGTHYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARVRFR
SVCSNGVCRPTAYDAFDIWGQGTAVTVSS,
and includes the complementarity determining regions (CDRs):
VHCDR1: GYWM (SEQ ID NO: 17);
VH CDR2:  YISPSGGGTHYADSVKG (SEQ ID NO: 18);
VH CDR3: VRFRSVCSNGVCRPTAYDAFDI (SEQ ID NO: 20),

SEQ ID NO:6 is the variable light (VL) domain of the X19-A01 antibody and has the

sequence:



10

15

20

25

30

35

WO 2013/020995 PCT/EP2012/065505

DIQMTQSPDSLAVSLGERATINCKSSQSVFYNSNKKNYLAWYQQKAGQPPK
LLIHWASTRESGVPDRFSGSGSGTDFTLTISNLQAEDVALYYCQQYFNAPRT
FGQGTKVEIK,

and includes the complementarity determining regions (CDRs):
VL CDR4: KSSQSVFYNSNKKNYLA (SEQ ID NO: 24);
VL CDRS: WASTRES (SEQ ID NO: 25);
VL CDR6: QQYFNAPRT (SEQ ID NO: 26),

SEQ ID NO:7 is the variable heavy (VH) domain of the X19-A03 antibody as
described in the following examples, and has the sequence:
EVQLLESGGGLVQPGGSLRLSCAASGFTSGYWMHWVRQAPGKGLEWVSY]
SPSGGGTHYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARVRFR
SVCSNAVCRPTAYDAFDIWGQGTMVTVSS,
and includes the complementarity determining regions (CDRs):
VHCDR1: GYWM (SEQ ID NO: 17);
VH CDR2:  YISPSGGGTHYADSVKG (SEQ ID NO: 18);
VHCDR3: VRFRSVCSNAVCRPTAYDAFDI (SEQ ID NO: 19),

SEQ ID NO:8 is the variable light (VL) domain of the X19-A03 antibody and has the
sequence:
DIVMTQSPDSLAVSLGERATINCKSSQSVFYQSNKKNYLAWYQQKPGQPPK
LLIYWASTRESGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCQQYFNAPRT
FGQGTKVEIK,
and includes the complementarity determining regions (CDRs):
VL CDR4: KSSQSVFYQSNKKNYLA (SEQ ID NO: 23);
VL CDR5:  WASTRES (SEQ ID NO: 25);
VLCDR6: QQYFNAPRT (SEQ ID NO: 26),

SEQ ID NO:9 is the variable heavy (VH) domain of the X19-A07 antibody as
described in the following examples, and has the sequence:
EVQLLESGGGLVQPGGSLRLSCAASGFTSGYWMHWVRQAPGKGLEWVSY!
SPSGGGTHYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARVRFR
SVCSNGVCRPTAYDAFDIWGQGTMVTVSS,
and includes the complementarity determining regions (CDRs):
VHCDR1: GYWM (SEQ ID NO: 17),
VHCDR2:  YISPSGGGTHYADSVKG (SEQ ID NO: 18);
VHCDR3: VRFRSVCSNGVCRPTAYDAFDI (SEQ ID NO: 20),
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SEQ ID NO:10 is the variable light (VL) domain of the X19-A07 antibody and has the
sequence:
DIVMTQSPDSLAVSLGERATINCKSSQSVFYNSNKKNYLAWYQQKPGQPPK
LLIYWASTRESGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCQQYFNAPRT
FGQGTKVEIK,
and includes the complementarity determining regions (CDRs):
VL CDR4: KSSQSVFYNSNKKNYLA (SEQ ID NO: 24);
VL CDR5:  WASTRES (SEQ ID NO: 25);
VL CDR6: QQYFNAPRT (SEQ ID NO: 26),

SEQ ID NO:11 is the variable heavy (VH) domain of the X19-A09 antibody as
described in the following examples, and has the sequence:
EVQLLESGGGLVQPGGSLRLSCAASGFTFSGYWMHWVRQAPGKGLEWVS
YISPSGGGTHYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARVRF
RSVCSNGVCRPTAYDAFDIWGQGTMVTVSS,
and includes the complementarity determining regions (CDRs):
VHCDR1: GYWM (SEQ ID NO: 17),
VH CDR2:  YISPSGGGTHYADSVKG (SEQ ID NO: 18);
VHCDR3: VRFRSVCSNGVCRPTAYDAFDI (SEQ ID NO: 20),

SEQ ID NO:12 is the variable light (VL) domain of the X19-A09 antibody and has the
sequence:
DIVMTQSPDSLAVSLGERATINCKSSQSVFYNSNKKNYLAWYQQKPGQPPK
LLIYWASTRESGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCQQYFNAPRT
FGQGTKVEIK,
and includes the complementarity determining regions (CDRs):
VL CDRA4: KSSQSVFYNSNKKNYLA (SEQ ID NO: 24),
VL CDRS: WASTRES (SEQ ID NO: 25);
VL CDR&: QQYFNAPRT (SEQ ID NO: 26),

SEQ ID NO:13 is the variable heavy (VH) domain of the X19-A11 antibody as

described in the following examples, and has the sequence:
EVQLLESGGGLVQPGGSLRLSCAASGFTSGYWMHWVRQAPGKGLEWVSYI
SPSGGGTHYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARVRFR
SVSSNGVSRPTAYDAFDIWGQGTAVTVSS,

and includes the complementarity determining regions (CDRs):
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VHCDR1: GYWM (SEQ ID NO: 17),
VHCDR2:  YISPSGGGTHYADSVKG (SEQ ID NO: 18),
VHCDR3: VRFRSVSSNGVSRPTAYDAFDI (SEQ ID NO: 21),

SEQ ID NO:14 is the variable light (VL) domain of the X19-A11 antibody and has the
sequence:
DIQMTQSPDSLAVSLGERATINCKSSQSVFYNSNKKNYLAWYQQKAGQPPK
LLIHWASTRESGVPDRFSGSGSGTDFTLTISNLQAEDVALYYCQQYFNAPRT
FGQGTKVEIK,
and includes the complementarity determining regions (CDRs):
VL CDR4: KSSQSVFYNSNKKNYLA (SEQ ID NO: 24);
VL CDR5:  WASTRES (SEQ ID NO: 25);
VLCDR6: QQYFNAPRT (SEQ ID NO: 26),

SEQ ID NO:15 is the variable heavy (VH) domain of the X19-C01 antibody as
described in the following examples, and has the sequence:
EVQLLESGGGLVQPGGSLRLSCAASGFTSGYWMHWVRQAPGKGLEWVSYI
SPSGGGTHYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARVRFR
SVSSNAVSRPTAYDAFDIWGQGTMVTVSS,
and includes the complementarity determining regions (CDRs):
VHCDR1: GYWM (SEQID NO: 17);
VH CDR2:  YISPSGGGTHYADSVKG (SEQ ID NO: 18);
VH CDR3: VRFRSVSSNAVSRPTAYDAFDI (SEQ ID NO: 22),

SEQ ID NO:16 is the variable light (VL) domain of the X19-C01 antibody and has
the sequence:
DIVMTQSPDSLAVSLGERATINCKSSQSVFYQSNKKNYLAWYQQKPGQPPK
LLIYWASTRESGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCQQYFNAPRT
FGQGTKVEIK,
and includes the complementarity determining regions (CDRs):
VL CDR4: KSSQSVFYQSNKKNYLA (SEQ ID NO: 23);
VL CDR5:  WASTRES (SEQ ID NO: 25);
VLCDR6: QQYFNAPRT (SEQ ID NO: 26).
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A summary of the SEQ ID NOS, as defined above, is shown as follows:

VH VL CDR1 CDR2 | CDR3 | CDR4 | CDR5 | CDR6

X19-A05 | SEQID |SEQID |SEQID |SEQID |SEQID |SEQID |SEQID | SEQID
NO: 1 NO: 2 NO:17 | NO:18 | NO:19 | NO:23 | NO:25 | NO:26

M99-B05 | SEQID SEQID SEQID SEQID SEQ ID SEQ ID SEQID SEQID
NO: 3 NO: 4 NO: 17 NO: 18 NO: 20 NO: 24 NO: 25 NO: 26

X19-A01 SEQID SEQID SEQID SEQID SEQ ID SEQID SEQID SEQID
NO: 5 NO: 6 NO: 17 NO: 18 NO: 20 NO: 24 NO: 26 NO: 26

X19-A03 SEQ D SEQID SEQID SEQID SEQID SEQID SEQID SEQID
NO: 7 NO: 8 NO: 17 NO: 18 NO: 19 NO: 23 NO: 25 NO: 26

X19-A07 | SEQID | SEQID |SEQID |SEQID |SEQID | SEQID |SEQID |SEQID
NO: 9 NO:10 | NO:17 [ NO:18 | NO:20 | NO:24 | NO:25 | NO:26

X19-A09 SEQID SEQID SEQID SEQID SEQID SEQID SEQID SEQID
NO: 11 NO:12 NO: 17 NO: 18 NO: 20 NO: 24 NO: 25 NO: 26

X19-A11 SEQID SEQID SEQID SEQID SEQID SEQID SEQID SEQID
NO: 13 NO:14 NO: 17 NO: 18 NO: 21 NO: 24 NO: 25 NO: 26

X19-C01 SEQID SEQID SEQ ID SEQID SEQID SEQID SEQID SEQID
NO: 15 NO:16 NO: 17 NO: 18 NO: 22 NO: 23 NO: 25 NO: 26

In a further embodiment of the first aspect of the invention, the antibody or antibody
fragment is based on the VH and/or VL domains of the X19-A05 antibody, and so —

the VH domain (i) comprises an amino acid sequence having at least 80%,
85%, 90%, 95% or 100% sequence identity SEQ ID NO:1 and/or (ii) comprises a
CDR1 sequence comprising an amino acid sequence having at least 25%, 50%,
75% or 100% sequence identity to the sequence of SEQ ID NO: 17, a CDR2
sequence comprising an amino acid sequence having at least 5%, 11%, 17%, 23%,
29%, 35%, 47%, 52%, 58%, 64%, 70%, 76%, 82%, 94% or 100% sequence identity
to the sequence of SEQ ID NO: 18, and a CDR3 sequence comprising an amino
acid sequence having at least 4%, 9%, 13%, 18%, 22%, 27%, 31%, 36%, 40%,
45%, 50%, 54%, 59%, 63%, 68%, 72%, 77%, 81%, 86%, 90%, 95% or 100%
sequence identity to the sequence of SEQ ID NO: 19; and/or

the VL domain (iii) comprises an amino acid sequence having at least 80%,
85%, 90%, 95% or 100% sequence identity SEQ ID NO: 2 and/or (iv) comprises a
CDR4 sequence comprising an amino acid sequence having at least 5%, 11%,
17%, 23%, 29%, 35%, 47%, 52%, 58%, 64%, 70%, 76%, 82%, 94% or 100%
sequence identity to the sequence of SEQ ID NO: 23, a CDR5 sequence comprising
an amino acid sequence having at least 14%, 28%, 42%, 57%, 71%, 85% or 100%
sequence identity to the sequence of SEQ ID NO: 25 and a CDR6 sequence
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comprising an amino acid sequence having at least 11%, 22%, 33%, 44%, 55%,
66%, 77%, 88% or 100% sequence identity to the sequence of SEQ ID NO: 26. It
may be preferred that the VH domain comprises the sequence of SEQ ID NO:1 and
the VL domain comprises the sequence of SEQ ID NO: 2.

The antibody or antibody fragment of this embodiment may further comprise a
heavy chain constant (CH) region or a fragment thereof which fragment may
comprise, for example, at least 10, 20, 30, 40, 50, 60, 70, 80, 90, 100, 120, 140,
160, 180, 200, 220, 240, 260, 280, 300, 320 or more amino acids of a CH region.
The CH region or a fragment thereof may be joined to the VH domain. There is no
particular limitation on the CH region although in one embodiment it is a human CH
region. The art contains many examples of human CH regions. Exemplary human
CH regions for use in this context include:

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVH
TFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSC
DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPE
VKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCK
VSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCS
VMHEALHNHYTQKSLSLSPGK (SEQ ID NO: 27); and

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVH
TFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSC
DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPE
VKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCK
VSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCS
VMHEALHNHYTQKSLSLSPG (SEQ ID NO: 28).

SEQ ID NO:27 is the CH region of M99-B05 and has the sequence of a CH region
of Human IgG1 (UniProtKB/Swiss-Prot: P01857.1). SEQ ID NO: 28 is the CH
region of X19-A05. SEQ ID NO: 28 differs from SEQ ID NO: 27 by the removal of
the terminal K (Lys) in the CH region of SEQ ID NO: 28, which reduces or avoids the
potential for peptidase degradation.
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The antibody or antibody fragment of this embodiment may additionally, or
alternatively further comprise a light chain constant (CL) region or a fragment
thereof which fragment may comprise, for example, at least 10, 20, 30, 40, 50, 60,
70, 80, 90, 100 or more amino acids of a CL region. The CL region or a fragment
thereof may be joined to the VL domain. There is no particular limitation on the CL
region although in one embodiment it is a human CL region. The art contains many
examples of human CL regions. An exemplary human CL region for use in this

context includes:

RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGN
SQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFN
RGEC (SEQ ID NO: 29).

SEQ ID NO:29 is the CL region of both of M99-B05 and X19-A05, and possesses
the sequence of the CL region of Human kappa (UniProtKB/Swiss-Prot: P01834.1).

According to this embodiment, it may be preferred that the VH domain comprises
the sequence of SEQ ID NO:1, linked to the CH region of SEQ ID NO: 28 and the
VL domain comprises the sequence of SEQ ID NO: 2 linked to the CL region of SEQ
ID NO: 29.

In another embodiment of the first aspect of the invention, the antibody or antibody
fragment is based on the VH and/or VL domains of the M99-B05 antibody, and so —

the VH domain (i) comprises an amino acid sequence having at least 80%,
85%, 90%, 95% or 100% sequence identity SEQ ID NO:3 and/or (ii) comprises a
CDR1 sequence comprising an amino acid sequence having at least 25%, 50%,
75% or 100% sequence identity to the sequence of SEQ ID NO: 17, a CDR2
sequence comprising an amino acid sequence having at least 5%, 11%, 17%, 23%,
29%, 35%, 47%, 52%, 58%, 64%, 70%, 76%, 82%, 94% or 100% sequence identity
to the sequence of SEQ ID NO: 18, and a CDR3 sequence comprising an amino
acid sequence having at least 4%, 9%, 13%, 18%, 22%, 27%, 31%, 36%, 40%,
45%, 50%, 54%, 59%, 63%, 68%, 72%, 77%, 81%, 86%, 90%, 95% or 100%
sequence identity to the sequence of SEQ ID NO: 20; and/or

the VL domain (iii) comprises an amino acid sequence having at least 80%,
85%, 90%, 95% or 100% sequence identity SEQ ID NO: 4 and/or (iv) comprises a
CDR4 sequence comprising an amino acid sequence having at least 5%, 11%,
17%, 23%, 29%, 35%, 47%, 52%, 58%, 64%, 70%, 76%, 82%, 94% or 100%
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sequence identity to the sequence of SEQ ID NO: 24, a CDRS sequence comprising
an amino acid sequence having at least 14%, 28%, 42%, 57%, 71%, 85% or 100%
sequence identity to the sequence of SEQ ID NO: 25 and a CDR6 sequence
comprising an amino acid sequence having at least 11%, 22%, 33%, 44%, 55%,
66%, 77%, 88% or 100% sequence identity to the sequence of SEQ ID NO: 26. It
may be preferred that the VH domain comprises the sequence of SEQ ID NO:3 and
the VL domain comprises the sequence of SEQ ID NO: 4.

The antibody or antibody fragment of this embodiment may further comprise a
heavy chain constant (CH) region or a fragment thereof which fragment may
comprise, for example, at least 10, 20, 30, 40, 50, 60, 70, 80, 90, 100, 120, 140,
160, 180, 200, 220, 240, 260, 280, 300, 320 or more amino acids of a CH region.
The CH region or a fragment thereof may be joined to the VH domain. There is no
particular limitation on the CH region although in one embodiment it is a human CH
region. The art contains many examples of human CH regions. Exemplary human
CH regions for use in this context include SEQ ID NO: 27 and SEQ ID NO: 28.

The antibody or antibody fragment of this embodiment may additionally, or
alternatively further comprise a light chain constant (CL) region or a fragment
thereof which fragment may comprise, for example, at least 10, 20, 30, 40, 50, 60,
70, 80, 90, 100 or more amino acids of a CL region. The CL region or a fragment
thereof may be joined to the VL domain. There is no particular limitation on the CL
region although in one embodiment it is a human CL region. The art contains many
examples of human CL regions. An exemplary human CL region for use in this
context includes SEQ ID NO: 29.

According to this embodiment, it may be preferred that the VH domain comprises
the sequence of SEQ ID NO:3, linked to the CH region of SEQ D NO: 27 or 28 and
the VL domain comprises the sequence of SEQ ID NO: 4 linked to the CL region of
SEQ ID NO: 29.

In another embodiment of the first aspect of the invention, the antibody or antibody
fragment is based on the VH and/or VL domains of the X19-A01 antibody, and so -
the VH domain (i) comprises an amino acid sequence having at least 80%,
85%, 90%, 95% or 100% sequence identity SEQ ID NO:5 and/or (ii) comprises a
CDR1 sequence comprising an amino acid sequence having at least 25%, 50%,
75% or 100% sequence identity to the sequence of SEQ ID NO: 17, a CDR2
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sequence comprising an amino acid sequence having at least 5%, 11%, 17%, 23%,
29%, 35%, 47%, 52%, 58%, 64%, 70%, 76%, 82%, 94% or 100% sequence identity
to the sequence of SEQ ID NO: 18, and a CDR3 sequence comprising an amino
acid sequence having at least 4%, 9%, 13%, 18%, 22%, 27%, 31%, 36%, 40%,
45%, 50%, 54%, 59%, 63%, 68%, 72%, 77%, 81%, 86%, 90%, 95% or 100%
sequence identity to the sequence of SEQ ID NO: 20; and/or

the VL domain (i) comprises an amino acid sequence having at least 80%,
85%, 90%, 95% or 100% sequence identity SEQ ID NO: 6 and/or (iv) comprises a
CDR4 sequence comprising an amino acid sequence having at least 5%, 11%,
17%, 23%, 29%, 35%, 47%, 52%, 58%, 64%, 70%, 76%, 82%, 94% or 100%
sequence identity to the sequence of SEQ ID NO: 24, a CDR5 sequence comprising
an amino acid sequence having at least 14%, 28%, 42%, 57%, 71%, 85% or 100%
sequence identity to the sequence of SEQ ID NO: 25 and a CDR6 sequence
comprising an amino acid sequence having at least 11%, 22%, 33%, 44%, 55%,
66%, 77%, 88% or 100% sequence identity to the sequence of SEQ ID NO: 26. It
may be preferred that the VH domain comprises the sequence of SEQ ID NO:5 and
the VL domain comprises the sequence of SEQ 1D NO: 6.

The antibody or antibody fragment of this embodiment may further comprise a
heavy chain constant (CH) region or a fragment thereof which fragment may
comprise, for example, at least 10, 20, 30, 40, 50, 60, 70, 80, 90, 100, 120, 140,
160, 180, 200, 220, 240, 260, 280, 300, 320 or more amino acids of a CH region.
The CH region or a fragment thereof may be joined to the VH domain. There is no
particular limitation on the CH region although in one embodiment it is a human CH
region. The art contains many examples of human CH regions. Exemplary human
CH regions for use in this context include SEQ ID NO: 27 and SEQ ID NO: 28..

The antibody or antibody fragment of this embodiment may additionally, or
alternatively further comprise a light chain constant (CL) region or a fragment
thereof which fragment may comprise, for example, at least 10, 20, 30, 40, 50, 60,
70, 80, 90, 100 or more amino acids of a CL region. The CL region or a fragment
thereof may be joined to the VL domain. There is no particular limitation on the CL
region although in one embodiment it is a human CL region. The art contains many
examples of human CL regions. An exemplary human CL region for use in this
context includes SEQ ID NO: 29.
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According to this embodiment, it may be preferred that the VH domain comprises
the sequence of SEQ ID NO:5, linked to the CH region of SEQ ID NO: 27 or 28 and
the VL domain comprises the sequence of SEQ ID NO: 6 linked to the CL region of
SEQ ID NO: 29.

In another embodiment of the first aspect of the invention, the antibody or antibody
fragment is based on the VH and/or VL domains of the X19-A03 antibody, and so —

the VH domain (i) comprises an amino acid sequence having at least 80%,
85%, 90%, 95% or 100% sequence identity SEQ ID NO:7 and/or (ii) comprises a
CDR1 sequence comprising an amino acid sequence having at least 25%, 50%,
75% or 100% sequence identity to the sequence of SEQ ID NO: 17, a CDR2
sequence comprising an amino acid sequence having at least 5%, 11%, 17%, 23%,
29%, 35%, 47%, 52%, 58%, 64%, 70%, 76%, 82%, 94% or 100% sequence identity
to the sequence of SEQ ID NO: 18, and a CDR3 sequence comprising an amino
acid sequence having at least 4%, 9%, 13%, 18%, 22%, 27%, 31%, 36%, 40%,
45%, 50%, 54%, 59%, 63%, 68%, 72%, 77%, 81%, 86%, 90%, 95% or 100%
sequence identity to the sequence of SEQ ID NO: 19; and/or

the VL domain (iii) comprises an amino acid sequence having at least 80%,
85%, 90%, 95% or 100% sequence identity SEQ ID NO: 8 and/or (iv) comprises a
CDR4 sequence comprising an amino acid sequence having at least 5%, 11%,
17%, 23%, 29%, 35%, 47%, 52%, 58%, 64%, 70%, 76%, 82%, 94% or 100%
sequence identity to the sequence of SEQ ID NO: 23, a CDR5 sequence comprising
an amino acid sequence having at least 14%, 28%, 42%, 57%, 71%, 85% or 100%
sequence identity to the sequence of SEQ ID NO: 25 and a CDR6 sequence
comprising an amino acid sequence having at least 11%, 22%, 33%, 44%, 55%,
66%, 77%, 88% or 100% sequence identity to the sequence of SEQ ID NO: 26. 1t
may be preferred that the VH domain comprises the sequence of SEQ ID NO:7 and
the VL domain comprises the sequence of SEQ ID NO: 8.

The antibody or antibody fragment of this embodiment may further comprise a
heavy chain constant (CH) region or a fragment thereof which fragment may
comprise, for example, at least 10, 20, 30, 40, 50, 60, 70, 80, 90, 100, 120, 140,
160, 180, 200, 220, 240, 260, 280, 300, 320 or more amino acids of a CH region.
The CH region or a fragment thereof may be joined to the VH domain. There is no
particular limitation on the CH region although in one embodiment it is a human CH
region. The art contains many examples of human CH regions. Exemplary human
CH regions for use in this context include SEQ ID NO: 27 and SEQ ID NO: 28.
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The antibody or antibody fragment of this embodiment may additionally, or
alternatively further comprise a light chain constant (CL) region or a fragment
thereof which fragment may comprise, for example, at least 10, 20, 30, 40, 50, 60,
70, 80, 90, 100 or more amino acids of a CL region. The CL region or a fragment
thereof may be joined to the VL domain. There is no particular limitation on the CL
region although in one embodiment it is a human CL region. The art contains many
examples of human CL regions. An exemplary human CL region for use in this
context includes SEQ ID NO: 29.

According to this embodiment, it may be preferred that the VH domain comprises
the sequence of SEQ ID NO:7, linked to the CH region of SEQ ID NO: 27 or 28 and
the VL domain comprises the sequence of SEQ ID NO: 8 linked to the CL region of
SEQ ID NO: 29.

In another embodiment of the first aspect of the invention, the antibody or antibody
fragment is based on the VH and/or VL domains of the X19-A07 antibody, and so —

the VH domain (i) comprises an amino acid sequence having at least 80%,
85%, 90%, 95% or 100% sequence identity SEQ ID NO:9 and/or (ii) comprises a
CDR1 sequence comprising an amino acid sequence having at least 25%, 50%,
75% or 100% sequence identity to the sequence of SEQ ID NO: 17, a CDR2
sequence comprising an amino acid sequence having at least 5%, 11%, 17%, 23%,
29%, 35%, 47%, 52%, 58%, 64%, 70%, 76%, 82%, 94% or 100% sequence identity
to the sequence of SEQ ID NO: 18, and a CDR3 sequence comprising an amino
acid sequence having at least 4%, 9%, 13%, 18%, 22%, 27%, 31%, 36%, 40%,
45%, 50%, 54%, 59%, 63%, 68%, 72%, 77%, 81%, 86%, 90%, 95% or 100%
sequence identity to the sequence of SEQ ID NO: 20; and/or

the VL domain (iii) comprises an amino acid sequence having at least 80%,
85%, 90%, 95% or 100% sequence identity SEQ ID NO: 10 and/or (iv) comprises a
CDR4 sequence comprising an amino acid sequence having at least 5%, 11%,
17%, 23%, 29%, 35%, 47%, 52%, 58%, 64%, 70%, 76%, 82%, 94% or 100%
sequence identity to the sequence of SEQ ID NO: 24, a CDR5 sequence comprising
an amino acid sequence having at least 14%, 28%, 42%, 57%, 71%, 85% or 100%
sequence identity to the sequence of SEQ ID NO: 25 and a CDR6 sequence
comprising an amino acid sequence having at least 11%, 22%, 33%, 44%, 55%,
66%, 77%, 88% or 100% sequence identity to the sequence of SEQ ID NO: 26. It
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may be preferred that the VH domain comprises the sequence of SEQ ID NO:9 and
the VL domain comprises the sequence of SEQ ID NO: 10.

The antibody or antibody fragment of this embodiment may further comprise a
heavy chain constant (CH) region or a fragment thereof which fragment may
comprise, for example, at least 10, 20, 30, 40, 50, 60, 70, 80, 90, 100, 120, 140,
160, 180, 200, 220, 240, 260, 280, 300, 320 or more amino acids of a CH region.
The CH region or a fragment thereof may be joined to the VH domain. There is no
particular limitation on the CH region although in one embodiment it is a human CH
region. The art contains many examples of human CH regions. Exemplary human
CH regions for use in this context include SEQ ID NO: 27 and SEQ ID NO: 28..

The antibody or antibody fragment of this embodiment may additionally, or
alternatively further comprise a light chain constant (CL) region or a fragment
thereof which fragment may comprise, for example, at least 10, 20, 30, 40, 50, 60,
70, 80, 90, 100 or more amino acids of a CL region. The CL region or a fragment
thereof may be joined to the VL domain. There is no particular limitation on the CL
region although in one embodiment it is a human CL region. The art contains many
examples of human CL regions. An exemplary human CL region for use in this
context includes SEQ ID NO: 29

According to this embodiment, it may be preferred that the VH domain comprises
the sequence of SEQ ID NO:9, linked to the CH region of SEQ ID NO: 27 or 28 and
the VL domain comprises the sequence of SEQ ID NO: 10 linked to the CL region of
SEQ ID NO: 29.

In another embodiment of the first aspect of the invention, the antibody or antibody
fragment is based on the VH and/or VL domains of the X19-A09 antibody, and so -
the VH domain (i) comprises an amino acid sequence having at least 80%,
85%, 90%, 95% or 100% sequence identity SEQ ID NO:11 and/or (ii) comprises a
CDR1 sequence comprising an amino acid sequence having at least 25%, 50%,
75% or 100% sequence identity to the sequence of SEQ ID NO: 17, a CDR2
sequence comprising an amino acid sequence having at least 5%, 11%, 17%, 23%,
29%, 35%, 47%, 52%, 58%, 64%, 70%, 76%, 82%, 94% or 100% sequence identity
to the sequence of SEQ ID NO: 18, and a CDR3 sequence comprising an amino
acid sequence having at least 4%, 9%, 13%, 18%, 22%, 27%, 31%, 36%, 40%,
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45%, 50%, 54%, 59%, 63%, 68%, 72%, 77%, 81%, 86%, 90%, 95% or 100%
sequence identity to the sequence of SEQ ID NO: 20; and/or

the VL domain (iii) comprises an amino acid sequence having at least 80%,
85%, 90%, 95% or 100% sequence identity SEQ ID NO: 12 and/or (iv) comprises a
CDR4 sequence comprising an amino acid sequence having at least 5%, 11%,
17%, 23%, 29%, 35%, 47%, 52%, 58%, 64%, 70%, 76%, 82%, 94% or 100%
sequence identity to the sequence of SEQ ID NO: 24, a CDR5 sequence comprising
an amino acid sequence having at least 14%, 28%, 42%, 57%, 71%, 85% or 100%
sequence identity to the sequence of SEQ ID NO: 25 and a CDR6 sequence
comprising an amino acid sequence having at least 11%, 22%, 33%, 44%, 55%,
66%, 77%, 88% or 100% sequence identity to the sequence of SEQ ID NO: 26. It
may be preferred that the VH domain comprises the sequence of SEQ ID NO:11
and the VL domain comprises the sequence of SEQ ID NO: 12.

The antibody or antibody fragment of this embodiment may further comprise a
heavy chain constant (CH) region or a fragment thereof which fragment may
comprise, for example, at least 10, 20, 30, 40, 50, 60, 70, 80, 90, 100, 120, 140,
160, 180, 200, 220, 240, 260, 280, 300, 320 or more amino acids of a CH region.
The CH region or a fragment thereof may be joined to the VH domain. There is no
particular limitation on the CH region although in one embodiment it is a human CH
region. The art contains many examples of human CH regions. Exemplary human
CH regions for use in this context include SEQ ID NO: 27 and SEQ ID NO: 28..

The antibody or antibody fragment of this embodiment may additionally, or
alternatively further comprise a light chain constant (CL) region or a fragment
thereof which fragment may comprise, for example, at least 10, 20, 30, 40, 50, 60,
70, 80, 90, 100 or more amino acids of a CL region. The CL region or a fragment
thereof may be joined to the VL domain. There is no particular limitation on the CL
region although in one embodiment it is a human CL region. The art contains many
examples of human CL regions. An exemplary human CL region for use in this
context includes SEQ ID NO: 29.

According to this embodiment, it may be preferred that the VH domain comprises
the sequence of SEQ ID NO:11, linked to the CH region of SEQ ID NO: 27 or 28
and the VL domain comprises the sequence of SEQ ID NO: 12 linked to the CL
region of SEQ ID NO: 29.
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In another embodiment of the first aspect of the invention, the antibody or antibody
fragment is based on the VH and/or VL domains of the X19-A11 antibody, and so —

the VH domain (i) comprises an amino acid sequence having at least 80%,
85%, 90%, 95% or 100% sequence identity SEQ ID NO:13 and/or (ii) comprises a
CDR1 sequence comprising an amino acid sequence having at least 25%, 50%,
75% or 100% sequence identity to the sequence of SEQ ID NO: 17, a CDR2
sequence comprising an amino acid sequence having at least 5%, 11%, 17%, 23%,
29%, 35%, 47%, 52%, 58%, 64%, 70%, 76%, 82%, 94% or 100% sequence identity
to the sequence of SEQ ID NO: 18, and a CDR3 sequence comprising an amino
acid sequence having at least 4%, 9%, 13%, 18%, 22%, 27%, 31%, 36%, 40%,
45%, 50%, 54%, 59%, 63%, 68%, 72%, 77%, 81%, 86%, 90%, 95% or 100%
sequence identity to the sequence of SEQ ID NO: 21; and/or

the VL domain (i) comprises an amino acid sequence having at least 80%,
85%, 90%, 95% or 100% sequence identity SEQ 1D NO: 14 and/or (iv) comprises a
CDR4 sequence comprising an amino acid sequence having at least 5%, 11%,
17%, 23%, 29%, 35%, 47%, 52%, 58%, 64%, 70%, 76%, 82%, 94% or 100%
sequence identity to the sequence of SEQ ID NO: 24, a CDR5 sequence comprising
an amino acid sequence having at least 14%, 28%, 42%, 57%, 71%, 85% or 100%
sequence identity to the sequence of SEQ ID NO: 25 and a CDR6 sequence
comprising an amino acid sequence having at least 11%, 22%, 33%, 44%, 55%,
66%, 77%, 88% or 100% sequence identity to the sequence of SEQ ID NO: 26. It
may be preferred that the VH domain comprises the sequence of SEQ ID NO:13
and the VL domain comprises the sequence of SEQ ID NO: 14.

The antibody or antibody fragment of this embodiment may further comprise a
heavy chain constant (CH) region or a fragment thereof which fragment may
comprise, for example, at least 10, 20, 30, 40, 50, 60, 70, 80, 90, 100, 120, 140,
160, 180, 200, 220, 240, 260, 280, 300, 320 or more amino acids of a CH region.
The CH region or a fragment thereof may be joined to the VH domain. There is no
particular limitation on the CH region although in one embodiment it is a human CH
region. The art contains many examples of human CH regions. Exemplary human
CH regions for use in this context include SEQ ID NO: 27 and SEQ ID NO: 28.

The antibody or antibody fragment of this embodiment may additionally, or
alternatively further comprise a light chain constant (CL) region or a fragment
thereof which fragment may comprise, for example, at least 10, 20, 30, 40, 50, 60,
70, 80, 90, 100 or more amino acids of a CL region. The CL region or a fragment
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thereof may be joined to the VL domain. There is no particular limitation on the CL
region although in one embodiment it is a human CL region. The art contains many
examples of human CL regions. An exemplary human CL region for use in this
context includes SEQ ID NO: 29.

According to this embodiment, it may be preferred that the VH domain comprises
the sequence of SEQ ID NO:13, linked to the CH region of SEQ ID NO: 27 or 28
and the VL domain comprises the sequence of SEQ ID NO: 14 linked to the CL
region of SEQ ID NO: 29.

In another embodiment of the first aspect of the invention, the antibody or antibody
fragment is based on the VH and/or VL domains of the X19-C01 antibody, and so —

the VH domain (i) comprises an amino acid sequence having at least 80%,
85%, 90%, 95% or 100% sequence identity SEQ ID NO:15 and/or (ii) comprises a
CDR1 sequence comprising an amino acid sequence having at least 25%, 50%,
75% or 100% sequence identity to the sequence of SEQ ID NO: 17, a CDR2
sequence comprising an amino acid sequence having at least 5%, 11%, 17%, 23%,
29%, 35%, 47%, 52%, 58%, 64%, 70%, 76%, 82%, 94% or 100% sequence identity
to the sequence of SEQ ID NO: 18, and a CDR3 sequence comprising an amino
acid sequence having at least 4%, 9%, 13%, 18%, 22%, 27%, 31%, 36%, 40%,
45%, 50%, 54%, 59%, 63%, 68%, 72%, 77%, 81%, 86%, 90%, 95% or 100%
sequence identity to the sequence of SEQ ID NO: 22; and/or

the VL domain (iii) comprises an amino acid sequence having at least 80%,
85%, 90%, 95% or 100% sequence identity SEQ ID NO: 16 and/or (iv) comprises a
CDR4 sequence comprising an amino acid sequence having at least 5%, 11%,
17%, 23%, 29%, 35%, 47%, 52%, 58%, 64%, 70%, 76%, 82%, 94% or 100%
sequence identity to the sequence of SEQ ID NO: 23, a CDR5 sequence comprising
an amino acid sequence having at least 14%, 28%, 42%, 57%, 71%, 85% or 100%
sequence identity to the sequence of SEQ ID NO: 25 and a CDR6 sequence
comprising an amino acid sequence having at least 11%, 22%, 33%, 44%, 55%,
66%, 77%, 88% or 100% sequence identity to the sequence of SEQ ID NO: 26. It
may be preferred that the VH domain comprises the sequence of SEQ ID NO:15
and the VL domain comprises the sequence of SEQ ID NO: 16.

The antibody or antibody fragment of this embodiment may further comprise a
heavy chain constant (CH) region or a fragment thereof which fragment may

comprise, for example, at least 10, 20, 30, 40, 50, 60, 70, 80, 90, 100, 120, 140,
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160, 180, 200, 220, 240, 260, 280, 300, 320 or more amino acids of a CH region.
The CH region or a fragment thereof may be joined to the VH domain. There is no
particular limitation on the CH region although in one embodiment it is a human CH
region. The art contains many examples of human CH regions. Exemplary human
CH regions for use in this context include SEQ ID NO: 27 and SEQ ID NO: 28..

The antibody or antibody fragment of this embodiment may additionally, or
alternatively further comprise a light chain constant (CL) region or a fragment
thereof which fragment may comprise, for example, at least 10, 20, 30, 40, 50, 60,
70, 80, 90, 100 or more amino acids of a CL region. The CL region or a fragment
thereof may be joined to the VL domain. There is no particular limitation on the CL
region although in one embodiment it is a human CL region. The art contains many
examples of human CL regions. An exemplary human CL region for use in this
context includes SEQ ID NO: 29

According to this embodiment, it may be preferred that the VH domain comprises
the sequence of SEQ ID NO:15, linked to the CH region of SEQ ID NO: 27 or 28
and the VL domain comprises the sequence of SEQ ID NO: 16 linked to the CL
region of SEQ ID NO: 29.

In the various foregoing embodiments, the discussion of CH regions and fragments
thereof is also intended to include the option of using a variant of either. The variant
comprises a sequence having less than 100% sequence identity to the stated CH
region or fragment thereof, such as greater than 50%, 60%, 70%, 80%, 85%, 90%,
95%, 96%, 97%, 98%, or 99% sequence identity. Accordingly, variants of a CH
region or a fragment thereof may posses one or more (such as 2, 3, 4,5, 6,7, 8,9,
10, 15, 20, 25, 30, 40, 50, 60, 70 80, 90, 100, 110, 120, 130, 140, 150 160 or more)
sequence variations compared to the stated CH region or fragment thereof.
Variations in sequence may be due to one or more amino acid additions, one or
more amino acid deletions and/or one or more amino acid substitutions compared to
the stated CH region or fragment thereof. Where there is more than one variation,

then the variations may be in consecutive or non-consecutive positions.

Likewise, in the various foregoing embodiments, the discussion of CL regions and
fragments thereof is also intended to include the option of using a variant of either.
The variant comprises a sequence having less than 100% sequence identity to the

stated CL region or fragment thereof, such as greater than 50%, 60%, 70%, 80%,
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85%, 90%, 95%, 96%, 97%, 98%, or 99% sequence identity. Accordingly, variants
of a CL region or a fragment thereof may posses one or more (such as 2, 3, 4, 5, 6,
7, 8,9, 10, 15, 20, 25, 30, 40, 50, 60 or more) sequence variations compared to the
stated CL region or fragment thereof. Variations in sequence may be due to one or
more amino acid additions, one or more amino acid deletions and/or one or more
amino acid substitutions compared to the stated CL region or fragment thereof.
Where there is more than one variation, then the variations may be in consecutive or

non-consecutive positions.

In the antibody or antibody fragment according to the foregoing embodiments, it may
be preferred that the VH domain, the VL domain, or preferably both of the VH and
VL domains, comprise an amino acid sequence having 100% sequence identity to
the, or in the case of stated SEQ ID NOs that correspond to individual CDR
sequences then one or more (such as, two or three) of each, stated SEQ ID NO.

Alternatively, the VH domain, the VL domain, or both of the VH and VL domains,
may comprise an amino acid sequence having less than 100% sequence identity to
the, or in the case of stated SEQ ID NOs that correspond to individual CDR

sequences then one or more (such as, two or three) of each, stated SEQ ID NO.

In accordance with the first aspect of the present invention, a sequence comprising
an amino acid sequence having less than 100% to the stated SEQ ID NO may be a
sequence possessing one or more (such as 2, 3, 4, 5, 6, 7, 8, 9, 10 or more)
sequence variations compared to the stated SEQ ID NO. Variations in sequence
may be due to one or more (such as 2, 3, 4, 5, 6, 7, 8, 9, 10 or more) amino acid
additions, one or more (such as 2, 3, 4, 5, 6, 7, 8, 9, 10 or more) amino acid
deletions and/or one or more (such as 2, 3, 4, 5, 6, 7, 8, 9, 10 or more) amino acid
substitutions compared to the stated SEQ ID NO. Where there is more than one

variation, then the variations may be in consecutive or non-consecutive positions.

The one or more variations in sequence in a variant antigen binding region that has
less than 100%, but at least 80%, 85%, 90%, 95%, sequence identity to a stated
SEQ ID NO selected from SEQ ID NOs: 1 to 16 may be present in, or exclusively in,
the amino acid sequence that form one or more of the framework regions.
Framework regions comprise the amino acid regions that do not form the CDRs as

defined herein.
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Additionally or alternatively, one or more variations in sequence in an antigen
binding region that has less than 100%, but at least 80%, 85%, 90%, 95%,
sequence identity to a stated SEQ ID NO selected from SEQ ID NOs: 1 to 16 may
be present in, or exclusively in, the amino acid sequence that form one or more of
the complementarity determining regions (CDRs). The CDRs in SEQ ID NOs: 1- 16
are as defined above and are also shown in Tables 2 and 3 below.

In all embodiments of the first aspect of the invention, in general higher levels of
sequence modifications may be tolerated in the framework regions than in the CDRs
without substantially altering the binding characteristics and/or in vivo efficacy of the
antibody or antibody fragment.

Thus, for example, in a further embodiment, a, the, or each, CDR in an antibody or
antibody fragment according to the first aspect of the present invention may
comprise up to 1, 2, 3, 4, 5, 6, 7, 8, 9 or 10 amino acid substitutions, insertions
and/or deletions compared to the ‘parent’ CDR sequence defined one of SEQ ID
NOs 17 to 26 and preferably not more than 5, 4, 3, 2 or 1 amino acid substitutions,
insertions and/or deletions; it may be preferred that the number of amino acid
substitutions, insertions and/or deletions implemented in the CDR sequence to not
reduce the level of sequence identity to less than 50%, 60%, 70%, 75%, 80%, 85%,
90%, 95% compared to the corresponding defined SEQ ID NO.

Additionally, and/or alternatively, a, the, or each, framework region in an antibody or
antibody fragment according to the first aspect of the present invention may
comprise upto 1, 2, 3, 4,5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, or
more amino acid substitutions, insertions and/or deletions compared to the
corresponding framework sequence present in any of the VH or VL sequences
defined SEQ ID NOs 1 to 16, and optionally not more than 10, 9, 8,7, 6, 5,4, 3, 2 or
1 amino acid substitutions, insertions and/or deletions; it may be preferred that the
number of amino acid substitutions, insertions and/or deletions implemented in any
framework region to not reduce the level of sequence identity to less than 10%,
20%, 30%, 40% 50%, 60%, 70%, 75%, 80%, 85%, 90%, 95% compared to the
corresponding defined SEQ ID NO.

Substitutions, whether in one or more of the framework or complementarity

determining regions, may be conservative or non-conservative substitutions. By
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“conservative substitutions” is intended combinations such as Gly, Ala; Val, lle, Leu;
Asp, Glu; Asn, GIn; Ser, Thr; Lys, Arg; and Phe, Tyr.

Sequence variations may, for example, be introduced in order to render the
sequence of the antigen binding region(s) closer to germline sequences, to improve
the stability of the antibody or antibody fragment comprising the variant antigen
binding region(s), to reduce the immunogenicity of the antibody or antibody fragment
comprising the variant antigen binding region(s), and/or to avoid or reduce
properties that could be disadvantageous in the manufacturing process. Non-
limiting examples of suitable sequence variations are shown in the examples with
reference to the variations introduced into the heavy and/or light chain sequences of
M99-B05 in order to produce X19-A01, X19-A03, X19-A05, X19-A07, X19-A09, X19-
A11, and/or X19-CO1.

Such variants may be made using the methods of protein engineering and site-
directed mutagenesis as described below or alternative methods that are well known
in the art.

Where the VH domain, the VL domain, or both of the VH and VL domains, of the
antibody or antibody fragment of the first aspect of the present invention comprise(s)
one or more amino acid sequences having less than 100% sequence identity to the,
or one or more of each, stated SEQ ID NO, then in one embodiment the ability of
the antibody or antibody fragment to bind to phosphoryicholine and/or a
phosphorylcholine conjugate may, for example, be substantially equivalent to (that
is, at least 80%, 85%, 90% or 95%), or greater than, the ability of a corresponding
‘parent’ antibody or antibody fragment, wherein the VH domain and the VL domain
of the corresponding ‘parent’ antibody or antibody fragment each comprise an amino
acid sequence having 100% sequence identity to the, or each, stated SEQ ID NO.

Thus, for example, where the antibody or antibody fragment is based on the X19-
A05 antibody, and the VH domain comprises an amino acid sequence having less
than 100%, but at least 80%, 85%, 90%, or 95% sequence identity SEQ ID NO:1;
and/or the VL domain comprises an amino acid sequence having less than 100%,
but at least 80%, 85%, 90%, or 95% sequence identity SEQ ID NO: 2, then the
ability of the antibody or antibody fragment to bind to phosphorylcholine and/or a
phosphorylcholine conjugate may, for example, be equivalent to the binding ability of
a corresponding ‘parent’ antibody or antibody fragment having a VH domain that
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comprises the sequence of SEQ ID NO:1 and a VL domain that comprises the
sequence of SEQ ID NO: 2. In this context, by “corresponding ‘parent’ antibody or
antibody fragment” is meant that the only sequence difference between the
“antibody or antibody fragment” in hand and the “corresponding ‘parent’ antibody or
antibody fragment” is in one or both of the VH and/or VL domains. In one
embodiment, the corresponding parent antibody is an antibody having the sequence
of the VH, VL, CH and CL regions of X19-A05, that is, a VH domain of SEQ ID NO:1
linked to the CH region of SEQ ID NO: 28 and the VL domain of SEQ ID NO: 2
linked to the CL region of SEQ ID NO: 29.

The same applies, mutatis mutandis, to the other antibody or antibody fragment
listed above wherein the VH and/or VL domains comprise(s) one or more amino
acid sequences having less than 100% sequence identity to the, or one or more of
each, stated SEQ ID No, and the “corresponding ‘parent’ antibody or antibody
fragment” for the purposes of determining binding equivalence to phosphorylcholine
and/or a phosphorylcholine conjugate differs only in the one or both of the
sequences of the VH and/or VL domain and possess(es) the, or each, sequence
comprising an amino acid sequence having 100% sequence identity to the, or each,
stated SEQ ID No.

Accordingly, where the antibody or antibody fragment is based on the M99-B05
then, in one embodiment, the corresponding parent antibody is an antibody having
the sequence of the VH, VL, CH and CL regions of M99-B05, that is, a VH domain
of SEQ ID NO:3 linked to the CH region of SEQ ID NO: 27 and the VL domain of
SEQ ID NO: 4 linked to the CL region of SEQ ID NO: 29.

In this regard, the abilty of an antibody or antibody fragment to bind to
phosphorylcholine and/or a phosphorylcholine conjugate may be determined by any
suitable method, such as by Surface Plasmon Resonance (SPR) analysis, to
measure the binding of the antibody or antibody fragment to phosphorylcholine
immobilized (for example via an aminophenyl linker) to a solid surface such as the
Biacore SPR biosensor.

In an additional embodiment, an antibody or antibody fragment according to the first
aspect of the present invention competes with a ‘comparator’ antibody or antibody
fragment for binding to PC or a PC conjugate as defined herein (e.g., as determined
in an ELISA or SPR assay). In this context, a comparator antibody or antibody
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fragment may comprise the VH and VL domains, and optionally also the CH and CL
domains, of X19-A05 (as defined by SEQ ID NOs: 1, 2, 28 and 29, respectively),
M99-B05 (as defined by SEQ ID NOs: 3, 4, 27 and 29), X19-A01 (as defined by
SEQ ID NOs: 5, 8, 27 and 29, respectively), X19-A03 (as defined by SEQ ID NOs:
7, 8, 27 and 29, respectively), X19-A07 (as defined by SEQ ID NOs: 9, 10, 27 and
29, respectively), X19-A09 (as defined by SEQ ID NOs: 11, 12, 27 and 29,
respectively), X19-A11 (as defined by SEQ ID NOs: 13, 14, 27 and 29, respectively)
or X19-C01 (as defined by SEQ ID NOs: 15, 16, 27 and 29, respectively) and
preferably differs from the antibody or antibody fragment being tested only by
sequence variation in the VH and/or VL regions. By ‘competes’, we mean that
inclusion of equimolar amounts of the antibody or antibody fragment according to
the first aspect of the present invention and the ‘comparator’ antibody in an assay
can reduce the detectable level of binding to PC or a PC conjugate of the
comparator antibody by 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%, 90%, 95% or
more, such as substantially 100%, in comparison to the detectable level of binding
to PC or a PC conjugate of the ‘comparator’ antibody in the same assay in the
absence of the antibody or antibody fragment according to the first aspect of the
present invention.

As discussed in the examples below, M99-B05 binds aminophenyl
phosphorylcholine with an apparent Kd of about 150 nM. In one embodiment, an
antibody or antibody fragment according to the present invention will bind to
immobilized aminopheny! phosphorylcholine with an apparent Kd of no greater than
about 500nM, about 400 nM, about 300nM, about 250nM, about 200 nM, about 190
nM, about 180 nM, about 170 nM, about 160nM, about 155 nM, about 150 nM, or
less when tested under conditions (such as the SPR conditions used in the
examples) that provide for binding of an antibody or antibody fragment having the
VH and VL domains of M99-B05 (as defined by SEQ ID NOS 3 and 4, respectively)
to immobilized aminophenyl phosphorylcholine with an apparent Kd of about 150
nM. In this context, the term “about” is used to mean a value that is within £20%,
15%, 10%, 5%, 4%, 3%, 2%, or 1% of the stated value.

As also discussed in the examples below, M99-B05 can block the release of MCP-1
from monocytes in response to stimulation with oxLDL with an ICs, in the nM range.
In another embodiment, an antibody or antibody fragment according to the present
invention will block the release of MCP-1 from monocytes in response to stimulation
with oxLDL with an ICs, of less than about 10 nM, about 5 nM, about 4 nM, about 3
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nM, about 2.8 nM, about 2.6 nM, about 2.4 nM, about 2 nM, about 1.8 nM, about 1.6
nM, about 1.4 nM, about 1.3 nM, about 1.2 nM, about 1.1 nM, about 1.0 nM, about
0.9 nM, about 0.8 nM, about 0.7 nM or less when tested under conditions (such as
described in the example below) that provide for an 1Cs, of an antibody or antibody
fragment having the VH and VL domains of M99-B05 (as defined by SEQ ID NOS 3
and 4, respectively) in the 0.7-2.6 nM range. In this context, the term “about” is
used to mean a value that is within +20%, 15%, 10%, 5%, 4%, 3%, 2%, or 1% of the

stated value.

The ability of an antibody or antibody fragment according to the present invention to
bind to a phosphoryicholine conjugate may be determined by equivalent methods to
those described above, replacing phosphorylcholine with the phosphoryicholine
conjugate. Suitable phosphorylcholine conjugates include those discussed above,
comprising a phosphorylcholine moiety linked to a carrier, optionally via a spacer,
such as PC-BSA and PC-KLH conjugates. Preferably, where the ability of an
antibody or antibody fragment to bind to the phosphorylcholine conjugate is
determined, it is determined with respect to the ability of the antibody or antibody
fragment to bind specifically to the phosphorylcholine moiety in the
phosphorylcholine conjugate. This can be determined by art-known techniques
such as by comparing the ability of the antibody or antibody fragment to bind to the
phosphorylcholine conjugate and the corresponding molecule that does not contain

a phosphorylcholine moiety.

In one embodiment, the antibody or antibody fragment of the present invention may
be comprise the VH domain and the VL domain in a linear polypeptide sequence.

In another embodiment, the antibody or antibody fragment of the present invention
may comprise the VH domain and the VL domain each in a separate polypeptide
sequence. In this embodiment, it may be preferred that the separate polypeptide
sequence are directly or indirectly bound together (such as by one or more

disulphide bonds between the separate polypeptide sequence).

In another embodiment, the VH domain may be joined to a CH region, or a fragment
thereof which fragment may comprise, for example, at least 10, 20, 30, 40, 50, 60,
70, 80, 90, 100, 120, 140, 160, 180, 200, 220, 240, 260, 280, 300, 320 or more
amino acids of a CH region, or a variant of the CH region or a fragment thereof, as

described above. The join may be a direct fusion via a peptide bond, such that the
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VH domain and CH region are presented as a single polypeptide, or the join may be
through a linker, such as a peptide or other linker, or via a direct chemical bond
other than a peptide bond. There is no particular limitation on the CH region
although in one embodiment it is a human CH region. The art contains many
examples of human CH regions. Exemplary human CH regions for use in this
context include SEQ ID NO: 27 and SEQ ID NO: 28. When using any CH regions,
terminal amino acid modifications (including the deletion of, or masking by addition
of another amino acid or other chemical moiety) may be introduced to reduce or

avoid the potential for peptidase degradation.

in another embodiment, the VL domain may be joined to a CL region, or a fragment
may comprise, for example, at least 10, 20, 30, 40, 50, 60, 70, 80, 90, 100 or more
amino acids of a CL region, or a variant of the CL region or a fragment thereof, as
described above. The join may be a direct fusion via a peptide bond, such that the
VL domain and CL region are presented as a single polypeptide, or the join may be
through a linker, such as a peptide or other linker, or via a direct chemical bond
other than a peptide bond. There is no particular limitation on the CL region
although in one embodiment it is a human CL region. The art contains many
examples of human CL regions. An exemplary human CL region for use in this
context includes SEQ ID NO: 29. Terminal amino acid modifications (including the
deletion of, or masking by addition of another amino acid or other chemical moiety)
may be introduced to reduce or avoid the potential for peptidase degradation of any
CL region that is used.

in another embodiment, the antibody or antibody fragment of the present invention
may comprise a VH domain joined to a CH region in one polypeptide sequence, and
a VL domain joined to a CL region in another separate polypeptide sequence. In
this embodiment, it may be preferred that the separate polypeptide sequence are
directly or indirectly bound together (such as by one or more disulphide bonds

between the separate polypeptide sequence).

In a further embodiment, the antibody or antibody fragment of the present invention
may comprise —

¢ afirst heavy chain comprising a first VH domain joined to a first CH region,

e afirst light chain comprising a first VL domain joined to a first CL region;

e a second heavy chain comprising a second VH domain joined to a second

CH region,
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« a second light chain comprising a second VL domain joined to a second CL
region; and

wherein optionally, the first light and first heavy chains are directly or indirectly
bound together (such as by one or more disulphide bonds between the separate
polypeptide sequence) and the second light and second heavy chains are directly or
indirectly bound together (such as by one or more disulphide bonds between the
separate polypeptide sequence), and further optionally, wherein the first and second
heavy chains directly or indirectly bound together (such as by one or more
disulphide bonds between the separate polypeptide sequence).

In a further embodiment, the antibody or antibody fragment of the present invention

may be a monoclonal antibody, more preferably a human monoclonal antibody.

The antibody or antibody fragment of the present invention may be a humanized

antibody or a chimeric antibody.

In one preferred embodiment, the antibody or antibody fragment of the present

invention is an isolated antibody or antibody fragment.

In another embodiment, the antibody or antibody fragment of the present invention
may comprise one or more of the amino acid sequences comprising the VH, VL,
CDR1, CDR2, CDR3, CDR4, CDR5 and/or CDR6 sequences described above
grafted onto a protein scaffolds of immunoglobulins using standard protein
engineering techniques. The skilled person will appreciate that various protein
scaffolds are available for use and commonly known in the art. The end result is

preserved antigen-binding activity in a new framework.

For example, the scaffolds of immunoglobulins can be derived from IgA, IgE, IgG1,
lgG2a, 1gG2b, 1gG3, IgM. The scaffolds can be derived from an immunoglobulin
from any mammal, such as mice, rats, rabbits, goats, camels, llamas, primates. It
may be preferred that the immunoglobulin scaffold is derived from human

immunoglobulins.

The antibody fragments according to the first aspect of the present invention can be
generated by standard molecular biology techniques or by cleavage of purified
antibodies using enzymes (e.g. pepsin or papain) that generates these fragments.

Such antibody fragments according to the invention are exemplified, but not limited
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to, single chain antibodies, Fv, scFv, Fab, F(ab’),, Fab’, Fd, dAb, CDR, or scFv-Fc
fragments or nanobodies, and diabodies, or any fragment that may have been
stabilized by e.g. PEGylation.

A second aspect of the present invention provides a pharmaceutical composition
comprising an antibody or an antibody fragment according to the first aspect of the
invention and a pharmaceutically acceptable carrier or excipient. Optionally, the
only antibodies or antibody fragments present in the composition are those of the
first aspect of the present invention. More preferably, there may be a single type of
antibody or antibody fragment present in the composition, for example wherein type
is determined with respect to amino acid sequence, molecular weight and/or binding
specificity to phosphorylcholine. In this regard, the skilled person will appreciate that
there may be some low levels of variation in the sequences of antibodies or antibody
fragments in any population due, for example, to N-terminal variation and/or partial
degradation; accordingly, in this context, a composition can be said to contain a
single type of antibody or antibody fragment if, for example, at least about 80%,
about 90%, about 95%, about 96%, about 97%, about 98%, about 99% or
substantially 100% by weight of the detectable level of antibodies or antibody
fragments in the composition are of a single type as determined with respect to
amino acid sequence, molecular weight and/or binding specificity to
phosphoryicholine.

A third aspect of the present invention provides an antibody or antibody fragment
according to the first aspect of the present invention, or a pharmaceutical
composition according to the second aspect of the present invention for use in
medicine, such as for use in a method of therapy, surgery or diagnosis that is
performed on the human or animal body or on an ex vivo sample therefrom.

For example, the third aspect of the present invention provides an antibody or
antibody fragment according to the first aspect of the present invention, or a
pharmaceutical composition according to the second aspect of the present
invention, for use in the prevention, prophylaxis and/or treatment of mammals,
including humans, against atherosclerosis, an atherosclerotic related disease or

cardiovascular disease.

In other words, the third aspect of the present invention provides for the use of an

antibody or antibody fragment according to the first aspect of the present invention,
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or a pharmaceutical composition according to the second aspect of the present
invention, in the manufacture of a medicament for the prevention, prophylaxis and/or
treatment of mammals, including humans, against atherosclerosis, an

atherosclerotic related disease or cardiovascular disease.

Also provided is a method for prevention, prophylaxis and/or treatment of a
mammal, including a human, against atherosclerosis, an atherosclerotic related
disease, or cardiovascular disease, the method comprising the step of administering
to the mammal an antibody or antibody fragment according to the first aspect of the
invention, or a pharmaceutical composition according to the second aspect of the

invention.

The third aspect of the present invention also provides an antibody or antibody
fragment according to the first aspect of the present invention, or a pharmaceutical
composition according to the second aspect of the present invention, for use in the

prophylaxis, prevention and/or treatment of Alzheimer’s disease.

In other words, the third aspect of the present invention provides for the use of an
antibody or antibody fragment according to the first aspect of the present invention,
or a pharmaceutical composition according to the second aspect of the present
invention, in the manufacture of a medicament for the prophylaxis, prevention and/or

treatment of Alzheimer’s disease.

Also provided is a method for immunization and prophylaxis, prevention and/or
treatment of a subject against Alzheimer’s disease, the method comprising the step
of administering to the subject an antibody or antibody fragment according to the
first aspect of the invention, or a pharmaceutical composition according to the

second aspect of the invention.

The third aspect of the present invention also provides an antibody or antibody
fragment according to the first aspect of the present invention, or a pharmaceutical
composition according to the second aspect of the present invention, for use in the
immunization or prophylaxis against, or the prevention or treatment of, metabolic

disease in mammals, including humans.

In other words, the third aspect of the present invention provides for the use of an

antibody or antibody fragment according to the first aspect of the present invention,
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or a pharmaceutical composition according to the second aspect of the present
invention, in the manufacture of a medicament for the prophylaxis, prevention or

treatment of, metabolic disease in mammals, including humans.

Also provided is a method for the immunization or prophylaxis against, or the
treatment of, metabolic diseases in a mammal, such as a human, the method
comprising the step of administering to the mammal an antibody or antibody
fragment according to the first aspect of the present invention, or a pharmaceutical
composition according to the second aspect of the present invention.

The metabolic disease to be addressed and/or treated in accordance with the third
aspect of the present invention may, for example, be a condition selected from the
group consisting of metabolic syndrome, insulin resistance, glucose intolerance,
hyperglycemia, type | diabetes, type Il diabetes, hyperlipidemia,
hypertriglyceridemia, hypercholesterolemia, dyslipidemia, and polycystic ovary
syndrome (PCOS).

A fourth aspect of the present invention provides a nucleic acid molecule comprising
a sequence encoding an antibody or an antibody fragment, or polypeptide chain
forming part of the antibody or an antibody fragment, according to the first aspect of
the invention. The nucleic acid molecule may, for example, be DNA or RNA. The
nucleic acid molecule may comprise additional sequence 5 and/or 3' to the
sequence encoding the, or part of, the antibody or an antibody fragment according
to the first aspect of the invention. Such 5 and 3’ sequences may include
transcriptional and/or translational regulatory sequences, such as promoter and/or
terminator sequences which are well known in the art and may, for example, be
selected in order to be functional in a host cell of choice. Accordingly, the nucleic
acid molecule may comprise an expression cassette that, following transformation
into a host cell of choice, can be expressed by the transcriptional and/or
translational systems of the host cell to result in the production of the encoded
antibody or an antibody fragment, or polypeptide chain forming part of the antibody
or an antibody fragment, according to the first aspect of the invention.

A fifth aspect of the present invention provides a vector or plasmid comprising one
or more nucleic acid sequences according to the fourth aspect of the invention.
Where the antibody or antibody fragment comprises more than one polypeptide
chain, the vector or plasmid may, for example, comprise a nucleic acid coding
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sequence encoding each polypeptide chain, such that a host cell transformed with
the vector or plasmid can express all polypeptide chains present in the antibody or

antibody fragment.

Accordingly, the fifth aspect also provides for the use of a vector or plasmid in the
transformation of a host cell. Methods of transforming host cells with vectors or
plasmids are well known in the art. To aid the selection of transformed host cells,

the vector or plasmid may comprise a selectable marker.

A sixth aspect of the present invention provides a host cell comprising one or more
vectors or plasmids according to the fifth aspect of the invention. The sixth aspect
also provides for a culture of cells comprising the one or more vectors or plasmids
according to the fifth aspect of the invention, such as monoculture in which all or
substantially all cells comprise the same one or more vectors or plasmids according
to the fifth aspect of the invention. Such monocultures can be obtained, for
example, by selecting cells for the presence of one or more selectable markers on
the one or more plasmids or vectors and optionally maintaining the selective
pressure during the growth of the selected cell in cuiture.

Where the antibody or antibody fragment according to the first aspect of the present
invention comprises more than one polypeptide chain, the host cell may be
transformed with a single vector or plasmid that comprises a nucleic acid coding
sequence encoding each polypeptide chain, such that a host cell transformed with
the vector or plasmid can express all polypeptide chains present in the antibody or

antibody fragment.

Alternatively, where the antibody or antibody fragment according to the first aspect
of the present invention comprises more than one polypeptide chain, the host cell
may be transformed with more than one vector or plasmid that each comprises a
nucleic acid coding sequence encoding at least one of the polypeptide chains, such
that a host cell transformed with the more than one vectors or plasmids can express

all polypeptide chains present in the antibody or antibody fragment.

In a further alternative, where the antibody or antibody fragment according to the
first aspect of the present invention comprises more than one polypeptide chain,
multiple host cells may each be transformed with a vector or plasmid that each

comprises a different nucleic acid coding sequence each encoding one or more
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different members of the different polypeptide chains that form the antibody or
antibody fragment, and each different host cell cultured separately to express each
polypeptide chain. The recovered different polypeptide chains can then be
combined to produce the antibody or antibody fragment.

Any suitable host cell can be used in the fifth and/or sixth aspects of the invention.
For example, the host cell may be a prokaryotic cell, such as an Escherichia coli
cell. The host cell may be an eukaryotic cell, such as animal cell, a plant cell, and a
fungal cell. Suitable animal cells may include mammalian cells, avian cells, and
insect cells. Suitable mammalian cells can include CHO cells, and COS cells.
Suitable fungal cells can include yeast cells, such as a Saccharomyces cerevisiae
cells. Mammalian cells may, or may not, include human cells, and may or may not
include embryonic cells.

A seventh aspect of the present invention provides a method for producing an
antibody or an antibody fragment antigen-binding sequence according to the first
aspect of the present invention comprising culturing one or more transformed host
cells as described above, and recovering therefrom an antibody or an antibody

fragment according to the first aspect of the present invention.

An eighth aspect of the present invention provides a method of preparing a variant
of the antibody or antibody fragments of the first aspect of the present invention,
which variant retains the ability to bind to phosphorylcholine and/or a
phosphorylcholine conjugate, the method comprising —

(iy  providing a nucleic acid according to the fourth aspect of the present
invention encoding a parent antibody or antibody fragment or polypeptide chain
forming part thereof;

(i)  introducing one or more nucleotide mutations (optionally, up to 50, 40,
30, 20, 15, 10, 9, 8, 7, 6, 5, 4, 3, 2, or 1 nucleotide mutations), into the amino acid
coding regions of the nucleic acid sequence, optionally within the regions encoding
the VH and/or VL domain(s), such that the mutated nucleic acid encodes a variant
antibody or antibody fragment having a different amino acid sequence compared to
the parent antibody or antibody fragment;

(i) expressing the variant antibody or antibody fragment, or polypeptide
chain forming part thereof, that is encoded by the mutated nucleic acid sequence;

and
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(iv) comparing the ability of the variant antibody or antibody fragment and
the parent antibody or antibody fragment to bind to phosphorylcholine and/or a
phosphorylcholine conjugate.

In accordance with the eighth aspect of the present invention, nucleotide mutations
may be introduced into the amino acid coding regions of the nucleic acid sequence
randomly, or in a site-directed manner. Such mutations may resuit in the coding
region encoding an amino acid sequence that contains one or more amino acid
additions, one or more amino acid deletions and/or one or more amino acid
substitutions compared to the amino acid sequence encoded by nucleic acid prior to
mutation.

Such nucleotide mutations may, or may not, result in the coding region encoding an
amino acid sequence that contains one or more variations in sequence in the
antigen binding region. Such nucleotide mutations may, for example, result in
amino acid sequence variation (that is, one or more amino acid additions, one or
more amino acid deletions and/or one or more amino acid substitutions) present in,
or exclusively in, the amino acid sequence that form one or more of the framework
regions. Additionally or alternatively, such nucleotide mutations may, for example,
result in amino acid sequence variation (that is, one or more amino acid additions,
one or more amino acid deletions and/or one or more amino acid substitutions)
present in, or exclusively in, the amino acid sequence that form one or more of the
complementarity determining regions. Levels of amino acid variations/modifications
tolerated in respect of framework regions, CDRs and/or VH or VL domains as whole
are discussed above in respect of the first aspect of the present invention and may
be applied, mutatis mutandis, to the level of variation/modification that can be
introduced according to the method of the eighth aspect of the present invention.

Additionally or alternatively, such nucleotide mutations may, or may not, result in the
coding region encoding an amino acid sequence that contains one or more
variations in sequence in one or more parts of the antibody or antibody fragment
other than the antigen binding region, such as in one or more of the CH1, CH2,

CHS3, CL regions or other regions.
Where one or more nucleotide mutations result in one or more amino acid

substitutions in the encoded product, then the one or more substitutions may each,

independently, be conservative or non-conservative substitutions. By “conservative
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substitutions” is intended combinations such as Gly, Ala; Val, lle, Leu; Asp, Glu;
Asn, GIn; Ser, Thr; Lys, Arg; and Phe, Tyr.

Nucleotide mutations may, for example, be introduced in order to render the
sequence of the encoded antibody or antibody fragments closer to germline
sequences, to improve the stability of the antibody or antibody fragment comprising
the variant antigen binding region(s), to reduce the immunogenicity of the antibody
or antibody fragment comprising the variant antigen binding region(s), and/or to
avoid or reduce properties that could be disadvantageous in the manufacturing

process.

Such nucleotide mutations may be made using methods that are well known in the
art.

In accordance with the eighth aspect of the present invention, the step of assessing
the ability of the variant antibody or antibody fragment to bind to phosphorylcholine
and/or a phosphorylcholine conjugate may further comprise selecting those variants
that have substantially equal or enhanced ability to bind to phosphorylcholine and/or

a phosphorylcholine conjugate compared to the parent.

The ability of variants and parents to bind phosphorylcholine and/or a
phosphorylcholine conjugate can be assessed by methods such as those discussed
above in respect of the first aspect of the present invention.

The method of the eighth aspect of the present invention may optionally further
comprising recovering a nucleic acid molecule that comprises the mutated nucleic
acid sequence that encodes the variant antibody or antibody fragment, and
optionally transforming a host cell with a composition comprising the recovered
nucleic acid molecule and further optionally expressing the variant antibody or
antibody fragment from the host cell, and yet further optionally recovering the thus-
expressed variant antibody or antibody fragment from the host cell, and yet further
optionally, formulating the recovered variant antibody or antibody fragment into a

pharmaceutically acceptable composition.

The eighth aspect of the present invention also provides a variant antibody or
antibody fragment obtained or obtainable by the method of the eighth aspect of the
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invention, or a pharmaceutically acceptable obtained or obtainable by the method of

the eighth aspect of the invention, for use in medicine.

The eighth aspect of the present invention also provides a variant antibody or
antibody fragment obtained or obtainable by the method of the eighth aspect of the
invention, or a pharmaceutically acceptable obtained or obtainable by the method of
the eighth aspect of the invention, for use in —

()  the prevention, prophylaxis and/or treatment of mammals, including
humans, against atherosclerosis, an atherosclerotic related disease or
cardiovascular disease;

(i)  in the prophylaxis, prevention and/or treatment of Alzheimer’s disease;
and/or

(i) in the immunization or prophylaxis against, or the prevention or

treatment of, metabolic disease in mammals, including humans.

In other words, eighth aspect of the present invention also provides for the use of a
variant antibody or antibody fragment obtained or obtainable by the method of the
eighth aspect of the invention, or the use of a pharmaceutically acceptable obtained
or obtainable by the method of the eighth aspect of the invention, in the manufacture
of a medicament for -

(i) the prevention, prophylaxis and/or treatment of mammals, including
humans, against atherosclerosis, an atherosclerotic related disease or
cardiovascular disease;

(iy  in the prophylaxis, prevention and/or treatment of Alzheimer’s disease;
and/or

(i) in the immunization or prophylaxis against, or the prevention or

treatment of, metabolic disease in mammals, including humans.

Accordingly, also provided by the eighth aspect of the present invention is a method
for —

()  prevention, prophylaxis and/or treatment of a mammal, including a
human, against atherosclerosis, an atherosclerotic related disease, or
cardiovascular disease,

(i) immunization and prophylaxis, prevention and/or treatment of a subject
against Alzheimer’s disease; and/or

(i) immunization or prophylaxis against, or the treatment of, metabolic

diseases in a mammal, such as a human,
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the method comprising the step of administering to the mammal or subject a
variant antibody or antibody fragment obtained or obtainable by the method of the
eighth aspect of the invention, or the use of a pharmaceutically acceptable obtained
or obtainable by the method of the eighth aspect of the invention.

The metabolic disease to be addressed and/or treated in accordance with the eighth
aspect of the present invention may, for example, be a condition selected from the
group consisting of metabolic syndrome, insulin resistance, glucose intolerance,
hyperglycemia, type | diabetes, type |l diabetes, hyperlipidemia,
hypertriglyceridemia, hypercholesterolemia, dyslipidemia, and polycystic ovary
syndrome (PCOS).

Phosphorylcholine

By phosphorylicholine (PC) is meant phosphoryicholine according to the formula.

O

\N+ p
- I\/\O/ | \OH

o~

By a phosphorylcholine conjugate is meant a phosphorylcholine moiety linked to a
carrier, preferably via a spacer. The phosphorylcholine moiety can be covalently or
non-covalently linked to the carrier. Preferably the phosphorylcholine moiety is

linked to the carrier via the phosphate group.

The carrier can be, for example, a protein, a carbohydrate, a polymer, latex beads,

or colloid metal.

The phosphorylcholine conjugate may for example be a protein-PC conjugate, such
as a human serum albumin (HSA)-PC conjugate, a transferrin-PC conjugate, a
keyhole limpet hemocyanin (KLH)-PC conjugate or a bovine serum albumin (BSA)-

PC conjugate.

Where the PC conjugate comprises PC linked to a carrier via a spacer, then any
suitable spacer may be used. Non-limiting examples of spacers include coupling
agents (typically, bi-functional compounds), such as a di-carboxylic acids like

succinic and glutaric acid, the corresponding di-aldehydes, di-amines such as 1,6
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diaminohexane, di-substituted phenols such as p-amino-phenol, p-diazo-phenol, p-
phenylenediamine, p-benzoquinone, and the like.

Cardiovascular disease

The term cardiovascular diseases, is intended to include but is not limited to
atherosclerosis, acute coronary syndrome, acute myocardial infarction, myocardial
infarction (heart attack), stable and unstable angina pectoris, aneurysms, coronary
artery disease (CAD), ischemic heart disease, ischemic myocardium, cardiac and
sudden cardiac death, cardiomyopathy, congestive heart failure, heart failure,
stenosis, peripheral arterial disease (PAD), intermittent claudication, critical limb

ischemia, and stroke.

The treatment or prevention of cardiovascular diseases using antibodies with
reactivity to phosphorylcholine and phosphorylcholine conjugates is discussed, for
example, in WO 2005/100405 and US 2007-0286868, the contents of both of which
are incorporated herein by reference.

Alzheimer’s disease

In accordance with the present invention, antibody or antibody fragments according
to the first aspect may be used to treat or prevent Alzheimer’s disease in individuals
in need or risk thereof.

WO 2010/003602 and US Patent Application No. 61/078677 describe the treatment
or prevention of Alzheimer's disease using antibodies with reactivity to
phosphorylicholine and phosphoryicholine conjugates, and the contents of both of
which are incorporated herein by reference as further disclosure of ways in which
antibody or antibody fragments according to the first aspect may be used to treat or

prevent Alzheimer’s disease.

Metabolic diseases

The term metabolic diseases, is intended to include but is not limited to metabolic
syndrome X, insulin resistance (IRS), glucose intolerance, hyperglycemia, type |

diabetes, type 1 diabetes, hyperlipidemia, hypertriglyceridemia,
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hypercholesterolemia, dyslipidemia polycystic ovary syndrome (PCOS) and related

diseases.

Further discussion of metabolic diseases to be treated with antibodies with reactivity
to phosphoryicholine and phosphorylcholine conjugates are discussed in
WO 2012/010291, the contents of which are also incorporated herein by reference
for further disclosure of ways in which antibody or antibody fragments according to

the first aspect may be used to treat or prevent metabolic diseases.

Amino acid sequence identity

The percent identity between two amino acid sequences is determined as follows.
First, an amino acid sequence is compared to, for example, SEQ ID NO:1 using the
BLAST 2 Sequences (Bl2seq) program from the stand-alone version of BLASTZ
containing BLASTN version 2.0.14 and BLASTP version 2.0.14. This stand-alone
version of BLASTZ can be obtained from the U.S. government’s National Center for
Biotechnology Information web site at ncbi.nim.nih.gov. Instructions explaining how
to use the Bl2seq program can be found in the readme file accompanying BLASTZ.
Bl2seq performs a comparison between two amino acid sequences using the
BLASTP algorithm. To compare two amino acid sequences, the options of Bl2seq
are set as follows: -i is set to a file containing the first amino acid sequence to be
compared (e.g., C:\seq1.txt); -j is set to a file containing the second amino acid
sequence to be compared (e.g., C:\seq2.txt); -p is set to blastp; -0 is set to any
desired file name (e.g., C:\output.txt); and all other options are left at their default
setting. For example, the following command can be used to generate an output file
containing a comparison between two amino acid sequences: C:\Bl2seq —i
c:\seq1.txt - c:\seq2.txt —p blastp —o c:\output.txt. If the two compared sequences
share homology, then the designated output file will present those regions of
homology as aligned sequences. If the two compared sequences do not share
homology, then the designated output file will not present aligned sequences. Once
aligned, the number of matches is determined by counting the number of positions

where an identical nucleotide or amino acid residue is presented in both sequences.

The percent identity is determined by dividing the number of matches by the length
of the sequence set forth in an identified sequence followed by multiplying the
resulting value by 100. For example, if a sequence is compared to the sequence set
forth in SEQ ID NO:A (the length of the sequence set forth in SEQ ID NO:A being
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10) and the number of matches is 9, then the sequence has a percent identity of 90
% (i.e., 9+ 10 * 100 = 90) to the sequence set forth in SEQ ID NO:A.

Antibodies

The term "antibody or antibody fragment” as referred to herein in the context of the
present invention includes whole antibodies and any antigen binding fragment

referred to as "antigen-binding region"” or single chains thereof.

An "antibody” may refer to a protein comprising at least two heavy (H) chains and
two light (L) chains inter-connected by disulfide bonds, or an antigen binding portion
thereof. Each heavy chain is comprised of a heavy chain variable region
(abbreviated herein as VH) and a heavy chain constant region. The heavy chain
constant region is comprised of three domains, CH1, CH2 and CH3. Each light
chain is comprised of a light chain variable region (abbreviated herein as VL) and a
light chain constant region. The light chain constant region is comprised of one

domain, CL.

The VH and VL regions can be further subdivided into regions of hypervariability,
termed complementarity determining regions (CDR), interspersed with regions that
are more conserved, termed framework regions (FR). Each VH typically comprises
three CDRs and four FRs, arranged from amino-terminus to carboxy-terminus in the
following order: FR1, CDR1, FR2, CDR2, FR3, CDR3, FR4. Likewise, each VL
typically comprises three CDRs and four FRs, arranged from amino-terminus to
carboxy-terminus in the following order: FR5, CDR4, FR6, CDR5, FR7, CDR6, FR8.
The variable regions of the heavy and light chains contain a binding domain that
interacts with an antigen. The constant regions of the antibodies may mediate the
binding of the immunoglobulin to host tissues or factors, including various cells of
the immune system (e.g., effector cells) and the first component (C1q) of the

classical complement system.

The term "antigen-binding region", as used herein, refers to one or more fragments
of an antibody that retain the ability to specifically bind to an antigen. It has been
shown that the antigen-binding function of an antibody can be performed by
fragments of a full-length antibody. Examples of binding fragments encompassed

within the term "antigen-binding region” of an antibody include —
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(i) a Fab fragment, a monovalent fragment consisting of the VL, VH, CL
and CH1 domains;

(i) a F(ab"), fragment, a bivalent fragment comprising two Fab fragments
linked by a disulfide bridge at the hinge region;

(i) a Fab' fragment, which is essentially an Fab with part of the hinge
region;

(iv) a Fd fragment consisting of the VH and CH1 domains;

(v) aFv fragment consisting of the VL and VH domains of a single arm of an
antibody,

(vi) a dAb fragment which consists of a VH domain,

(vii) an isolated complementarity determining region (CDR), and

(viii) a nanobody, a heavy chain variable region containing a single variable

domain and two constant domains.

Furthermore, although the two domains of the Fv fragment, VL and VH, are coded
for by separate genes, they can be joined, using recombinant methods, by a
synthetic linker that enables them to be made as a single protein chain in which the
VL and VH regions pair to form monovalent molecules (known as single chain Fv
(scFv)). Such single chain antibodies are also intended to be encompassed within

the term "antigen-binding portion” of an antibody.

Diabodies consists of two polypeptides each comprising a heavy (VH) chain variable
domain connected to a light chain variable domain (VL) on the same polypeptide
chain (VH-VL) connected by a peptide linker. These antibody fragments are
obtained using conventional techniques known to those with skill in the art, and the
fragments are screened for utility in the same manner as are intact antibodies.

An "isolated antibody", as used herein, is intended to refer to an antibody that is
substantially free of other antibodies having different antigenic specificities (e.g., an
isolated antibody that specifically binds phosphoryicholine is substantially free of
antibodies that specifically bind antigens other than phosphoryicholine). Moreover,
an isolated antibody may be substantially free of other cellular material and/or

chemicals.

The terms "monoclonal antibody" or "monoclonal antibody composition" as used

herein refer to a preparation of antibody molecules of single molecular composition.
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A monoclonal antibody composition displays a single binding specificity and affinity
for a particular epitope.

The term "humanized antibody” is intended to refer to antibodies in which CDR
sequences derived from the germline of another mammalian species, such as a
mouse, have been grafted onto human framework sequences. Additional framework

region modifications may be made within the human framework sequences.

The term "chimeric antibody" is intended to refer to antibodies in which the variable
region sequences are derived from one species and the constant region sequences
are derived from another species, such as an antibody in which the variable region
sequences are derived from a mouse antibody and the constant region sequences

are derived from a human antibody.

Pharmaceutical compositions

A pharmaceutical composition according to the invention may comprise a binding
protein according to the invention in admixture with a pharmaceutically acceptable
carrier and/or excipient, which will typically be selected with regard to the intended
route of administration and standard pharmaceutical practice. The composition may
be in the form of immediate-, delayed- or controlled-release applications. Preferably,
the formulation is a unit dosage containing a daily dose or unit, daily sub-dose or an

appropriate fraction thereof, of the active ingredient.

The pharmaceutical composition according to the invention may, or may not, be
intended for, and, thus formulated in a manner suitable for, parenteral, intravenous,
intra-arterial,  intraperitoneal,  intra-muscular, intra-cerebroventricular,  or
subcutaneous administration, or they may be administered by infusion techniques.
They may be best used in the form of a sterile aqueous solution which may contain
other substances, for example, enough salts or glucose to make the solution
isotonic with blood or cerebral spinal fluid (CSF). The aqueous solutions may be
suitably buffered (preferably to a pH of from 3 to 9), if necessary. The preparation of
suitable pharmaceutical formulations under sterile conditions is readily
accomplished by standard pharmaceutical techniques well-known to those skilled in
the art.
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Such formulations may include aqueous and non-aqueous sterile injection solutions
which may contain anti-oxidants, buffers, bacteriostats and solutes which render the
formulation isotonic with the blood or CSF of the intended recipient; and agueous
and non-aqueous sterile suspensions which may include suspending agents and
thickening agents. The formulations may be presented in unit-dose or multi-dose
containers, for example sealed ampoules and vials, and may be stored in a freeze-
dried (lyophilised) condition requiring only the addition of the sterile liquid carrier, for
example water for injections, immediately prior to use. Extemporaneous injection
solutions and suspensions may be prepared from sterile powders, granules and
tablets of the kind previously described.

A therapeutically effective amount of an antibody or an antibody fragment according
to the invention for administration to a patient, such as a human patient, on the basis
of a daily dosage level may be from 0.01 to 1000 mg of antibody or antibody
fragment per adult (for example, from about 0.001 to 20 mg per kg of the patient’s
body weight, such as 0.01 to 10 mg/kg, for example greater than 0.1 mg/kg and less
than 20, 10, 5, 4, 3 or 2 mg/kg, such as about 1 mg/kg), administered in single or
divided doses.

The physician in any event will determine the actual dosage which will be most
suitable for any individual patient and it will vary with the age, weight and response
of the particular patient. The above dosages are exemplary of the average case.
There can, of course, be individual instances where higher or lower dosage ranges
are merited and such are within the scope of this invention

DESCRIPTION OF THE DRAWINGS

Figure 1. Estimates of binding affinity from an_equilibrium binding analysis by

Biacore.
(®) M99-B05 (lot W21573) (Kd =160+ 32nM), (O) M99-B0O5 (lot W22595)
(Kd = 148 + 8 nM). The panel compares these two different preparations of the
antibody.

Figure 2. Purified IgGs binding to PC-BSA as measured by ELISA.
(®) M4-G02 (ECsp = 0.14 nM), (O) M73-G03 (ECso = 0.91 nM), (A) M99-BO5 (ECso

= 0.11 nM). The data were fit to a 4 parameter logistic equation with a global Bynax to

obtain EC50 value estimates.
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Figure 3. Inhibition of CD45 positive leukocyte influx into medial in femoral artery

cuffed mice.

Transgenic male ApoE*3 Leiden mice were fed a high-cholesterol and high-fat diet
containing 1% cholesterol and 0.05% cholate to induce hypercholesterolemia. After
three weeks of the high fat diet, mice were anesthetized and the femoral artery was
dissected from its surroundings and loosely sheathed with a non-constrictive
polyethylene cuff (Portex, 0.40 mm inner diameter, 0.80 mm outer diameter and 2.0
mm length). Mice were treated with either 10 mg/kg recombinant anti-PC IgG
antibodies dissolved in PBS, 10 mg/kg anti-streptavidin A2 1gG antibodies dissolved
in PBS or PBS only through IP injection on day 0. Mice were sacrificed three days
after surgery and cuffed femoral arteries were harvested and paraffin-embedded.
Serial cross-sections (5 um) were taken from the entire length of the cuffed femoral

artery segment for histochemical analysis. * p <0.01, n=15.

Figure 4. Inhibition of intimal thickening in femoral artery cuffed mice.

Transgenic male ApoE*3 Leiden mice were fed a high-cholesterol and high-fat diet
containing 1% cholesterol and 0.05% cholate to induce hypercholesterolemia. After
three weeks of the high fat diet, mice were anesthetized and the femoral artery was
dissected from its surroundings and loosely sheathed with a non-constrictive
polyethylene cuff (Portex, 0.40 mm inner diameter, 0.80 mm outer diameter and 2.0
mm length). Mice were treated with either 10 mg/kg recombinant anti-PC IgG
antibodies dissolved in PBS, 10 mg/kg anti-streptavidin A2 IgG antibodies dissolved
in PBS or PBS only through IP injection on day 0, 3, 7, and 10 after surgery. Mice
were sacrificed 14 days after surgery and cuffed femoral arteries were harvested
and paraffin-embedded. Serial cross-sections (5 um) were taken from the entire
length of the cuffed femoral artery segment for histochemical analysis.

A. Comparison of the intimal area (indicated by the arrow) in the 3 panels
indicates that the antibodies M99-B05 reduced the intimal thickening that was
observed 14 days after cuff-induced vascular injury.

B. Intimal thickening in (um)2, n =10, * p < 0.05

Figure 5. PC binding activity of M99-B05 mutants measured using ELISA

(®) M99-B05 (ECs, = 0.28 nM), (O) X19-A01 (ECso = 0.42 nM), (V) X19-A03 (ECso
= 0.54 nM), (A) X19-A05 (ECs, = 0.52 nM), (l) X19-A07 (ECs = 0.62 nM), (CJ)
X19-A09 (ECso= 0.58 nM), (¢) X19-A11 (ECs = 0.97 nM), (&) X19-CO1( ECso= 1.4
nM).
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Figure 6. Immunohistochemistry staining of frozen human_atherosclerotic lesion

tissue with an anti-phosphorylcholine antibody.

Human atherosclerotic lesion tissue, along with a normal tissue control was obtained
commercially from Biochain Human frozen tissues. The tissue was incubated with
0.1 ug/mL biotinylated M99-B05 anti-phosphorylcholine IgG overnight at 4°C.
Antibody binding to tissue was visualized following the addition of streptavidin-horse
radish peroxidase (HRP) and HRP substrate. The presence of antibody binding is
show by the color that is generated from the HRP substrate. No binding was

observed with an isotype control (data not shown).

Figure 7. Inhibition of intimal thickening in femoral artery cuffed mice.

Transgenic male ApoE*3 Leiden mice were fed a high-cholesterol and high-fat diet
containing 1% cholesterol and 0.05% cholate to induce hypercholesterolemia. After
three weeks of the high fat diet, mice were anesthetized and the femoral artery was
dissected from its surroundings and loosely sheathed with a non-constrictive
polyethylene cuff (Portex, 0.40 mm inner diameter, 0.80 mm outer diameter and 2.0
mm length). Mice were treated with either the indicated antibody and amount
dissolved in PBS by IP injection on day 0, 3, 7, and 10 after surgery. Mice were
sacrificed 14 days after surgery and cuffed femoral arteries were harvested and
paraffin-embedded. Serial cross-sections (5 um) were taken from the entire length
of the cuffed femoral artery segment for histochemical analysis and the intimal
thickening in (um)? calculated, n = 10, * p < 0.05.

EXAMPLES

The following examples are included to further illustrate various aspects of the
invention. It should be appreciated by those of skill in the art that the techniques
disclosed in the examples which follow represent techniques and/or compositions
discovered by the inventor to function well in the practice of the invention, and thus
can be considered to constitute preferred modes for its practice. However, those of
skill in the art should, in light of the present disclosure, appreciate that many
changes can be made in the specific embodiments which are disclosed and still
obtain a like or similar result without departing from the spirit and scope of the

invention.
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Screening of phage display antibody library

A phage display selection and screening campaign to identify human antibodies that
bind PC and neutralize the pro-inflammatory activity of PC that becomes exposed
on oxLDL or apoptotic endothelial cells in cardiovascular disease was performed.

The selection of anti-PC antibodies was directed using PC conjugated to bovine
serum albumin (BSA) and alternated between rounds with PC conjugated to ferritin.

The phage display selection output was screened as individual phage for binding to
PC-BSA by ELISA and the hits were DNA sequenced to identify the exact number of
unique antibodies; all of which were recombinantly converted to IgG. In total, after
performing selections on two different phage display libraries 41 fully human IgGs
we identified and produced. These antibodies were identified after screening a total
of 10,660 different phage clones by ELISA, from which there were 1,511 ELISA

positive hits.

An ELISA hit was defined as have a signal on immobilized target (i.e. PC-BSA) that
was at least 3-fold greater than the background signal (streptavidin-coated plate).

After sequencing the 1,511 ELISA positives and converting the antibodies from Fab
fragments displayed on phage to fully human IgGs, 56 different antibody sequences
that bind PC, 26 from the first phagemid library and 30 from the second phage

library were recovered.

1gG reformatting, Expression and Purification

Here we describe the results of recovery of 40 of the 56 antibodies after

recombinant reformatting from Fab displayed on phage to full length 19G.

DNA for each IgG was prepared and transfected into human kidney 293T cells to
transiently generate igG after a 10 day media harvest. The IgGs used for in vitro
studies were purified using protein A Sepharose (MabSelect) and buffer exchanged
into PBS.

lgGs intended for in vivo testing were purified by protein A Sepharose, followed by

cation ion exchange (Poros HS) with gradient elution. 1gG antibodies intended for in
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vivo testing were buffer exchanged into Antibody Formulation Buffer (0.1 M citrate-
phosphate, 50 mM NaCl, 0.01% Tween-80, 2% Trehalose, pH 6.0). Antibody
concentrations were determined on purified samples by absorbance at 280 nm (1
mg/mL=1.40.D.).

In vitro assays

The 40 IgGs were tested in a battery of in vitro tests to identify the antibodies with
the desired properties. Table 1 summarizes binding properties for a selection of fully
human IgG Anti-Phosphorylcholine antibodies.

The second column (column A) in Table 1 shows the ELISA signal obtained using
only 15.6 ng/mL IgG added to PC-BSA immobilized on a 96 well plate surface.
Antibodies with ELISA signals > 1 are expected to be higher affinity antibodies.

The third column (column B) in Table 1 shows the signal obtained when the
antibodies were injected over aminophenyl phosphoryicholine covalently
immobilized on a biosensor chip and binding was detected by surface plasmon
resonance using a Biacore 3000 instrument. The higher the Biacore signal, the
more binding was observed.

The fourth column (column C) in Table 1 shows the results of test to determine
specificity of the antibodies towards phosphoryicholine, by testing for binding to
covalently immobilized aminophenol, which is the linker used to covalently couple
phosphorylcholine to BSA or the biosensor chip. Several of the antibodies bind the
linker molecule as well as, or better than, aminopheny! phosphorylcholine. These
antibodies are not likely to be effective therapeutic anti-phosphorylcholine
antibodies.

The fifth column (column D) in Table 1 summarizes the results of testing the ability
of the antibodies to inhibit the uptake of oxLDL by macrophages, which is an early
event in cardiovascular inflammation and leads to the formation of foam cells. The
macrophage uptake was monitored by flow cytometry using fluorescently modified
oxLDL in the presence or absence of 80 pg/mL tested antibody. In each
experiment, 100 pg/mL of affinity purified IgM anti-PC polyclonal antibodies was
used as a positive control. The amount of oxLDL taken up in the presence of the

tested monoclonal antibodies, as monitored by fluorescence, was divided by the
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fluorescence observed in the presence of the polyclonal antibody, and then
multiplied by 100. Thus, a value below 100 indicate that the antibody in a
concentration of 80 ug/mL was more effective in inhibiting oxLDL uptake than the
polyclonal anti-PC extracted from human serum in a concentration of 100 pg/mL. A
value above 100 similarly indicate that the antibody was less effective than the

polyclonal anti-PC.

It was observed that several of the antibodies inhibited the uptake similarly, or better
than, the polyclonal anti-PC control. In addition, it was observed that several
antibodies stimulated macrophage uptake of oxLDL, a property that excludes these
antibodies from lead selection.

The last column (column E) of Table 1 shows ELISA data obtained by adding the
IgGs to wells of a 96 well plate that contain either oxLDL or native LDL. The ratio of
the ELISA signal observed for binding to oxLDL divided by that observed with LDL is
listed in Table 1 for each tested antibody. It is evident that certain antibodies are
better binders of oxLDL as compared to LDL.

Table 1. Summary of Binding Properties for Fully Human IgG Anti-PC
Antibodies

Full Column Headings:

A) Binding to PC conjugated to BSA by ELISA at 15.6 ng/ml Ab (OD)

B) Binding to aminophenyl PC by Biacore (RU)

C) Binding to aminophenol linker by Biacore (RU)

D) Percent oxLDL Uptake by Macro-phages in presence of 80 ug/ml Ab (a)
E) Binding to oxLDL versus LDL by ELISA (oxLDL signal/LDL signal) (b)

Sample 1D A B C D E

M0004-B02 1.24 366.4 386 233.3 6.7
M0004-C02 | 0.11 448 0.2 93 1.2
M0004-G02 | 1.23 1028.5 15.7 nd 8.4
M0007-H10 | 0.49 415.8 2.7 105 0.6
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MO009-A06 0.48 912.1 2.5 80.5 2.8
MO0011-FO5 1.56 44736 155.6 547.5 10.3
M0024-B01 0.26 nd nd nd 111
MO0026-HO5 | 0.03 1.6 17.8 73.7 1.4
M0027-HO5 | 0.03 -3.3 1.4 79.3 1.1
M0028-H05 0.03 1.8 5 86 0.6
MO029-HO5 | 0.08 nd nd 370 0.9
MO0030-HO5 | 0.02 19.1 32.8 nd nd
M0031-HO5 | 0.03 41 02 81 1
MO0034-G12 | 0.84 462.3 14.6 78 nd
MO035-E11 0.14 415 2.1 68 05
MO0039-H05 | 2.73 6.4 2.1 80.4 0.7
MO0042-G07 | nd -2.9 23 93.7 0.8
MO0043-D09 1.24 1727 2.1 1310 16.8
MO0050-HO9 | 0.22 2791 7 71.5 nd
M0073-G03 | 0.18 46.3 19.9 51.1 1.2
M0077-A11 0.26 836.3 1.3 78.4 0.7
M0086-F02 0.99 1.4 12.6 315 nd
M0086-HO01 0.41 51.2 4.9 85 1
M0086-H11 1 -1.1 0.9 74 nd
MO0097-B04 0.22 109.5 -0.5 98 1.3
MO0097-B05 1.01 699.6 -3.2 80 1.1
MO0099-B05 1.03 5219.3 233 71 1.5
MO0099-D11 0.03 170.7 8.6 560 21
MO100-A01 1.53 7532.8 3934.7 nd 1.1
MO0102-E11 0.02 1.6 -1.3 83 nd
MO0108-HO3 nd 532.7 4.5 nd 1.1
MO0126-A04 0.03 34.2 -8 nd 2.8
MO0126-F10 nd 32.9 -8.3 nd nd
MO0126-HO8 | 0.03 114.3 566.1 98 nd
M0127-A09 0.03 18.2 -8.7 160 1.6
M0127-B07 0.05 16.3 -7 67 nd
M0127-E06 nd 219 -4.2 nd nd
M0127-E07 nd 15.4 -6.2 nd 1.8
M0127-F01 0.02 9.6 3.6 77 nd
X0009-A01 0.23 198.1 2 95 1.6
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a) OxLDL uptake by macrophages The uptake of Dil-labelled ( 1,1 -dioctadecyl-
3,3,3",3 -tetramethylindocarbocyanine  perchiorate) Cu-oxidized LDL (oxLDL,

Intracel Corp, US) was investigated in macrophages that were derived from human
THP-1 monocytes (ATCC, US). Differentiation was induced by incubation with
100nM PMA (Sigma-Aldrich) in RPMI and 10 % FCS for 24h, after which medium
was replaced and cells left for another 48 hours. Cells were then incubated with
antibodies as indicated at 37°C for 50-60 min. Thereafter, 20 pug/ml oxLDL was
added and incubation continued for 5 hours. At the end of the incubation period,
cells were washed two times with ice-cold PBS/0.2% BSA and once with PBS. The
cells were harvested in PBS containing 2% PFA. For data acquisition and analysis,
FACS Calibur with Cell Quest software was used. For each sample, a minimum of

10.000 cells were analyzed.

b) OxLDL ELISA. hLDL (Kalen Biomedical #770200-4), oxLDL (Kalen Biomedical #
770252-7) (as these data are not shown) were coated at a concentration of 10 ug/mi
and a volume of 100 pli/well on an ELISA plate (Immulon 2HB) overnight at 4°C.
Plates were blocked with a 1% BSA solution (300 pl/well) for 2 hours at room
temperature. After washing, the plate was incubated with the indicated antibodies
(100 pl/well; 25 - 100 nM) for 1 hour at room temperature. AP-conjugated goat anti-
human secondary antibody (ThermoScientific #31316) at a 1:5000 dilution was
added to the washed plate at 100 pliwell and incubated for 1 hour at room
temperature. Detection reagent (TherrhoScientific #37621) was added (100 pi/iwell)
and the plate was immediately read in kinetic mode at 405 nm with the temperature
at 30°C. Results are shown as ODqyp./OD,p..

Analysis of Anti-PC 1gG Affinity to PC by SPR.

The 1gGs were screened for binding to PC using the Biacore surface plasmon
resonance (SPR) biosensor. Aminophenyl phosphorylcholine (Biosearch
Technologies) was coupled through the free amine group to one flow cell of a CM5
chip to a density of 120 RU. The aminophenol linker was coupled to another flow
cell of the same CM5 chip to a density of approximately 120 RU. PC-KLH and PC-
BSA were also coupled to separate flow cells of a CM5 chip.

Using these surfaces with PC immobilized in different contexts, the antibodies were

injected at 100 nM at 50 pyL/min and binding sensorgrams were obtained. The

affinity of M99-B05 was investigated by flowing different concentrations of antibody
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over the surface at 50 pyL/min. Towards this immobilized antigen the antibodies
display a fast on rate and a fast off rate, which prevented us from obtaining reliable

kon and ko estimates from the kinetic sensorgrams.

The observed signal for each antibody concentration near the end of the injection
was plotted versus the antibody concentration and fit the data to a standard
hyperbolic equilibrium binding equation (Figure 1). As seen in Figure 1, M99-B0S
appears to bind aminophenyl PC with an apparent Kd of approximately 150 nM.
Both tested preparations having equivalent Kd values but the Rmax (the maximum
response) differs. The apparent Kd values observed for each antibody on this
surface may or may not represent the affinity observed on more physiological
substrates.

ELISA Screening of Purified Anti-PC lgGs

The purified IgGs were also screened for binding to PC using an ELISA with PC-
BSA. This data was fitted to provide estimated EC50 values (Figure 2).

Inhibition of oxLDL induced MCP-1 release from monocytes

Several of the antibodies were tested for their ability to block the release of the
chemokine MCP-1 from monocytes in response to stimulation with oxLDL. As shown
in Table 2, M99-B05 was very effective in blocking oxLDL-induced MCP-1 release.
This antibody potently inhibited MCP-1 release with an ICs in the nM range.

MCP-1 is a potent pro-inflammatory chemokine that promotes the influx of
leukocytes at the site of an atherosclerotic lesion (Reape and Groot. 1999.
Chemokines and atherosclerosis. Atherosclerosis 147, 213-225). Control IgG anti

streptavidin A2 as negative control showed no inhibition of oxLDL induced MCP-1

release from monocytes (data not shown).
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Table 2. Anti-PC inhibition of oxLDL-induced MCP-1 secretion from human

monocytes.

ICs, of M99-B05
Donor 1 1.8+ 0.74 nM
Donor 2 1.3+0.7nM

Moncytes were isolated from human blood and stimulated with 2 pg/mL copper-
oxidized oxLDL in the presence or absence of 10 pM to 40 nM anti-PC IgG. MCP-1
levels in the cell media were quantified using a commercially available MCP-1
specific ELISA kit

The antibody (M99-B05) was also shown to bind human atherosclerotic lesion tissue
(Figure 6).

In vivo assays

Based on a combination of favorable in vitro binding properties and functionality in in
vitro assays antibodies M4-G2, M73-G03, and M99-B05 were further tested in an in

vivo model of coronary inflammation.

This mouse model measured inflammatory cell influx into the sub-endothelial tissue
(i.e. the media) in response to vascular injury induced by placing a restrictive cuff
around the exposed femoral artery (Figure 3). It is evident from Figure 3 that M99-
B05 reduced leukocyte influx into the sub-endothelial layer, the reduction seen being
statistically significant. By contrast, and despite their favorable in vitro binding
properties and functionality in in vitro assays, neither of M4-G2 or M73-G03 showed
any statistically significant reduction compared to the control antibody (the anti-
strepavidin A2 IgG termed “HulgG1 a-A2%).

The very distinctive effect of M99-BO5 in this assay, compared to M4-G2 and M73-
GO03, could not have been predicted and was a surprise to the inventors. This
demonstrates that in vivo efficacy of anti-PC antibodies may not be predictable from

positive in vitro data.

Consequently, M99-B05 was tested in a vascular restenosis model in mice, in which

injury was again induced by positioning a cuff around the femoral artery but was
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allowed to progress for 14 days instead of 3 days. The amount of stenosis,
observed as a thickening of the vessel neotima in the affected arteries, was then
analyzed by histochemistry (Figure 4). From Figure 4 it is evident that M99-B05
significantly inhibited vessel wall thickening after cuff-induced vascular injury. This
further demonstrates that M99-BO05 is highly effective in vivo.

Construction of Germline and Stability Mutants

An amino acid sequence analysis of the variable domains of both the heavy and the
light chains of the M99-B05 antibody, identified amino acid substitutions to construct
with the intention of reducing potential immunogenicity and avoiding susceptible
amino acid modification that may occur during antibody expression and purification.

The following tables show the alignment of the amino acid sequence of the variable
domain with its most closely related germline antibody sequence using the Kabat
database. Also highlighted in the tables are the amino acid substitutions that were
made in the antibody to make it closer to germline, in addition to mutants that
removed potential deamidation sites, an HCDR3 disulfide bond, all of which may

raise concerns for manufacturability (so called “Stability Mutants”).

Mutants of M99-B05

The X19-A01 mutant has the same heavy and light amino acid sequences as wild
type M99-B05, except that first amino acid of the light chain in M99-B0S (a

glutamine) is deleted in X19-A01 to better match the germline sequence.

The sequence of the X19-A03 mutant encodes the fully germlined antibody, relative
to the VH3-23, JH3 heavy chain and VK4-B3, JK1 light chain germline sequences,
without an inserted phenylalanine (F) in framework 1 of the heavy variable region
(HV-FR1), plus amino acid substitutions (stability mutations) to potentially reduce
protein amino acid modification during expression and purification. The M99-B03
antibody was found to have a deleted F amino acid at the tail of HV-FR1 relative to
the germline sequence. Inserting the F at this position makes the antibody closer to
the germline sequence and possibly less likely to be immunogenic. The X19-A03
mutant was constructed to contain all other germline substitutions except the F
insertion in the event that this insertion affected PC binding. The stability mutants
contain a G to A mutation in the HV-CDR3 that was performed to disrupt a potential
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deamidation site (NG) and an N to Q substitution in LV-CDR1 to remove another

potential deamidation site.

The sequence of the X19-A05 mutant contains all the germline substitutions,
including the inserted F in HV-FR1, and the stability mutations. The X19-A05
antibody is the only mutant antibody generated in this example that contains all the

germline substitutions and stability mutations.

The X19-A11 mutant has the same sequence as X19-A01 but has two C to S
substitutions in the HV-CDR3 to remove the disulfide that is expected to be formed

in this region.
The X19-C01 is germlined, without the F insertion, and with stability mutants with
the C to S substitutions to remove the disulfide. The comparable antibody (pre-

disulfide removal) is X19-A03.

Table 3. Heavy chain sequence optimization of M99-B05.

M99~-B05 EVQLLESGGGLVQPGGSLRLSCAASGFT—SHWVRQAPGKGLEWVS
X19-A01 EVQLLESGGGLVQPGGSLRLSCAASGFT—SVRQAPGKGLEWVS
X19-A03 EVQLLESGGGLVQPGGSLRLSCAASGFT—SHWVRQAPGKGLEWVS
X19-A05 EVQLLESGGGLVQPGGSLRLSCAASGFTFSHWVRQAPGKGLEWVS
X19-A07 EVQLLESGGGLVQPGGSLRLSCAASGFT-—SHWVRQAPGKGLEWVS
X19-A09 EVQLLESGGGLVQPGGSLRLSCAASGFTFSHWVRQAPGKGLEWVS
X19-Al1l EVQLLBSGGGLVQPGGSLRLSCAASGFT—SHWVRQAPGKGLEWVS
X19-C01 EVQLLESGGGLVQPGGSLRLSCAASGFT-SHWVRQAPGKGLEWVS

khkkkhhkkhkkkhkhdkkhhkhkhkdk ok khkokhkk Kk ok k sk ok sk dkok ok d ok kokkokkkkox

MS89-B0OS WISPSGGGTHYADSVKGPFTISRDNSKNTLYLQMNSLRAEDTAVYYCAR
X19-A01 WISPSGGGTHYADSVKQRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAR
X19-A03 Y TSPSGGGTHYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAR
X19-A05 WISPSGGGTHYADSVKQRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAR
X19-A07 WISPSGGGTHYADSVKQRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAR
X19-A09 WISPSGGGTHYADSVKQRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAR
X19-Al11l HISPSGGGTHYADSVKQRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAR
X19-CO01 WISPSGGGTHYADSVKQRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAR

Ak hkhkkkkkkkhkhkrkhkhdhhhhhhkkhkhkhkkhkkhkhkkkdhhhkhkkhkrkrxrhx
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M99-B0O5 VRFRSVCSNGVCRPTAYDAFDIWGQGTAVTVSS SEQ ID NO: 3
X19-A01 VRFRSVCSNGVCRPTAYDAFDIWGQGTAVTVSS SEQ ID NO: 5
X19-A03 [VRFRSVCSNAVCRPTAYDAFDIWGQGTMVTVSS SEQ ID NO: 7
X19-A05 [VRFRSVCSNAVCRPTAYDAFDIWGQGTMVTVSS SEQ ID NO: 1
X19-A07 [VRFRSVCSNGVCRPTAYDAFDIWGQGTMVTVSS SEQ ID NO: 9
X19-RA09 [VRFRSVCSNGVCRPTAYDAFDIWGQGTMVTVSS SEQ ID NO: 11
X19-A11 [VRFRSVSSNGVSRPTAYDAFDIWGQGTAVTVSS SEQ ID NO: 13
X19-Cc01 [VRFRSVSSNAVSRPTAYDAFDIWGQGTMVTVSS SEQ ID NO: 15
******‘**'*'*************** * %k k Kk Kk

Germlined sequence mutations are shown in bold. Residue mutations that may

alleviate possible manufacturing issues are underscored. CDR regions are .
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Table 4. Light chain sequence optimization of M99-B05

M99-B0O5 QDIQMTQSPDSLAVSLGERATINCKSSQSVFYNSNKKNYLAMYQQKAGQPPKL
X19-A01 —DIQMTQSPDSLAVSLGERATINCWSSQSVFYNSNKKNYL@MYQQKAGQPPKL
X19-A03 -DIVMTQSPDSLAVSLGERATINCBSSQSVFYQSNKKNYLAMYQQKPGQPPKL
X19-A05 -DIVMTQSPDSLAVSLGERATINQKSSQSVFYQSNKKNYLAMYQQKPGQPPKL
X19-a07 —DIVMTQSPDSLAVSLGERATINCRSSQSVFYNSNKKNYLAMYQQKPGQPPKL
X19-A09 —DIVMTQSPDSLAVSLGERATINCKSSQSVFYNSNKKNYL&MYQQKPGQPPKL
X19-All -DIQMTQSPDSLAVSLGERATINCKSSQSVFYNSNKKNYLAMYQQKAGQPPKL
X19-C01 -DIVMTQSPDSLAVSLGERATINCKSSQSVFYQSNKKNYLAMYQQKPGQPPKL

ok kkkkkkkhkkhkhkhkhkhkhkkhkhkkhkhkkhkokk oo *************.******

M99-BOb LIHWASTRES|GVPDRFSGSGSGTDFTLTISNLQAEDVALYYCRQOYENAPRT|F

X19-A01 LIHWASTRES|GVPDRFSGSGSGTDFTLTISNLQAEDVALYYCQQYFNAPRTIF
X19-A03 LIYWASTRES|GVPDRFSGSGSGTDFTLTISSLOAEDVAVYYCQQYFNAPRTJF
X19-A05 LIYWASTRES|GVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCROYFNAPRTF

X19-A07 LIYWASTRES|GVPDRFSGSGSGTDFTLTISSLOAEDVAVYYCRQYENAPRTIE
X19-A09 LIYWASTRES|(GVPDRFSGSGSGTDFTLTISSLOAEDVAVYYCQQYFNAPRTIF

X19-Al11l LIHWASTRES|GVPDRFSGSGSGTDFTLTISNLQAEDVALYYCQQYFNAPRT|F
X19-C01 LIYWASTRES|GVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCQQYFNAPRTF

**:*************************** hkokkkkk o khkkhhkhkkddhkdx*k
. .

M99-B0O5 GQGTKVEIK SEQ ID NO: 4
X19-A01 GOGTKVEIK SEQ ID NO: 6
X19-A03 GQGTKVEIK SEQ ID NO: 38
X19-A05 GQGTKVEIK SEQ ID NO: 2
X19-A07 GQGTKVEIK SEQ ID NO: 10
X19-A09 GQGTKVEIK SEQ ID NO: 12
X19-Al1l GQGTKVEIK SEQ ID NO: 14
X19-C01 GQGTKVEIK SEQ ID NO: 16

K kokkok ok ko

Germlined sequence mutations are shown in bold. Residue mutations that may

alleviate possible manufacturing issues are underscored. CDR regions are poxed.

For the avoidance of doubt, in the event of any inadvertent disparity between the
presentation of sequences within this application, the sequences provided for the
VH and VL domains and the various CDR sequences in Tables 3 and 4 are the

definitive sequences.
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PC binding of the mutants of M99-B05.

PC binding of the mutants of M99-B05 was assessed by ELISA (Figure 5). From the
ELISA data (Figure 5) it is evident that many of the mutations in M99-B05 did not
significantly affect the binding to PC. However, replacing the cysteine residues in
the Hv-CDR3 with serine (X19-A11 and X19-C01) did reduce the affinity. These
cysteine residues are expected to form a disulfide and are present in the germline
antibody sequence encoded by VK4-B3. The differences in the observed binding
signals may be attributed to differences in the amount of active antibody in each
preparation and/or slight errors in the concentration measurements. The antibody
mutant of M99-B05 that contained the maximum number of permissive sequence
optimized substitutions was X19-A05. This antibody contained all the stability and
germline substitutions but retains the Hv-CDR3 disulfide.

Comparison of the in vivo effect of M99-B05 and X19-A05

M99-B05 and X19-A05 were tested in the vascular restenosis model in mice, in
which injury was again induced by positioning a cuff around the femoral artery but
was allowed to progress for 14 days instead of 3 days. The amount of stenosis,
observed as a thickening of the vessel neotima in the affected arteries, was then
analyzed by histochemistry and the intimal thickening caiculated (Figure 7). From
Figure 7 it is evident that X19-A05 significantly inhibited vessel wall thickening after
cuff-induced vascular injury to a similar extent as compared to M99-B05. The effect

of X19-A05 also showed a clear dose-response relation.
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Claims

antibody or antibody fragment capable of binding to

phosphorylcholine and/or a phosphorylcholine conjugate, wherein the antibody or

antibody fragment comprises a variable heavy chain (VH) domain and/or a variable

light chain (VL) domain, and wherein -

(@)

the VH domain comprises an amino acid sequence that includes
one, two or three complementarity determining regions (CDRs)
selected from the group consisting of:

a CDR1 sequence comprising an amino acid sequence
having at least 25%, 50%, 75% or 100% sequence identity to the
sequence of SEQ ID NO: 17;

a CDR2 sequence comprising an amino acid sequence
having at least 5%, 11%, 17%, 23%, 29%, 35%, 47%, 52%, 58%,
64%, 70%, 76%, 82%, 94% or 100% sequence identity to the
sequence of SEQ ID NO: 18; and

a CDR3 sequence comprising an amino acid sequence
having at least 4%, 9%, 13%, 18%, 22%, 27%, 31%, 36%, 40%,
45%, 50%, 54%, 59%, 63%, 68%, 72%, 77%, 81%, 86%, 90%,
95% or 100% sequence identity to the sequence of SEQ ID NO:
19, 20, 21 or 22; and/or
the VL domain comprises an amino acid sequence that includes
one, two or three complementarity determining regions (CDRs)
selected from the group consisting of:

a CDR4 sequence comprising an amino acid sequence
having at least 5%, 11%, 17%, 23%, 29%, 35%, 47%, 52%, 58%,
64%, 70%, 76%, 82%, 94% or 100% sequence identity to the
sequence of SEQ ID NO: 23 or 24;

a CDR5 sequence comprising an amino acid sequence
having at least 14%, 28%, 42%, 57%, 71%, 85% or 100%
sequence identity to the sequence of SEQ ID NO: 25,

a CDR6 sequence comprising an amino acid sequence
having at least 11%, 22%, 33%, 44%, 55%, 66%, 77%, 88% or
100% sequence identity to the sequence of SEQ ID NO: 26.

2. The antibody or antibody fragment of Claim 1 wherein the VH domain

comprises an amino acid sequence that includes a CDR1 sequence, a CDR2 and a
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CDR3 sequence as defined by Claim 1, and/or the VL domain comprises an amino
acid sequence that includes a CDR4 sequence, a CDR5 and a CDR6 sequence as
defined by Claim 1.

3.  The antibody or antibody fragment of Claim 1 or 2 wherein -
the VH domain comprises an amino acid sequence that includes the
CDR1, CDR2 and CDR3 sequences present in an amino acid sequence selected
from the group consisting of SEQ ID NOs: 1, 3, 5, 7, 9, 11, 13, or 15 or an amino
acid sequence having at least 80%, 85%, 90%, or 95% sequence identity to an
amino acid sequence of any of SEQ ID NOs: 1, 3, 5,7, 9, 11, 13, or 15; and/or
the VL domain comprises an amino acid sequence that includes the
CDR4, CDR5 and CDR6 sequences present in an amino acid sequence selected
from the group consisting of SEQ ID NOs: 2, 4, 6, 8, 10, 12, 14, or 16 or an amino
acid sequence having at least 80%, 85%, 90%, or 95% sequence identity to an
amino acid sequence of any of SEQ ID NOs: 2, 4, 6, 8, 10, 12, 14, or 16.

4.  An antibody or antibody fragment according to any preceding claim,

wherein -

the VH domain comprises an amino acid sequence selected from the
group consisting of SEQ ID NOs: 1, 3, 5, 7, 9, 11, 13, or 15 or an amino acid
sequence having at least 80%, 85%, 90%, or 95% sequence identity to an amino
acid sequence of any of SEQ ID NOs: 1, 3, 5,7, 9, 11, 13, or 15; and

the VL domain comprises an amino acid sequence selected from the
group consisting of SEQ ID NOs: 2, 4, 6, 8, 10, 12, 14, or 16 or an amino acid
sequence having at least 80%, 85%, 90%, or 95% sequence identity to an amino
acid sequence of any of SEQ ID NOs: 2, 4, 6, 8, 10, 12, 14, or 16.

5. The antibody or antibody fragment according to any of the preceding
claims, wherein -
the VH domain comprises an amino acid sequence having at least 80%,
85%, 90%, 95% or 100% sequence identity SEQ ID NO:1; and
the VL domain comprises an amino acid sequence having at least 80%,
85%, 90%, 95% or 100% sequence identity SEQ ID NO: 2.

6. The antibody or antibody fragment according to any of Claims 1 to 4,

wherein -
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the VH domain comprises an amino acid sequence having at least 80%,
85%, 90%, 95% or 100% sequence identity SEQ ID NO:3; and

the VL domain comprises an amino acid sequence having at least 80%,
85%, 90%, 95% or 100% sequence identity SEQ ID NO: 4.

7.  The antibody or antibody fragment according to any of Claims 1 to 4,
wherein -
the VH domain comprises an amino acid sequence having at least 80%,
85%, 90%, 95% or 100% sequence identity SEQ ID NO:5; and
the VL domain comprises an amino acid sequence having at least 80%,
85%, 90%, 95% or 100% sequence identity SEQ ID NO: 6.

8. The antibody or antibody fragment according to any of Claims 1 to 4,
wherein -
the VH domain comprises an amino acid sequence having at least 80%,
85%, 90%, 95% or 100% sequence identity SEQ ID NO:7; and
the VL domain comprises an amino acid sequence having at least 80%,
85%, 90%, 95% or 100% sequence identity SEQ ID NO: 8.

9. The antibody or antibody fragment according to any of Claims 1 to 4,
wherein -
the VH domain comprises an amino acid sequence having at least 80%,
85%, 90%, 95% or 100% sequence identity SEQ ID NO:9; and
the VL domain comprises an amino acid sequence having at least 80%,
85%, 90%, 95% or 100% sequence identity SEQ ID NO: 10.

10. The antibody or antibody fragment according to any one of Claims 1 to
4, wherein -
the VH domain comprises an amino acid sequence having at least 80%,
85%, 90%, 95% or 100% sequence identity SEQ ID NO:11; and
the VL domain comprises an amino acid sequence having at least 80%,
85%, 90%, 95% or 100% sequence identity SEQ ID NO: 12.

11.  The antibody or antibody fragment according to any one of Claims 1 to
4. wherein -
the VH domain comprises an amino acid sequence having at least 80%,
85%, 90%, 95% or 100% sequence identity SEQ {D NO:13; and
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the VL domain comprises an amino acid sequence having at least 80%,
85%, 90%, 95% or 100% sequence identity SEQ ID NO: 14.

12. The antibody or antibody fragment according to any one of Claims 1 to
4, wherein -
the VH domain comprises an amino acid sequence having at least 80%,
85%, 90%, 95% or 100% sequence identity SEQ ID NO:15; and
the VL domain comprises an amino acid sequence having at least 80%,
85%, 90%, 95% or 100% sequence identity SEQ ID NO: 16.

13. The antibody or antibody fragment according to any preceding claim,
wherein the VH domain, the VL domain, or preferably both of the VH and
VL domains, comprise an amino acid sequence having 100% sequence identity to
the, or one or more (such as all) of each, stated SEQ ID NO.

14. The antibody or antibody fragment according to any preceding claim,
wherein the VH domain, the VL domain, or both of the VH and VL
domains, comprise an amino acid sequence having less than 100%, but at least
80%, 85%, 90%, 95%, sequence identity to the, or one or more (such as all) of
each, stated SEQ ID NO.

15.  The antibody or antibody fragment according to any of preceding claim,

wherein the VH domain, the VL domain, or both of the VH and VL
domains, comprise an amino acid sequence having less than 100%, but at least
80%, 85%, 90%, 95%, sequence identity to the, or one or more (such as all) of
each, stated SEQ ID NO, and wherein

the ability of the antibody or antibody fragment to bind to
phosphorylcholine and/or a phosphoryicholine conjugate is equivalent to (that is, at
least 80%, 85%, 90% or 95%, of), or greater than, the ability of a corresponding
antibody or antibody fragment, wherein the VH domain and the VL domain of the
corresponding antibody or antibody fragment each comprise an antigen-binding
sequence comprising an amino acid sequence having 100% sequence identity to
the, or each, stated SEQ ID NO.

16. The antibody or antibody fragment according to any preceding claim
wherein the VH domain and the VL domain are present in a linear polypeptide

sequence.
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17. The antibody or antibody fragment according to any preceding claim
wherein the VH domain and the VL domain are each present in a separate
polypeptide sequence, and preferably wherein the separate polypeptide sequence
are directly or indirectly bound together (such as by one or more disulphide bonds

between the separate polypeptide sequence).

18. The antibody according to any of Claims 1-15 or 17 wherein the antibody
is a monoclonal antibody.

19. The antibody fragment according to any of Claims 1 to 15 wherein the
antibody fragment is a single chain antibody, Fv, scFv, Fab, F(ab’),, Fab’, Fd, dAb,
CDR, or scFv-Fc fragment, a nanobody, and diabody, or any such fragment that has
been stabilized such as by PEGyiation.

20. The antibody or antibody fragment according to any preceding claim
which is a human or humanized antibody or antibody fragment, such as a human or
humanized monoclonal antibody.

21. The antibody or antibody fragment according to any preceding claim

which is capable of binding to a phosphoryicholine conjugate.

22. The antibody or antibody fragment according to Claim 21 wherein the
phosphorylcholine conjugate is a phosphorylcholine moiety linked to a carrier,
optionally via a spacer, and preferably the antibody or antibody fragment binds
specifically to the phosphorylcholine moiety in the phosphorylcholine conjugate.

23. A pharmaceutical composition comprising or consisting essentially of an
antibody or an antibody fragment according to any of the preceding claims and a
pharmaceutically acceptable carrier or excipient, optionally wherein the only
antibodies or antibody fragments present in the composition are those defined by

any of the preceding claims.

24. An antibody or antibody fragment according to any of Claims 1 to 22, or

a pharmaceutical composition according to Claim 23 for use in medicine.
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25. An antibody or antibody fragment according to any of Claims 1 to 22, or
a pharmaceutical composition according to Claim 23 for use in the prevention,
prophylaxis and/or treatment of mammals, including humans, against
atherosclerosis, an atherosclerotic related disease or ischemic cardiovascular

disease.

26. An antibody or antibody fragment according to any of Claims 1 to 22, or
a pharmaceutical composition according to Claim 23 for use in the prophylaxis,

prevention and/or treatment of Alzheimer’s disease.

27. An antibody or antibody fragment according to any of Claims 1 to 22, or
a pharmaceutical composition according to Claim 23 for use in the immunization or
prophylaxis against, or the prevention or treatment of, metabolic diseases in

mammals, including humans.

28. A method for prevention, prophylaxis and/or treatment of a mammal,
including a human, against atherosclerosis, an atherosclerotic related disease, or
ischemic cardiovascular disease, the method comprising the step of administering to
the mammal an antibody or antibody fragment according to any of Claims 1 to 22, or
a pharmaceutical composition according to Claim 23.

29. A method for immunization and prophylaxis, prevention and/or treatment
of a subject against Alzheimer's disease, the method comprising the step of
administering to the subject an antibody or antibody fragment according to any of

Claims 1 to 22, or a pharmaceutical composition according to Claim 23.

30. A method for the immunization or prophylaxis against, or the treatment
of, metabolic diseases in a mammal, such as a human, the method comprising the
step of administering to the mammal an antibody or antibody fragment according to

any of Claims 1 to 22, or a pharmaceutical composition according to Claim 23.

31. The antibody or antibody fragment according to any of Claims 1 to 22, or
a pharmaceutical composition according to Claim 23 for use according to Claim 27,
or the method according to Claim 30, wherein the metabolic disease is a condition
selected from the group consisting of metabolic syndrome, insulin resistance,

glucose intolerance, hyperglycemia, type | diabetes, type |l diabetes, hyperlipidemia,
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hypertriglyceridemia, hypercholesterolemia, dyslipidemia, and polycystic ovary
syndrome (PCOS).

32. A nucleic acid sequences encoding an antibody or an antibody fragment

according to any of Claims 1 to 22.

33. A vector or plasmid comprising the nucleic acid sequence of Claim 32.

34. A host cell comprising the nucleic acid sequence of Claim 32 and/or a

vector or plasmid according to Claim 33.

35. The host cell of Claim 34 wherein the cell is a prokaryotic cell, such as

an Escherichia coli cell, or a eukaryotic cell, such as animal, plant, or fungal cell.

36. The host cell of Claims 34 or 35 which expresses the nucleic acid
sequence of Claim 32 and thereby produces an antibody or an antibody fragment

according to any of Claims 1 to 22.

37. A method of producing an antibody or an antibody fragment according to
any of Claims 1 to 22 comprising culturing a host cell according to Claim 36, and
recovering therefrom an antibody or an antibody fragment according to any of
Claims 1 to 22.

38. A method of preparing a variant of the antibody or antibody fragments of
according to any of Claims 1 to 22, which variant retains the ability to bind to
phosphorylcholine and/or a phosphorylcholine conjugate, the method comprising —

(i) providing a nucleic acid according to Claim 32 encoding a
parent antibody or antibody fragment;

(i) introducing one ore more nucleotide mutations into the amino
acid coding regions of the nucleic acid sequence, optionally within the
regions encoding the VH and/or VL domain(s), such that the mutated
nucleic acid encodes a variant antibody or antibody fragment having a
different amino acid sequence compared to the parent antibody or
antibody fragment;

(iii) expressing the variant antibody or antibody fragment that is

encoded by the mutated nucleic acid sequence; and
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(iv) comparing the ability of the variant antibody or antibody
fragment and the parent antibody or antibody fragment to bind to
phosphorylcholine and/or a phosphorylcholine conjugate.

39. The method of Claim 38 wherein the step of assessing the ability of the
variant antibody or antibody fragment to bind to phosphorylcholine and/or a
phosphorylcholine conjugate further comprises selecting those variants that have
substantially equal or enhanced ability to bind to phosphorylcholine and/or a
phosphorylcholine conjugate compared to the parent.

40. The method of Claim 38 or 39 further comprising recovering a nucleic
acid molecule that comprises the mutated nucleic acid sequence that encodes the
variant antibody or antibody fragment, and optionally transforming a host cell with a
composition comprising the recovered nucleic acid molecule and further optionally
expressing the variant antibody or antibody fragment from the host cell, and yet
further optionally recovering the thus-expressed variant antibody or antibody

fragment from the host cell.

41. The method of Claim 40 that comprises the step of recovering the thus-
expressed variant antibody or antibody fragment from the host cell, and further
comprises the step of formulating the recovered variant antibody or antibody

fragment into a pharmaceutically acceptable composition.

42. A variant antibody or antibody fragment obtained or obtainable by the
method of Claim 38-40, or a pharmaceutically acceptable obtained or obtainable by
the method of Claim 41 for use in medicine and/or for use in accordance with Claims
25, 26 and/or 27 or for use in a method according to any of Claims 29, 30 and/or 31.
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90% Bk 95%) S K FAH N PR SHLIAR A BEIKIBE 77, HoA AR N He R st i i BEIR VH XA VI
DA R — ARG S 5T SEQ 1D NO 8 ATid SEQ 1D NO &—4HA 100% J7 41 [F]— Pk i1
RAERTINMBURL A7

16. 41 BB SRAE— T F B BB R B, e VH X 30RI VL X3k DL 1 %2 ik
FEHELE.

17 40 BB SRAE— TR (W B AR Bh 7 B, e VH X 30R VL R Sl i — M35 B
WS I 2 IR AUAFAE , FFARIE e A Bk ST 19 22 T 7 40 B 4 B R) 42 25 6 0 — 2 (il ansd it A
G VA A5y WA 27711 1511510 R =170 2 7 98

18, WIAURIEESR 1 42 15 8k 17 B TATR Bk, Hrp Pk s diik .

19, WIACMEESK 1 22 15— IR Ho ik v B Hh ik v BO BREEDLIA S Fv. scFv,
Fab.F (ab’) ,.Fab’.Fd.dAb.CDR & scFv-Fc Bt 49K Puik o SUR St Puik, SR ia e i1
IR A B, B n A 28 £ AL AR e I 2R A B

20. 1 FIRBOR) B RAT— I (P AR Bh iR i B S8 AR Bk sk AL Bk sibt
A B, B an NS s B AR B N YRAL B se B DL

21, 1 FIRBR B SRAT— DU IR PR BUh LA B, JLRENE 45 A BRI 45 54 -

22, WIBCRIEESK 21 PR BT sBT vk i B, e B IR AR AR 45 6 0 0 AT L HL 22 e (R BE A7)
T 2 AR BT IR ARG 2, HAR e, PR BHT R i BRE e M 5 A B IR IR A &5 S
B T EL AL 25 4

23. —FAWAEY), HAHE ERBR B R — T fy ek sk ik 7 B LA & 254 |+
A2 AR A BRI B AR b i E IR BOR) S SR AT — T 3 BB AR B A4 v B L K 245
AT 2 AR BRI VAL, AT s R, o A2 AR T 4G ACE PR B i B R
R SRAE— TR (W B B LR B

24. WIARIELR 1 & 22 B — IR BT AR BB IR i B, BUUNBCR) K 23 Frik i 25240
H), KA TEZ,

25. WIALRIZER 1 & 22 fF— TR B AR BB IR i B, BTGP 5k 23 JT il (1) 25490 40
W, R TP TR/ 8if 7 i FLah P A48 N B30 K SR AL 20 s AR A AH DR
395 B Bfe 1L o LB 0
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26. WIRCRIE K 1 22 22— WU ITR P A Bt i i B BRANBCR)EE 3K 23 BITid i 254 41
Gy, 1R B 1A/ BT B 2R 91 BRI o

27, WIRCRE SR 1 22 22 AF— WU ITR I HU A st iA i B BRANBCR)EE 3K 23 FITid i 244 41
G, R T e s s, 88 1R BT i Ll B RE A A -

28. — Pyl TR A/ BRIA TV LB AR N BB TR SRR AL Bl K SR A AL AT DGR
7 B SR LI P /0 ML 65 09 1) 3 45, "5 42 B0 48 X R L B it FH AR 223Kk 1 &2 22 AF— T ik
IPT AR BHTIA Fr BEBCIAUCR) 2L 3k 23 iR IR 29 A0 G- D 3R

29. —Ph G R TR 5 A0/ BT 52 A B IR R BRI [ 7 V2 & T A RE R 2
TR A ABCR SR 1 22 22 AF— Il (P U AR BT AR v BEEURUR 22k 23 FiTik i 254 41
Gyl

30. —FhGE TS5 BRI LBl B AR N BRI I 542 7 i B AR XTI FL3h )
i BRI B SR 1 & 22 A — WU IR PR BT A v Beal UM 22K 23 BT ik I 254164
iR S

31 WIRCRIE SR 1 22 224 F— WU ITR (P B4 i B SanBOR) 223k 23 Brid 1 254 41
A, WIACRIEE SR 27 Pk (¥ A i BCAnBORI B2 3K 30 ik (1) 75425, Herp AR 1k B F 41 e
AR ERAE R B =P AR 52 AN =« s MUOBRRE S T 208 R < TT ZR08E FR 9 « = i i
i« re HYH =G I v HE ] e i o O i % % #E M O B ZR A1 (PCOS) .

32. —PhERmASACRIE K 1 & 22 fE— IR TR stk v BRI LR 7471 o

33. — PP EFERCRIEK 32 BT iR AL IR 741 AR BT0R

34, — M ALFERCRE K 32 Frid LI P20/ sOBOR)EE K 33 Fmadk i 23044 sl s (1) 1
F- 40

35. 1 AU A) Bk 34 Pk B AE I 40 M, b 4n i O DR R 4 R, 0 W K g A
(Escherichiacoli) 4, BRITAZ 40 L, 19 W1 zh 40 a0 B EL 1 40 JHd o

36. WAL K 34 B 35 Pk 178 =40 i, HLFR K AR Bk 32 ik (A% R 7 41), FAE
HEAE = AR EE SR 1 &2 22 AT — T i i bo iR sk b ik v B

37, — P A= WA EE SR 1 22 22 AF— Ui iR BT AR BT i B 5 v, HeAL FE 5 7%
BRI SK 36 BTid 118 =40 e, 7 A TE 3= 40 J Rl i i BCR 223Kk 1 22 22 A8 — T Ik (1K) P A4 Bk
Lk B

38. — BRI EEK 1 22 22 AU IR TR BT IR i BE AR AR 1 7 2%, iR A
IREE 456 BRI IR AR / BB BRI &5 S Be ), %07 A

(1) PRttt AR Bl bi iy B sUR 2K 32 BTk KZIR

(D) FIA—NHENELHFRRE LR T I R SE RS X, (i | A\ 2 4405 VH
i/ BEVL RS X IR, 4015 SRR (A% IR S 6 5 SR AP TR BB i BoAH LE B AR = 25 1R
JEA AR AR PR BT A B

(i11) RIEHRZ LRGSR R PR s is b B s f

(iv) FBAR APk b ik i B SR AP R Bihii4 v B S & B IDEAE Bl A/ St I H ik
aey/lioksa

39. GIACHIELSK 38 PTik i 7732, He A PP AL AR AR PR skt i v B 455 IR AR AT/ slcfol
WERR A 255 PR e ) ()0 B adE — 20 A HE 18 6 8 48 b5 2 AXAH LU HLA S ot B AH % B0 5 (1) 45

5
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BRI / S B 45 I BE T AL AR

40. WIBURIEL SR 38 839 Ak i) 7ids, Heilk— DG n i R gn i AR (R LR s i 1 B
I RAZ TRZ IR PP S IAZ IR 73 1 5 MAR e AT HE IR B R 7 5 AL & e A s 40 D
Jeidt— D AR R A T2 AR IE A ARG B BT A B 5 I3t 2D A A A 3 440 e [ e R
PER IR AR LR SR R B

AL, WU EESR 40 P 0975 1%, FLALAE G 540 i [l PR IR 0K IR AR A AR sl o4 Ay
BB IR, JFak— 20 AR5 Rs P (ol R AR AR AR sl A4y BUBC il ik 2852 B 32 I AL &
LUK

42. BN EESR 38 22 40 Pk I 77 VESAT I B0 AR A5 I AR R PR B (4 A B s ASOR)
TSR AL PTIR R 5 RS R BT SRS 0 242 L2 AL e, SO TR 25 h A/ sk FEAR
AESR 25,26 A1/ 827 I HTE D, SOH TRCRI K 20,30 AT/ 831 Brik 775+
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U ERABRR RO FT iR

B
[0001] A WIS K 5 4 W BLAEAR, (PCO AT/ B PC &5 &1 HRAT I AR AT 2P kit
(8

B

[0002] A< i B 5 o it 41) it 1 1R B 2 5 128 T IR ST A I F AN b SR A D AR U A B
AR — 8 43 BOH WL — R iR

[0003]  RUVEAETEIRYT L MAE S B £, SR el R BN Z5 A1k (ACSD 7524 Tk Akt 5 5k
TZHISk 5 R . ACS 1 A AL A2 el R B KE 5 P AR T e ) 45 51, e S5 3 IhkRE Py 12 M R
R o BRI AE LS H T B Lo B TR i DA % HH5 B0 HOE 16 28R Tt 4l B R i AR 4 o AS
T FIBEEL (plaque) &7 SE B PR DEAZ CoFH IR T 40 i, LA R o 5 H. ] 3 BBt el 4 m
ZRHBIKEREEA B EHE KE T (von Willebrand factor, vWF) HZR A T B X T4
WL, 10 51 A I 2R BN B 15 AL A B8 42 (Libby 28 A 1996. Macrophages and atherosclerotic
plaque stability. Curr Opin Lipidol7, 330-335), F Pt M /N B I7 v B4 E [ 1% 25 40 ¥
7 i, AR YT (statin) 29 Pt i 7], LL K&l ik 48 57 56 PR 30 bk A N I3 97 (percutaneous
coronary intervention,PCI) DL 42 (stents) FHE AHIZMEI I AR (recanalization) [
HAERETT ACS,

[0004] & s P MRy 2 fan COX=1 177 Chur, B UE AR« ADP 52 4445 55 (it 3K
6345 (Ticlopedine) M G ME#%Ey (clopidogrel)) KB 11b/111a 52 K45 B 4E 1
Z AN F R RIS BRAR 32 AN R R K FF (major adverse caronary events, MACE)
1) % 4 # (Dupont 2% A —2009-Antiplatelet therapies and the role of antiplatelet
resistance in acute coronary syndrome. Thromb Res124, 6-13). 4R 1M, — & 7 ¥ 5% K
AP AR VA R A R RO U FF . A, AR M T 7 AT B T 2 IS AE A
R R AR, T HVE 2 88 RN R HA R 2R B R . O R 2R S A K
6-12 /> H AR, 75 % 8 1R) i35 5 & AEadE— 20 19 MACE, iX 28 A IR T H T P 8 78 i 3 3
i) FF /4] ZE (Tabas. 2010. Macrophage death and defective inflammation resolution in
atherosclerosis. Nat Rev Immunol 10, 36-46),

[0005]  [KIUtL, BH 2 7% ELHE S M 6 B 1 b 30k — 25 B Bl e ek B B AR IR 9T, AT BE
i ST 5 PAATC A S 0 TR P 2R

[o006] M H Al (FE Lo g bR il e SKZE BD B0 A BN AT 2 K8k R 3k
PENE S TR) 7 A () 3% P AEUR SIS 3 IS 25 B2 IR B 3 (LDLD Ak ™ A2 4046 i LDL CoxLDL).
F9L b, O ML PRI (CVDD, 191 40 3 ik 5k A A 4K L ANAR 8 2 40 200 8l 2 1 el IR 30 ik 45 6 1
OB 78 5 2% 1Y oxLDL 7K ~F | F+ A < Bt (Ttabe Fl1 Ueda. 2007. Measurement of plasma
oxidizedlow—density lipoprotein and its clinical implications. ] Atheroscler
Thromb14, 1-11). LDL A& G ARk, HoALEH A PC AR LA BRI RZE AT apoB100 £
Ho
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[0007]  #E LDL S8 ALMIR], ;=42 T 3 A AAAAE T REBM N LDL _ERHista KAL) PC. B
I 240 Jfo L ()37 108 K 3244 (1 3n CD36) TR oxLDL b3 2 8 1 PC, I HLAT = A 1 B 4 o 5
Wik (] oxLDL JF 45 HEAT I 45 B A fig 28 PRV K 40 e (proinflammatory foam cells) HIJE .
P B2 0 e 1T R 52 A 1RO 4 A 1 LDL, HL CLE 3 s — R 40 I B BV, A 55 P B2 41 e 1)
RE ST 40 U8 T J R 3T & 8 A Y. (Gora % A 2010. Phospholipolyzed LDL induces an
inflammatory response in endothelial cells through endoplasmic reticulum stress
signaling. FASEB ]24 (9):3284-97), LM/l A2 B 5N M A4 (6 i e opliAk 2
AT = A SO (B4 f5 , PCOBrpLIR RAI R T LDL ko 1X%8 55 SMEAR () LDL Jitk
2 CVD A 2R T

[0008] L W RBHUBIEARGR (PCO HIPUAALS &AL ) LDL 82 HoA S i i) LDL, I8 {4 A AR
29 T B AR S 5T BH R oxLDL FRIAE 2 % v P (Shaw 5% A 2000. Natural antibodies with
theTl5idiotype may act in atherosclerosis, apoptotic clearance, and protective
immunity. ] Clin Invest105, 1731-1740 ;Shaw Z& A 2001. Human—derived anti—oxidized
LDL autoantibody blocks uptake of oxidized LDL by macrophages and localizes to

atherosclerotic lesions in vivo. Arterioscler Thromb Vasc Biol21, 1333-1339),

[ooo9]  ify HL, e PR E 4k 194 A0 E SE TR K P 1Y R 4R TeM T -PC Hii 1A &5 ACS i

MACE 34 = 1 X & A < (Frostegard, J. 2010. Low level natural antibodies against

phosphorylcholine :a novel risk marker and potential mechanism in atherosclerosis

and cardiovascular disease. Clin Immunol134, 47-54),

[oo10]  [AIth, 5 B REA A TRIT BT -PC Bk 7+, Fenl s & ARG e A3t —PC
Jiik. wHIENITAL 245 ARG BHG T BRI AT -PC Pk, %7 HRPTk
2PN AL T BA BT -PC 45 G MR AR GUA AR SN 18 7 1250 Tl A4 VR T 7 T
EREVE SANE

[0011] 2T b, AEFE £ H TR N RGN -8 280 A P 1 5T i A 28310 -PC Btk 4y
¥ Rl T N RIGIT I .

ZIAAE

[0012]  AHUE AT T AFEREW &5 & BRI ARG / BB mEIR B 25 S W o PR &5 A X 1
FrHUR KPR R Bl 5 I

[0013]  FEZS—TJ7Mi, A R BSR4t T Refe 45 5 B LR G / St eI Gk &S & 4 M Bk ul
ik B Horhdu ks bi gk i BPBREE ST AR (VED XSO / BUssEnT 28 (VL) X8, 7 A H
S

[0014]  (a)VH XEEFEE T 1.2 BRI 3 4Nk B AR EAMOEIX (COR IR ZERTH) -
[0015]  CDRI J¥41), HALFE 5 SEQ 1D NO : 17 [{E 41 LA F /b 25%.50%. 75% 5k 100% 51 [
— M EIERIT) 5

[0016]  CDR2 ¢ 41, HAUF§ 5 SEQ 1D NO :18 B 551 B A 42 /D 5% 11% 17% 23%- 29%- 35%-
A% 52% 58%. 64%- 70% 76%-82%- 94% BX. 100% J& 41 [F] — M [ RSB F7 51 5

[0017]  CDR3 J¥41), HALFE 5 SEQ ID NO :19.20.,21 55 22 (/5751 EL A 4575 4% 9%- 13%. 18%.
22%1 27%- 31%. 36%- 40%- 45% . 50%- 54% 59%. 6:3%- 68%. 72%- 77%- 81%. 86%90%.95% B 100% /3

8
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FE— M 2 EERR 4 s Fl /B

[0018]  (bOVL XA 7 1.2 BRALEE 3 N1 B F AR A X (CORD I ZE R T4 -
[0019]  CDR4 /%41, HALFE 5 SEQ ID NO :23 8% 24 [ FE4 B AT 2570 5% 11%. 17%- 23% 29%.
35%- 47%. 520 58%- 64%. 70%. 76%- 82%- 94% BY, 100% J7-41) [7] — M [ S JE /R 7471

[0020]  CDR5 J¥41), HALFE 5 SEQ ID NO :25 ¥ /5741 HAT 2220 14%. 28%.42%57%- 71%. 85% BX,
100% /72 A — M2 IE R 75 5

[0021]  CDR6 541, HAL$E 5 SEQ 1D NO :26 [IJF 51 AT 2225 11% 22%- 33%. 44%- 55%- 66%.
77%-88% B 100% J7-41) [F]— P () 2 TR ST 41 o

[0022]  TEAR R BH AR — J5 I — AN St 77 A, Srak sk ik  BUAL AR VH X, 1% VH X 3
FEALA 40 b LI CDR1 J541).CDR2 J% CDR3 XIS MR SF 41, Fl / 8 VL X 88, 1% VL [X
AL RE AL b P LIS CDR4 741 CDRS 2 CDR6 J& 41 K12 & 12 741 -

[0023]  FEAS B AS—J7 i o — ANkt 77 A, Pk elbu sy Brds -

[0024]  VH X, HALHFEAL 2 CDR1. CDR2 & CDR3 [F 4T = IR ISR T4, 1 CDR1
CDR2 }% CDR3 JEHAELE T 16 H :SEQ ID NO :1.3.5.7.9.11.13 5} 15 [ LR T4, 855 SEQ
IDNO :1.3.5.7.9.11.13 B 15 MM R )74 B 2D 80%.85% .90 % B 95% 7
F A — M LR 4 s F /B

[0025] VL X3, HALHEAL P CDR4. CDRS J CDR6 41 A = A2 EE IR 741, 1 CDR4.
CDR5 K CDR6 JEHIAEAE T2 [ :SEQ ID NO :2.4.6.8.10.12.14 Y 16 [ LT, 80 5 SEQ
ID NO :2.4.6.8.10.12.14 8% 16 KT 28 L8R 75 HA 2270 80% .85 % .90 %6 5 95 % )7
FIFE— PR R T o

[0026]  7EA A BH 58— J7 11 ) o — > SE il 2, Pk sk i Bt s ERE R AR (VH) X
SR/ BUREERT AR (VL) X3k, o s

[0027]  VHX A0 4% [ SEQ ID NO :1.3.5.7.9. 11,13 8 15 MIZ /L 741, 580 5 SEQID NO
1.3.5. 7.9 11,13 B 156 BE— M2 EE IR 741 A 2220 50% .60 % .70 % .80 % .85 % .90 %
8 95 % )75 [F— M & 2R R T ) s f

[0028] VL X4 AFEL H SEQ ID NO :2.4.6.8.10.12.14 8 16 [M%EEM)T4, 805 SEQ 1D
NO :2.4.6.8.10.1214 B 16 [T — IR T 5 B 2/ 50% .60%.70% .80% .85 % «
90 % 5% 95 % 74 [A] — 1t i 2 FE R 741

[0029]  SEQ ID NO :1 A1 R SEjtEfs] s 1) X19-A05 HLAE 22 (VH) XEGFRAJFS -

[0030]  EVQLLESGGGLVQPGGSLRLSCAASGFTFSGYWMHWVRQAPGKGLEWVS YISPSGGGTHYADSVKGRET
TSRDNSKNTLYLQVNSLRAEDTAVYYCARVRE RSVCSNAVCRPTAYDAFDT WGQGTMVTVSS,

[0031]  FALA HANREX (CDR) -

[0032]  VH CDRI :GYWM(SEQ ID NO :17) ;

[0033]  VH CDR2 :YISPSGGGTHYADSVKG (SECQ ID NO :18) ;

[0034]  VH CDR3 :VRFRSVCSNAVCRPTAYDAFDT (SEQ ID NO :19) ;

[0035]  SEQ ID NO :2 & X19-A05 HiiAHIFEEER A2 (VL) X, 7 HA 4 -

[0036]  DIVMTQSPDSLAVSLGEIRATINCKSSQSVFYQSNKKNYLAWYQQKPGQPPK LLIYWASTRESGVPDRE
SGSGSGTDFTLTISSLQAEDVAVYYCQQYFNAPRT FGQGTKVEIK,

[0037]  FFAEL& H AR EX (CDR) -
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[0038] VL CDR4 :KSSQSVFYQSNKKNYLA (SEQ ID NO :23) ;

[0039] VL CDR5 :WASTRES (SEQ ID NO :25) ;

[0040] VL CDR6 :QQYFNAPRT (SEQ ID NO :26) ,

[0041]  SEQ ID NO :3 Jy#un N SZitifs jr 75 () MO9-BO5 Hi ik iy s4g n A48 (VH) (X4, IF HA 5
IE

[0042]  EVQLLESGGGLVQPGGSLRLSCAASGFTSGYWMHWVRQAPGKGLEWVSYI SPSGGGTHYADSVKGRETI
SRDNSKNTLYLQMNSLRAEDTAVYYCARVRFR SVCSNGVCRPTAYDAFDIWGQGTAVTVSS,

[0043]  FfELA H AN EX (CDR) :

[0044]  VH CDRI :GYWM(SEQ ID NO :17) ;

[0045]  VH CDR2 :YISPSGGGTHYADSVKG (SEQ ID NO :18) ;

[0046]  VH CDR3 :VRFRSVCSNGVCRPTAYDAFDI (SEQ ID NO :20) ,

[0047]  SEQ ID NO :4 4 M99-B05 HiiA K FEW A2 (VL) XK, HHA T4 -

[0048]  QDIQMTQSPDSLAVSLGERATI NCKSSQSVFYNSNKKNYLAWYQQKAGQPP KLLIHWASTRESGVPDR
FSGSGSGTDFTLTISNLQAEDVALYYCQQYFNAPR TFGQGTKVEIK,

[0049]  JFEL& H AP EX (CDR) :

[0050] VL CDR4 :KSSQSVFYNSNKKNYLA (SEQ I D NO :24) ;

[0051] VL CDR5 :WASTRES (SEQ ID NO :25) ;

[0052] VL CDR6 :QQYFNAPRT (SEQ ID NO :26) ,

[0053]  SEQ ID NO :5 A1 I SEJtf fr s i) X19-A01 HiARRI ERE v 42 (VH) X8, FFRAF
E

[0054]  EVQLLESGGGLVQPGGSLRLSCAASGFTSGYWMHWVRQAPGKGLEWVSYI SPSGGGTHYADSVKGRETI
SRDNSKNTLYLQMNSLRAEDTAVYYCARVRFR SVCSNGVCRPTAYDAFDIWGQGTAVTVSS,

[0055] AL HARFEX (CDR) -

[0056]  VH CDR1 :GYWM(SEQ I D NO :17) ;

[0057]  VH CDR2 :YISPSGGGTHYADSVKG (SEQ ID NO :18) ;

[0058]  VH CDR3 :VRFRSVCSNGVCRPTAYDAFDI (SEQ ID NO :20) ,

[0059]  SEQ ID NO :6 &y X19-A01 HLiARIEEER A2 (VL) XK, HEA T4 -

[0060]  DIQMTQSPDSLAVSLGERATINCKSSQSVFYNSNKKNYLAWYQQKAGQPPK LLIHWASTRESGVPDRES
GSGSGTDFTLTISNLQAEDVALYYCQQYFNAPRT FGQGTKVEIK,

[o061]  JFEL& HAbHEX (CDR) :

[0062] VL CDR4 :KSSQSVFYNSNKKNYLA (SEQ ID NO :24) ;

[0063] VL CDR5 :WASTRES (SEQ I D NO :25) ;

[0064] VL CDR6 :QQYFNAPRT (SEQ ID NO :26) ,

[0065]  SEQ ID NO :7 A1 R SEtf s i) X19-A03 LRI ERE v 4Z (VH) X8, FFRA)F
iE

[0066]  EVQLLESGGGLVQPGGSLRLSCAASGFTSGYWMHWVRQAPGKGLEWVSYT SPSGGGTHYADSVKGRETT
SRDNSKNTLYLQMNSLRAEDTAVYYCARVRER SVCSNAVCRPTAYDAFDIWGQGTMVTVSS,

[0067]  FAL& H AR EX (CDR) -

[0068]  VH CDRI :GYWM(SEQ ID NO :17) ;

10
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[0069]  VH CDR2 :YISPSGGGTHYADSVKG (SEQ ID NO :18) ;

[0070]  VH CDR3 :VRFRSVCSNAVCRPTAYDAFDI (SEQ ID NO :19),

[0071]  SEQ ID NO :8 2y X19-A03 HiiR MR A (VL) XK, HEA T -

[0072]  DIVMTQSPDSLAVSLGERATINCKSSQSVFYQSNKKNYLAWYQQKPGQPPK LLIYWASTRESGVPDRES
GSGSGTDFTLTISSLQAEDVAVYYCQQYFNAPRT FGQGTKVEIK,

[0073]  JFFAL HAbREX (CDR) -

[0074] VL CDR4 :KSSQSVFYQSNKKNYLA (SEQ ID NO :23) ;

[0075] VL CDR5 :WASTRES (SEQ ID NO :25) ;

[0076] VL CDR6 :QQYFNAPRT (SEQ ID NO :26) ,

[0077]  SEQ ID NO :9 Jan ™ SEiifs] fr s ) X19-A07 FLik B R v 4r (vi) X8, JF A7
H1)

[0078]  EVQLLESGGGLVQPGGSLRLSCAASGETSGYWMHWVRQAPGKGLEWVSYT SPSGGGTHYADSVKGRFTT
SRDNSKNTLYLQMNSLRAEDTAVYYCARVRFR SVCSNGVCRPTAYDAFDIWGQGTMVTVSS,

[o079]  JFELE H AN EX (CDR) -

[0080]  VH CDRI :GYWM(SEQ ID NO :17) ;

[0081]  VH CDR2 :YISPSGGGTHYADSVKG (SEQ ID NO :18) ;

[0082]  VH CDR3 :VRFRSVCSNGVCRPTAYDAFDI (SEQ ID NO :20) ,

[0083]  SEQ ID NO :10 >4 X19-A07 HLiREERE W AZ (vL) XK HHA T4 -

[0084]  DIVMTQSPDSLAVSLGERATINCKSSQSVFYNSNKKNYLAWYQQKPGQPPK LLIYWASTRESGVPDRFS
GSGSGTDFTLTISSLQAEDVAVYYCQQYFNAPRT FGQGTKVEIK,

[o085]  JfEL & H AR EX (CDR) :

[0086] VL CDR4 :KSSQSVFYNSNKKNYLA (SEQ ID NO :24) ;

[0087] VL CDR5 :WASTRES (SEQ I D NO :25) ;

[0088] VL CDR6 :QQYFNAPRT (SEQ ID NO :26) ,

[0089]  SEQ ID NO :11 A4 T &t i 7~ (1) X19-A09 PR v AE (vH) XL, FFBA 7
H

[0090]  EVQLLESGGGLVQPGGSLRLSCAASGFTFSGYWMHWVRQAPGKGLEWVS YISPSGGGTHYADSVKGRET
TSRDNSKNTLYLQMNSLRAEDTAVYYCARVRE RSVCSNGVCRPTAYDAFDIWGQGTMVTVSS,

[0091]  JFFEE H A EX (CDR) :

[0092]  VH CDRI :GYWM(SEQ ID NO :17) ;

[0093]  VH CDR2 :YISPSGGGTHYADSVKG (SEQ ID NO :18) ;

[0094]  VH CDR3 :VRFRSVCSNGVCRPTAYDAFDI (SEQ ID NO :20) ,

[0095]  SEQ ID NO :12 >4 X19-A09 Hik R AF (vL) X4 HEA ¥4 -

[0096]  DIVMTQSPDSLAVSLGERATINCKSSQSVFYNSNKKNYLAWYQQKPGQPPK LLIYWASTRESGVPDRFS
GSGSGTDFTLTTSSLQAEDVAVYYCQQYFNAPRT FGQGTKVETK,

[0097]  JFEL& HAMEX (CDR) :

[0098] VL CDR4 :KSSQSVFYNSNKKNYLA (SEQ ID NO :24) ;

[0099] VL CDR5 :WASTRES (SEQ 1D NO :25) ;

[0100] VL CDR6 :QQYFNAPRT (SEQ ID NO :26) ,

11
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[0101]  SEQ ID NO :13 g &n F Lt fdl pr 7 i) X19-A11 JriR M ERE v 42 (vH) X4, - BA)F
)

[0102]  EVQLLESGGGLVQPGGSLRLSCAASGFTSGYWMHWVRQAPGKGLEWVSYI SPSGGGTHYADSVKGRETI
SRDNSKNTLYLQMNSLRAEDTAVYYCARVRFR SVSSNGVSRPTAYDAFDIWGQGTAVTVSS,

[0103]  FFAL & H AR IEX (CDR) -

[0104]  VH CDRI :GYWM(SEQ ID NO :17) ;

[0105]  VH CDR2 :YISPSGGGTHYADSVKG (SEQ ID NO :18) ;

[0106]  VH CDR3 :VRFRSVSSNGVSRPTAYDAFDI (SEQ ID NO :21) ,

[0107]  SEQ ID NO :14 24 X19-A11 Hiik R AF (vL) X4 HEAH 54 -

[0108]  DIQMTQSPDSLAVSLGERATINCKSSQSVFYNSNKKNYLAWYQQKAGQPPK LLIHVWASTRESGVPDRF
SGSGSGTDETLTISNLQAEDVALYYCQQYFNAPRT FGQGTKVEIK,

[o109]  FFALE HAMEX (CDR) -

[0110] VL CDR4 :KSSQSVFYNSNKKNYLA (SEQ ID NO :24) ;

[0111] VL CDR5 :WASTRES (SEQ ID NO :25) ;

[0112] VL CDR6 :QQYFNAPRT (SEQ ID NO :26) ,

[0113]  SEQ ID NO :15 g 4n T Lt fdl 7 ¥ X19-C01 Lk B g v 42 (VH) X4, H BA)F
)

[0114]  EVQLLESGGGLVQPGGSLRLSCAASGFTSGYWMHWVRQAPGKGLEWVSYT SPSGGGTHYADSVKGRETT
SRDNSKNTLYLQMNSLRAEDTAVYYCARVRFR SVSSNAVSRPTAYDAFDIWGQGTMVTVSS,

[0115]  JfFEL & EAMREX (CDR) :

[0116]  VH CDR1 :GYWM(SEQ ID NO :17) ;

[0117]  VH CDR2 :YISPSGGGTHYADSVKG (SEQ ID NO :18) ;

[0118]  VH CDR3 :VRFRSVSSNAVSRPTAYDAFDI (SEQ ID NO :22) ,

[0119]  SEQ ID NO :16 24 X19-CO1 Hiikf e n4x (VL) X H BHA 54 -

[0120]  DIVMTQSPDSLAVSLGERATINCKSSQSVFYQSNKKNYLAWYQQKPGQPPK LLIYWASTRESGVPDRFS
GSGSGTDFTLTISSLQAEDVAVYYCQQYFNAPRT FGQGTKVEIK,

[o121]  JFFEE H A EX (CDR) -

[0122] VL CDR4 :KSSQSVFYQSNKKNYLA (SEQ ID NO :23) ;

[0123] VL CDR5 :WASTRES (SEQ ID NO :25) ;

[0124] VL CDR6 :QQYFNAPRT (SEQ I D NO :26).

[0125] DL b5 AT SEO 1D NO 45 Bontn F -

[0126]
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VH VL CDR1 | CDR2 | CDR3 | CDR4 | CDR5 | CDR6

X19-A05 | SEQID |SEQID |SEQID |SEQID |SEQID |SEQID |SEQID |SEQID
NO: 1 NO: 2 NO:17 | NO:18 | NO:19 | NO:23 | NO:25 | NO:26

M99-BO5 | SEQID |SEQID |SEQID |SEQID |[SEQID |SEQID | SEQID | SEQID
NO: 3 NO: 4 NO:17 | NO:18 | NO:20 | NO:24 |NO:25 | NO:26

X19-A01 SEQID SEQID SEQID SEQID SEQ ID SEQID SEQID SEQID
NO: 5 NO: 6 NO: 17 NO: 18 NO: 20 NO: 24 NO: 25 NO: 26

X419-A03 SEQID SEQID SEQID SEQID SEQ ID SEQ D SEQID SEQID
NO: 7 NO: 8 NO: 17 NO: 18 NO: 19 NO: 23 NG 25 NO: 26

X19-A07 | SEQID SEQID SEQID SEQID SEQID SEQID SEQID SEQID
NO: 9 NO:10 NO: 17 NO: 18 NO: 20 NO: 24 NO: 25 NO: 26

X19-A09 | SEQID SEQID SEQID SEQ ID SEQ1ID SEQID SEQID SEQID
NO: 11 NO:12 NO: 17 NO: 18 NO: 20 NO: 24 NO: 25 NO: 26

X19-A11 | SEQID |SEQID |SEQID |SEQID |SEQID |SEQID |SEQID | SEQID
NO:13 | NO:14 | NO:17 |NO:18 | NO:21 | NO:24 |NO:25 | NO:26

X19-CO1 | SEQID |SEQID |SEQID |SEQID |SEQID |SEQID |SEQID |SEQID
NO:15 | NO:16 | NO:17 | NO:18 | NO:22 | NO:23 | NO:25 | NO:26

[0127]  FEA RIS —J7 I o — A8t 77 2, Pk slbifk r BoE T X19-A05 HtiA K] vH
A/ B vL X3k, ELEA I

[0128]  VHX K (i) 4945 5 SEQ ID NO : 1 {1541 AT %870 80% .85% .90 % 95 % 8%, 100 % JT
H[E— P LR T4, A/ 8% (11) A94% CDR1 J¥41).CDR2 J¥ 41 & CDR3 /541, i% CDR1 J& %)
£0.35 5 SEQ 1D NO : 17 [{541 HA 2870 25% .50 % 75 % 5 100 % J541) [7]— 1 (K 28 5L 18 1741,
1% CDR2 J7 5116455 SEQ IDNO : 18 /P A R 2 /0 5% 11%17%.23%29%35% 47 % .
52% .58% .64%.70% 76 % .82% .94 % B 100 % J5 41 [F]— Mk IS LR 541, UL K2 1% CDR3 JF
FI4045 5 SEQ ID NO : 19 [ F A A Z /0 4% .9% . 13% . 18%.22% .27 % .31 % .36 % .40 % .
45% .50 % .54 % .59 % 63 % .68 % . 72% 77 % 81 % .86 % .90 % .95 % B} 100 % 771 [F] — 1tk
MR 74 s F0 /7 B.

[0129] VLXK (iii) A4% 5 SEQ 1D NO :2 [/ E51 BT %220 80% .85 % .90 % .95 % B, 100 %
JEANE-— R ZE IR P41, 1/ B8] (iv) B4 CDR4 J3 41 CDR5 [ 41) J CDR6 J¥41), i% CDR4 J 74
£345 5 SEQ 1D NO :23 (KA B /b 5% . 11%.17%23%.29% 35% 47 % 52% .58 % .
64%70% 76 % 82%94% B, 100 % JF 4 [F]—PE R 2 LR 741, 1% CDR5 [7411f4E 5 SEQ 1D
NO :25 [ FEF) HA Z /b 14% .28% .42% 57 % 71 % 85 % 8% 100 % /541 [ — 1t [ s KL e )
|, %1% CDR6 £ 41845 5 SEQ 1D NO :26 [ FE4) A 2/ 11%.22% .33% .44% .55 % 66 % .
77%88% B 100% J¥ 4 [Al—PER LRI 4) . Plikih, VH X4, SEQ ID NO :1 )74,
DL K VL X 38 404E SEQ ID NO :2 [IJF 51

[0130] %L 7 IR BHLIR v Bl it — P FE B e (CH) X A B &y
B AT A F5, ) i, & /b CH X BE A 10.20.30.40.50.60.70.80.90.100,120.,140.160.180.
200+220.240.260280.300.320 B 5 2 [ 2 1R » CH X 38(El Iy Ben i 45 1 VH X 3, CH
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DR IERE ) BR R, BRAAAE — A St 77 X 9 A28 CH X s, ARSI 3B 1 2 A28 CH X 8
[RS8 o AR SCIR 7 1 N6 CH XA 2

[0131]  ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVH TFPAVLQSSGLYSLSSVV
TVPSSSLGTQTY ICNVNHKPSNTKVDKKVEPKSC DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVV
VDVSHEDPE VKFNWYVDGVEVHNAKTKPREEQYNSTYRWSVLTVLHQDWLNGKEYKCK VSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPS DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRW
QQGNVFSCS VMHEALHNHYTQKSLSLSPGK (SEQ 1D NO :27) ;1 ASTKGPSVFPLAPSSKSTSGGTAALGCLVK
DYFPEPVTVSWNSGALTSGVH TFPAVLQSSGLYSLSSVVTVPSSSLGTQTY ICNVNHKPSNTKVDKKVEPKSC DKT
HTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPE VKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHQDWLNGKEYKCK VSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPS D
TAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCS VMHEALHNHY TQKSLSLSPG (SEQ 1D
NO :28).

[0132]  SEQ ID NO :27 & M99-BO5 [¥) CH XI5k H HA5 A3 1gGI (UniProtKB / Swiss—Prot :
PO1857. 1) ) CH X 1kI¥1741). SEQ ID NO :28 4 X19-A05 [ CH [X 1. SEQ ID NO :28 A[A] T
SEQ ID NO :27 2 Ab#E T SEQ 1D NO :28 ) CH X3k R i K (Lys) A% B, HL PR sl 5 m B
(1) IRt P A o

[0133] %S 7 A H AR B i v Bonl DL Sy Ah b, 808 Al — P A dE Rk fe 2 (CL)
D EE B, 1% BT A EE, 1, CL X 2220 10,2030 F11,50.60,70.80,90, 100 4~B%
FEANEIEM . CL X A B &S5 T VL X (BRI e 3 R, AR AE— NSt 7
AP A CL X, ASIREH T2 AN CL X, T A ST~ #E A2 CL
R

[0134]  RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGN SQESVTEQDSKDSTYSLS
STLTLSKADYEKHKVYACEVTHQGLSSPVTKSEN RGEC (SEQ ID NO :29).

[0135]  SEQ ID NO:29 4 M99-B05 & X19-A05 W§ % (I CL X 8%, 3 H H A %
kappa (UniProtKB / Swiss—Prot :P01834. 1) [#J CL X114,

[0136]  HR#im kst 7y =X, Pudktt, VH X I HE SEQ ID NO =1 /741, Hi%H: T SEQ 1D NO -
28 [ CH X5, LA & VL XA 55 SEQ 1D NO =2 741, Hii%E$: T SEQ 1D NO 129 ) CL X 5K,
[0137] AR B — J5 [ i I3 — AN SE it 7 X, i sl bk v Bedk T M99-B05 Hi ik ) VH
i/ B VL XL, 3 BRI

[0138]  VH X (i) o455 SEQ ID NO :3 [ /341 B 220 80% .85% .90 % .95 % B 100 %
JEANE-— R SR P41, 1/ B (11) A4E CDR1 J¥41).CDR2 J¥ 41 &% CDR3 J¥41, i% CDR1 J7
FIAUHE 5 SEQ ID NO : 17 (IJFER) HA &0 25% .50 % .75 % 5, 100 % FE41) [7]— M (K 2 /G
%1}, 1% CDR2 4405 5 SEQ ID NO : 18 [KIJF41 HAT 571 5%, 11%. 17%. 23%. 29%. 35%. 47%- 52%
58%-64%- 70%- 76%-~82%~94% B 100% J741) [F]— P K 2 ZE 88 S 41, S 1% CDR3 J¥ 416 5 SEQ
ID NO :20 [81FEF 2 A 28 /5 49%.9%- 13%- 18%- 22%- 27%- 31%- 36%- 40%- 45%- 50%- 54%- 59%- 6:3%-
68%+ 72%. 77%.81%.86%. 90%. 95% B 100% /41 [F]— 1t i KB e 41 s A0/ B

[0139] VL X3 (iii)E$E5 SEQ ID NO :4 (#3751 HA 322> 80%.85%. 90%-95% 5K 100% J 4]
[F]— P = FER P41, 1/ 8 Civ) AL G CDR4 J#41) CDR5 J¥41) & CDR6 541, 1% CDR4 3 41)4L
F5 5 SEQ 1D NO :24 F 41 AT 220 5% 11% 17%- 23%. 29%- 35%- 47%. 52%- 58%- 64%. 70%- 76%-
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82%-94% 5 100% J7-41) [A]— M) 28 FE /R 7 41), 1% CDR5 [ 41845 5 SEQ ID NO 25 (/741 KA
2/ 14%28%42%57%~ 71%-85% B 100% /3 41) [F]— M I 2 B 8RS8, i CDR6 Jralfufh
SEQ 1D NO :26 #1751 B AT 45 2 11%.22%. 33%. 44%- 55%- 66%- 77%-88% 8K 100% JF-41) [7]— 1 )
TR kb, VH X IA 55 SEQ 1D NO :3 [ FE%1), BL A% VL X I 6055 SEQ 1D NO 4 (¢ ¢
Hl)o

[0140] %S 7 BT iRsk BT A BEaT it — 0 ARG SN 2 (CHD Xk E Iy B, i B
A4S, 0, CH X 8 ) % /b 10.20.30.40.50.60.70.80.90, 100,120,140, 160,180,200,
220.240.260.280.300.320 P ZANEIEMR . 1% CH X Ikl H f BOTiE 45 T VH X dk., CH
DX 35 TR ) FR i, BRARAE— St 7 AU O A28 CH X, ARSI &A1 2 A28 CH X3,
5. T AR SCRI7R 17 NS CH X A 7 SEQ ID NO =27 & SEQ 1D NO :28.

[0141]  ZSEHE 7 A BUREBTIA F BonT 5o 4, s A gk — 2D B iR e 1E 2 (CLD X3,
s B 12 BERT AL RE, 4, CL X 4220 10,204.30.40.50.60,70.80.,90, 100 45 5
EAEERE . % CL XL BT IESE T VL X, CL BT I R 1, BARAE — AN S it
77 A H g A CL X Ik o A& A VT 2 NS CL RS SE o« FH T A SO 7 S CL
X 455407 SEQ 1D NO :29.

[o142]  ARPRILSLETT 5, YLk, VH X HE SEQ 1D NO =3 )7 41), Hi%EH: T SEQ ID NO -
27 B8] 28 [ CH XI5, UL K% VL X404 SEQ 1D NO :4 ¥ FE41), Hii%$: T SEQ ID NO 29 [ CL [X
o

[0143] AU — 7 M I3 — ALt 77 2N, PrARsPe ik v Bk T X19-A01 HLA[#) VH I
/ B VL )3 IF BRI -

[0144]  VH X1 (i )fa5E 5 SEQ ID NO :5 ) FE41 B A 55 /b 80%. 85% 90%. 95% BX 100% J7>41) [A]
— MR ISR 4, A/ 8 (i) A HE CDR1 41\ CDR2 J¥41 & CDR3 541, 1% CDR1 [ 4140 F5
55 SEQ 1D NO =17 HIJFFA) B AT %5/ 25% . 50% 75% B, 100% J5741) [7]— 1tk ) 2 JL 18 5 471 , % CDR2 57
FI149F5 5 SEQ 1D NO 18 [IEF H A 2871 5%, 11%. 17%. 23%. 29%. 35%. 47%. 52%. 58%. 64%. 70%-
76%+82%-94% B 100% J7-41 [F]— M M= L/ 7 41, M % CDR3 J7 444455 SEQ 1D NO <20 [/
F) B AT F 25 4% 9% 13%- 18%- 22% 27% 31%-~ 36% 40%. 45%- 50%- 54% . 59%. 6:3% 68%-72%- 77%-
81%.86%90%95% ¥, 100% JF41) [7]— P [l 2 Fe @ e 41 Al / 8§

[0145] VL X (i) B85 5 SEQ ID NO :6 74 B A %2 /> 80%.85%90%.95% B, 100% FF41)
[F]— P LR 41, i/ B Civ) AL 4R CDR4 J¥41) CDR5 J¥41 f% CDR6 J741), 1% CDR4 34144,
}5 5 SEQ ID NO :24 1591 ELA 2571 5%, 11%. 17%. 23%. 29%. 35%. 47%- 52%. 58%. 64%. 70%. 76%-
82%94% 5% 100% J7-41) [A] — MK 20 FE /R ST 41), 1% CDRG [ 41446 5 SEQ 1D NO 25 (/741 HA
2271 14%. 28%.42%-57%. 71%.85% B, 100% /741 [F]— Pt M 2 = B8 /7 41), M 1% CDR6 J7 4k 5
SEQ 1D NO :26 1 FE51) B AT 420 11%22%- 33% 44%- 55% 66%- 77%-88% 5K 100% JF41) [F]— 1k ]
SRS . kR, VH X 3K 656 SEQ 1D NO :5 (195751, L& VL X IR ALFE SEQ ID NO 6 [{1/F
Hllo

[o146] %Lt 7 X WPTiRsbL A b BOl it — P A RE BB (CHD sy By, iz B
a A%, 5, CH X 3 ) 22 /b 10.20.30.40.50.60.70.80.90,100,120.140. 160,180,200,
220,240,260.280.300.320 B Z AN RIEMR . 1% CH X Ikel H f Bl 45 T VH X 4. CH
DR B, AR AE — A St 77 X 9 N2 CH X s, ARSI & A ¥ 2 A28 CH X 8
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(RS2 . T ARSCHI7R 1P N2 CH X I8 A 2 SEQ ID NO =27 & SEQ ID NO :28.

[0147] S 77 BRI F BOnT 5o o, B g — D AL iR e fE e (CLD X33,
s CH B iz Benl AL, 4, CL X SRy 42 20 10,.20,.30.40.50.60,70.80.,90. 100 Bl 5
EANEHREMR . % CL DIE I Bl 45 T VL X3, CL XA A B, BLARAE — N SE
J7 AP O A6 CL K3 AR E A 1VF 2 A CL XIS S o AR SCR 7 1t A6 CL
X 45,414 SEQ ID NO :29,

[o148]  ARPEILSLHE Ty 3, YLk, VH XIELHE SEQ 1D NO =5 )7 41), Hi%EH: T SEQ 1D NO
27 8%, 28 ¥y CH X I, UL &% VL X 3 403% SEQ 1D NO :6 [#1/541), Hoi%$: T SEQ ID NO 29 [J CL [X.
15

[0149]  FEAR R BHAS—J7 1 o — ANt 77 A, Bk sk )y BoE T X19-A03 FLfAk ) VH
A1/ B VL X, B

[0150]  VH X8 (i)EF55 SEQ ID NO 7 [#))741) H AT 2 /b 80%. 85%.90%. 95% 8%, 100% J7>41) [7]
— MR IERRT A, A/ B (1) B HE CDR1 J¥ 41 CDR2 J¥41 & CDR3 J741), 1% CDR1 7 411404E
L5 SEQ ID NO =17 I J541) AT 22 /b 25%.50%- 75% 5§, 100% /341) [7]— 14 (1) 28 K 82 [ 4] , % CDR2 J7
HI49F5 5 SEQ ID NO 18 [1JF 41 ELA 25 71> 5% 11% 17%. 23%. 29%. 35%. 47%. 52%. 58%. 64%. 70%-
76%+82%-94% B 100% J7-41 [F]— Mt M 2 L8 /7 41), A% CDR3 J¥ 4144455 SEQ 1D NO <19 {7
F) B A F D 4% 9% 13%- 18% 22% 27% 3 1% 36% 40%. 45%- 50%- 54% - 59%. 6:3% - 68%- 7 2% 77%-
81%.86%.90%.95% B 100% 741 [F]— M [ I IF41 Al / 5

[0151] VL X3 (iii)E$E5 SEQ ID NO :8 (#3751 KA 327> 80%. 85%. 90%- 95% 5K 100% J 4]
[F]— Pk i 2 BE R e A1), i/ B8 (iv) A4E CDR4 J¥41) CDR5 J¥41) & CDR6 J341), 1% CDR4 J3> 4144,
F5 5 SEQ 1D NO :23 F 41 A 220 5% 11% 17%- 23%. 29%- 35%- 47%. 52%- 58%- 64%. 70%- 76%-
82%-94% 5k 100% J7-41) [F] — M 2 ISR 741, 1% CDR5 [ #I AL HE 5 SEQ 1D NO 25 {741 A
22D 14%28%42%.57%71%-85% B 100% J7 41 [F]—PE 2 FE 1R /7 41), S i% CDR6 [P fudh 5
SEQ ID NO :26 [{FE41 B 227 11%22%. 33%. 44%. 55%. 66%- 77%. 88% B, 100% J741) [7]— 7 ]
SIERSEH . PiEHh, VH X3R5 SEQ TD NO :7 (K541, L& VL X IR ALFE SEQ ID NO :8 [{)F
Hl)o

[o152] %St 7 W PTiRs bR 7 BOnl it — D ARG SR e (CHD X Bk E Iy B, & B
A A%, 5, CH X 8 ) %2 /b 10.20.30.40.50.60.70.80.90,100.120.140.160.180.200.
220.240.260.280.300.320 P H LN RIEIR . 1% CH Xk H f BOTiE4E T VH Xk, CH
DX 355 TR 3] FR i, BRARAE— A St 77 20 HO A28 CH X8 ARSI 5 A 2 A28 CH X3,
s T AR SO0 PR NS CH X A 7 SEQ 1D NO =27 % SEQ ID NO :28.

[0153] %St 77 AN HUREBTIA F BonT 5o Ah L, s gk — 2D AL fE e 1E 52 (CLD X3,
s B 12 BERT AL RE, 4, CL X8R 4220 10,20..30.40.50.60.70.80.,90, 100 45 5
EANEIEME . % CL I B a4 T VL K3, CL XIS B BRI, AR — N SE it
J7 AP A CL K3 AU E A2 A2 CL RIS . F A STz 1 2K CL
X 45540, SEQ 1D NO :29.

[0154]  ARPRILSLE 7 5, YLk, VH XA HE SEQ ID NO =7 [#)/741), Hi%EH: T SEQ ID NO -
27 5% 28 [#) CH X3k, DL & VL XA 4% SEQ 1D NO =8 {54, HiZEH% T SEQ 1D NO :29 ) CL [X
5

16



CN 104039832 A OB B 11/35 T

[0155] AW — 7 [ I o3 — AN STt 77 2N, PrARsFT iR v Bk T X19-A07 HLAA R VH
/ B¢ VL 3, I HLER -

[0156]  VH X1 (i) fu5E 5 SEQ ID NO :9 ) FE41 B A 55 /b 80%. 85% 90%. 95% 85X 100% J7-471) [7]
— MR ISR T4, A/ 8K (i) A HE CDR1 41\ CDR2 J¥41 & CDR3 541, 1% CDR1 J¥ 4140 F%
55 SEQ ID NO =17 [ 31 HLAT 28 70 25%.50%. 75% B 100% J3471) [/l — 1tk [ 28 FE B 41, 1% CDR2 J%
H1)4 55 5 SEQ ID NO : 18 FJFA BT 22 /0 5% 1 1% 17%- 23% 29%. 35%- 47% 52%. 58%- 64%- 70%-
76%82%-94% 5K 100% J7- 41 [F]— M M 2 IS 1R /7 41), K% CDR3 J7 444 $55 SEQ 1D NO :20 [1))¥
H) B A F 25 4% 9% 13%- 18% 22% 27% 31%-+ 36%- 40%. 45%. 50%- 54%- 59%- 6.3%- 68%-72%. 7 7%
81%.86%90%95% ¥, 100% 41 [7]— M 1 Fe /R 41 Al / 8%

[0157] VL X3 (iii) 555 SEQ ID NO :10 /741 B £ /b 80%.85%.90%. 95% 5k 100% 5~
FIF—PE R, F1 / 8¢ Civ) A3 CDRA J¥41). CDR5 J741 K CDR6 J¥41), 1% CDR4 J¥ 4]
£3,35 5 SEQ ID NO :24 I8 5 51) B A 2 /b 5%, 11%. 17%. 23%. 29%. 35%. 47%. 52%. 58%. 64%. 70%-.
76%-82%.94% B 100% J741) [7]— P I 2 FE 1R /7471, 1% CDR5 J7-41) 4% 5 SEQ ID NO =25 []J¥41
HA /D 14%.28%.42%57%. 71%.85% 5K 100% /741 [7]— M i 2 55188 J7 41, [ % CDR6 7414
F5 5 SEQ ID NO :26 [ FER) BAT Z /0 11%. 22%. 33%. 44%. 55%. 66%. 77%.88% B, 100% 4] [7]—
MR ERERREY) . ik, VH XA SEQ 1D NO -9 K41, BL & VL X I 4955 SEQ ID NO -
10 751

[o158] %Lt 77 X ¥PriRsbi A b BOl it — D R E R (CHD sy B, &z B
a] A%, 5, CH X 3 ) 2 /b 10.20.30.40.50.60.70.80.90,100,120.140.160.180.200.
220.240,260.280.300.320 B Z AN RIEMR . 1% CH X3k el H f Bl 45 T VH X 4. CH
DR PR, AR AE — A St 77 X 5 N2 CH X s, AR & A ¥ 2 A28 CH X 8
[R5 FH A SR N2 CH XA SEQ 1D NO =27 K SEQ 1D NO :28.

[0159] XSt /7 A BB A i BOnT 5o A, B Ao gk — DA ff e fE e (CLD X33
o H A B i BO S, 94, CL XK £ 20 10.20.30.40.50.60.70.80.90.,100 555 £
MNRFEMR . 1% CL XL A BT 4E T VL K3k, CL X3k TEHs 1 R i, BARAE — NSt 7y
AP HEH AR CL X, AU A2 AR CL XS sEf] . FH AR AL CL
X 4549, % SEQ 1D NO :29,

[o160]  HR¥m kst 77 =X, JLidkt, VH XIkELHE SEQ 1D NO =9 /741, HiZEH:+ SEQ 1D NO
27 8% 28 [f) CH X4, PL & VL X A0 F5 SEQ 1D NO <10 [¢)74), Hi%E#: T SEQ 1D NO :29 [ CL
X35

[0161] A BHEE —J7 I I3 — AN St 77 2, PrAR stk v BeE T X19-A09 HLA[#) VH I
/ B¢ VL X, IF HLERNE -

[0162]  VH X &% (i) H4% 5 SEQ ID NO : 11 fJJF41 BA & /b 80%.85%.90%. 95% B 100% 41
[F— MR 75, A1/ 8L (i) %% CDR1 J7 41, CDR2 J741) & CDR3 J¥41), 1% CDR1 J¥ 41
F5 5 SEQ ID NO =17 551 BA 28/ 25%.50%. 75% B 100% /3 471 [ — 1k [ 2 2L F 55 41) , 1% CDR2
1) 4045 5 SEQ 1D NO =18 F1FEF1 H A 22 70 5% 11%. 1 7% 23%- 29% 35% 47%- 52%. 58% 64%.
70%-76%-~82%+94% B 100% J7> 41 [7]— P i 2 L8R 7 41, S % CDR3 J¥414udE 5 SEQ 1D NO 20
() 2 %71) ELAT 22 71> 4% 9% 13%. 18%. 22%. 27%- 31%- 36%- 40%- 45%- 50%- 54%- 59%- 63%- 68%- 72%-
T7%81%. 86% 90%-95% B 100% JF41) [l — 1tk [ & JE /8 7541 1/ B8R
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[0163] VL X4 (iii) 4% 5 SEQ ID NO :12 FIFE4 B 5 /b 80%.85%.90%95% BY, 100% ¢
FIFE— PR LR, F1 / 8 (iv) FE CDR4 J¥41). CDR5 741 f CDR6 J¥41), 1% CDR4 J¥ 4]
£33 5 SEQ ID NO :24 [R5 51) 2 A5 2 2D 5%, 11%. 17%. 23%- 29%. 35%- 47%- 52%- 58%. 64%. 70%-
76%-82%-94% B 100% J341) [7]— 1 i) 2 FE MR 741, 1% CDR5 [ 41406 5 SEQ 1D NO :25 []/7 4
HA A D 14%.28%.42%57%-71%-85% 1K 100% /551 [7] — 1k (I R IR /741, K i% CDR6 751 41
F55 SEQ 1D NO :26 {741 B A &0 11%.22%. 33%. 44%- 55%. 66%- 77%-88% BX, 100% 41 [H]—
MERI R REBR RS . AikHE, VH XA HE SEQ ID NO 11 FF4, LA & VL X AL 4% SEQ 1D NO -
12 1751,

[o164] %Sy W PTiREBUIA 7 BEnT it — D ARG SR e (CHD X Bk E Iy B, i B
Al A%, 5, CH X B ) %2 /D 10.20.30.40.50.60.70.80.90,100,120.,140.160.180.,200.
220.240.260.280.300.320 P H L ANEIEIR . 1% CH Xk H f BOTiE4E T VH Xk, CH
DX 355 TR 1) FR i, BRARAE— A St 7 20 HO A28 CH X, A4 A7 2 A28 CH X3,
RS2 T AR SO0 PR NS CH X A 7 SEQ 1D NO =27 & SEQ ID NO :28.

[o165] %S 77 AN HURE BT BonT S A, s gk — 2D AL FE e 1E 2 (CLD X3,
s B 12 BERT AL RE, 4, CL X 4270 10,.20..30.40.50.60,70.80.,90, 100 A5 5H
EANEIEME . % CL DRI s B a4 T VL K3, CL XIS R B R, BARAE — N SE it
J7 AP O A CL K3 AU E AT 2 A2 CL RIS . F A Sz 1 2K CL
X #5540, SEQ 1D NO :29.

[o166]  HR#im kst 77 =X, PLdk s, VH X IELHE SEQ 1D NO <11 [#))741), JLi%E4: T SEQ 1D NO -
27 B 28 1) CH X4, PL & VL XI5 SEQ 1D NO :12 ()74, Hi%E#: T SEQ 1D NO :29 [ CL
X35

[0167] AR BHES—J5 I o5 — A SE 7 2, PrA BT BEE T X19-A11 HLAAR VE AN
/ B VL Xk, 3 HLERIE

[o168]  VH X4 (i) B4E 5 SEQ 1D NO :13 [1¥))F 41 BA 2220 80%. 85%. 90%. 95% B 100% /74
A — MR IERR 751, A1/ 8k (i) A%E CDRL J7 41 CDR2 J741) & CDR3 J¥%1), 1% CDR1 J¥ 41
F£ 5 SEQ 1D NO : 17 JIJF51) HAT 28/ 25%.50%. 75% B 100% /3 1) [7]— Pk (2 2L B2 741, 1% CDR2
51445 5 SEQ 1D NO =18 [R1JE 41 A 28 70 5%, 11%. 17%- 23%- 29%. 35%- 47%- 52%. 58%. 64%-
70%-76%-~82%~94% BX 100% J7- 41 [7]— P i 2= R 1R 7 41, S 1% CDR3 J¥ 411 f4E 5 SEQ 1D NO :21
(1) FE 1) EL A 22 7 4%, 9% 13%. 18%. 22%. 27%- 31%- 36%- 40%- 45%- 50%- 54%- 59%- 6:3%- 68%- 72%-
T7%81%86%90% 95% X 100% JF41 [F]— Pk [ Z FL /e 41 s Hi1 / B8R

[0169] VL X4 (i) B4% 5 SEQ ID NO :14 {741 BA % /b 80%.85%.90%. 95% B 100% 41
[F— MR 75, A1/ 8 Civ) 3% CDR4 J7 4] CDR5 J741) &% CDR6 J7%1), 1% CDR4 J¥41)
}5 5 SEQ ID NO :24 [{1J5 91 ELA 25 71> 5%, 11%. 17%. 23%. 29%. 35%. 47%- 52%. 58%. 64%. 70%. 76%-
82%-94% 5K 100% J7-41 [F]l — M Z LR 741, 1% CDR5 [ 4B 46 5 SEQ 1D NO 25 (/741 A
2/ 14%28%-42%57% 71%-85% B 100% J7+41) [F]— M I 2 B8R /741, S i% CDR6 JrAltufh
SEQ ID NO :26 )7 51) BT 42 /b 11%.22%. 33%44%.55%. 66%. 77%- 88% B, 100% J741) [F]— M [
FIEEE A . kb, VH XI55 SEQ ID NO - 13 (541, BA K VL X 54045 SEQ ID NO 14
J¥5 o

[o170] %LUt 77 X Pe ks A b Bonl it — P RS BB 2 (CHD I H iy B, iz B
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a A%, 5, CH X 3 ) 2 D 10.20.30.40.50.60.70.80.90,100.120.140.160.180.,200.
220.240,260.280.300.320 PN EHE Z AN RIEMR . 1% CH X Ike H f Bl 45 T VH X 4. CH
D IERE o PR, AR AE — A St 77 X g A28 CH X s, ARSI & A ¥ 2 A28 CH X B
[R5 e FH AR N8 CH XA SEQ 1D NO =27 K SEQ 1D NO :28.

[0171] S 7 BRI i BOnT 5o o, B Aot gk — DA ff et fe e (CLD X I
s B iz Be TR R, 4, CL X 31 4220 10,204,30.40.50.60,70.80,90, 100 4> B 5
ZAEEERE . % CL KB BRI SE T VL KIR. CL DRI T W R i, BARAE — AN S it
J7 A A CL X3k o AU A VT 2 AN CL RS SE] o« FH T ARSI 7R 1 A CL
X 455407 SEQ 1D NO :29,

[0172]  ARPEILSLHE Ty =, YL, VH X864 SEQ 1D NO <13 1741, %4 T SEQ ID NO -
27 8% 28 [f) CH X4, DL & VL X305 SEQ 1D NO =14 (¢4, Hi%EH: T SEQ 1D NO :29 [ CL
X 5.

[01738] AR BHEE — 7 M1 53— AN STt 77 2, PraR stk v BeE T X19-C01 P4 #) VH 1
/ B¢ VL X, I HLERE -

[0174]  VH X 8% (i) B4% 5 SEQ ID NO :15 {741 BA 2 /b 80%.85%.90%. 95% B 100% 4]
AP LR 41, 1/ B (i) 4G CDR1 J¥41) CDR2 J¥41 % CDR3 J741), 1% CDR1 34144,
F£5 SEQ ID NO =17 1541 BA 28/ 25%.50%. 75% B 100% /5 471 [ — Pk [ 2 2L F2 5 41), 1% CDR2
54845 5 SEQ 1D NO ;18 [ FE 41 B AT 45 /D 5% 11%. 17%. 23%1 29%. 35%. 47%- 52%. 58%. 64%-
70%-76%~82%+94% B 100% J7> 41 [7]— V£ K12 86 7 41), f 1% CDR3 J¥ 414046 5 SEQ 1D NO :22
() 2 %71) EL A 22 71 4% 9% 13%- 18%. 22%. 27%- 31%- 36%- 40%- 45%- 50%- 54%- 59%- 6:3%- 68%- 72%-
T7%81%86%90% 95% BY 100% JF51 [F]— 1k (2 ZE B8 7)1 / B8R

[0175] VL X4 (iii) 4% 5 SEQ ID NO :16 Y FE4 B A 5 /b 80%.85%.90%95% B} 100% ¢
F[F—PE R BB FE 7)), M1/ 8E (iv) A1FE CDR4 FE%1). CDR5 541 & CDR6 FE%1), 1% CDR4 JE4)
F45 5 SEQ 1D NO :23 ) FE41) AT 2 /D 5% 11%- 17%. 23% 29%. 35%. 47% 52%- 58%+ 64%- 70%-
76%-82%.94% B 100% /741 [/ — Ptk [ 2 35 1R /37471, 1% CDR5 JP 41 L df 5 SEQ 1D NO =25 [))7 41
HATZ /D 14%. 28%42%.57%- 7 1% 85% BY, 100% J741) [F]— Mk (1 2 JE 86 % 41), & 1% CDR6 [ 4144,
}5 5 SEQ 1D NO :26 [KJFER1) B AT 2270 11%. 22% 33%- 44%. 55%. 66%-77%88% B, 100% /741 [7]—
MR FER RS . DUk, VH X B0 4% SEQ ID NO 115 fIF41, & VL X I £145 SEQ ID NO :16
A

[o176] &Lty BT iRsBLA b BOT it — D ARG BRI e (CHD X BE Iy B, & B
A A%, 5, CH X 3 i) %2 /b 10.20.30.40.50.60.70.80.90,100.120.140.160.180.,200.
220.240.260.280.300.320 Pk H L2 ANHIEIR . 1% CH Xkl H j BOTiE4E T VH Xk, CH
DRI PR, AR TE — St 7 X H g N2 CH X s, AR B A 2 A58 CH X 8
(RS2 T AR SO NS CH X A 7 SEQ 1D NO <27 & SEQID NO :28.

[0177]  ZSEJE 7 I PTiR s 7 BOAT J3 A, BB ARt — DA R R B E 2 (CL) X 8K
sk H A B, % BE T FE, 9, CL IR A 2D 104.20.30440.50.60.70.80.90, 100 B 5 £
MNRFER . % CL XIS A BOT LS T VL Xk, CL XS Ty 7 R 1), BARAE — AN Sty
KA HN AL CL Ko AR EA VT2 AN CL KBS, T AR SCH 7w 5% AL CL
X 45514 SEQ 1D NO :29,
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[0178]  HR#m kst 7y =X, PLdk s, VH XL SEQ 1D NO <15 [#))741), JLi%E4: T SEQ 1D NO
27 8% 28 [¥] CH X4, M VL X140 4% SEQ ID NO :16 [/ 741), Hi%E R T SEQ ID NO :29 [ CL [X
85

[0179]  fF il &Ap st 77 2, CH DB A H P By it i th A 35 48 AT — B 2R AR IR B 0
ZARRATE S BTIA CH XL Fr BEEA T 100% 374 [ — P16 7 41, 1 0K T 50%.60%-
70%-+80%-+85%90%+95%96%~97%~98% 5K 99% /74 [F]—M . Ik, 5 Arid CH Xkl 1 B AR
b, CH X BB v B 22 A v A — a2 A (B i1 2.3.4.5.6.7.8.9.10,15.20.25.30,
40.50.60,70.80.90,100,110.120,130.140.,150,160 B{FHZ O P44 7. SHk CH X 15
SR B S, A AL ] Re R BT — AN B AN BRI — B AR K
B/ B EREANRERAPC. fE2 T MR RGO, W2 7] 76 & 2L sl 4k
HEEIALE

[0180]  [AIFEH, 78 iR & Al sz 77 R, CL X A 3L B e A& 4 AT — A8 4
(R 2R AAHE S Pk CL e B B 2D T 100% J340 [F]— PR 741, 49 ok T
50%.60%- 70%- 80%. 85% 90%. 95%. 96%.97%. 98% B 99% /7 41 [F] — M. Ak, 5 ik CL X &%
s H R BUHEL, CL XEE i B A AR m] A — s 2 A4~ (14 2.3.4.5.6.7.8.9.10, 15,
20.25.30,40.50.60 BLHEZ ) [FH)E 7. P CL X8 5 B AR, 2810 722 F ] g
AR T A B AN 2 R I I — B D 2 R B e/ B2 A2 ZE R R HX
Ko 7EZ T MR RETEOCT, WHEZAR Fp 0] 7634 22 B AR S A B

[o181]  FEMRHE Lok SEii 77 I PTAAskPT iR v Berh, Uik, VH B, VL XIS Eit kit Ve
S VL P XA 45 55 BT iR SEQ 1D NO, sl fiTid SEQ ID NO 4 AF R - B4~ CDR JF 41 I &L T
Rk 2 A (g, 2 Fhak 3 O ZASFTR SEQ 1D NO BA 100% ¢4 [/ — M & 2L /R 741
[o182] W3, VH X I8\ VL X 45al VH f& VL P X I0R] 4045 5 ik SEQ 1D NO, B /Efirik SEQID
NO &g X B - B~ CDR J@F I 300, 55— Fhal 2 fh (it 2 Fpsl 3 B0 &SPk SEQID NO
HA /DT 100% 751 [F]— P K 2 B BR 741 o

[0183]  AR¥EA K B — 75 1, BG5S Bk SEQ 1D NO HA /DT 100% /5741 [F]— Pt i &= 5%
B& A0 740, 1T BLAE 5 ik SEQ 1D NO AH LG BT — ANl A (40 2.3.4.5.6.7.8.9.10 B,
BZAD PR ETA . 5 ik SEQ 1D NO AHLE, JE41 19722 5 n] eV R T— A 2 A4~ (1
U1 2.3.4.5.6.7.8.9.10 P B 2) 2 IR . — P ELZ A (BT 2.3.4.5.6.7.8.9.10
M 2D 2 BRI R/ BB A (BT 2.3.4.5.6.7.8.9.10 DB £2) 20 5L
FER . fE2 T— MR T, %2 5 n e S s R R S A E .

[0184]  7F 5% [ SEQ ID NO : 1 & 16 1Tk SEQ 1D NO HA7 71+ 100%, {H & 71> 80%. 85% 90%.
95% J7 A1) [A]— 1t I AR R BT S 45 DX R e 0 P i — R BR 2 B AR Sl A7 A0 T, BURAAAE TR G
— ek FIHEAL X R TAT . HEAL X ALREATE BN ARS8 I CDR 128 25 1R X 3o

[0185]  Y4ME R ACHE, 75 516 [ SEQ ID NO : 1 % 16 [Tk SEQ ID NO HLA /b T 100%, {2
271> 80%.85%. 90%. 95% J7- 41 [F]— T BT IR 45 & X 7 41 h i — el 2 Bz T A2 E T, 8K
HAFE T —Phak 2 P B AN g2 X (CDR) HIZFEER /7417 . SEQ 1D NO :1 % 16 H[#) CDR
s Bk LA RN ER T RUR R 2 FiEk 3 .

[0186] A< J B & — 77 1 i) Ay i i 7 =y, 380, AEAE SR IX ELAE CDR 1 B A& 52 B /= 7K
S BRSBTS B PR D B AR B BTAR B 4 B R R/ AR Y DAk
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[o187] Kl 4, 45 55 — A Sk 77 X rh, AR WS —J7 i de Ak slibn ix v Ber i — A
(a).i% (the) B> (each)CDR 572 X1 SEQ ID NO :17 F 26 22— 1“3 CDR 241 LL 4,
A AFEZ I 1.2.3.4.5.6.7.8.9 81 10 M2 B IR AR/ 8k 2k, HALIEAZ T 5.4,
3.2 8% 1 MBI R AR/ BB sk, 55 AR 2 ¥ SEQ 1D NO #HEE, CDR J¥41
R 2 EE R AR R AR/ Bk S 5 B AN D 41 [R]— 1 4225 T 50%- 60%. 70%- 75%. 80%-
85%+90%. 95%.

[o188] G4, Fl / BORACHE, A% B A — U7 1 PR BB i i Be 19— A VBN HE
WX, SAE7E T VH 8% VL 52 SUE— (%) SEQ 1D NO 1 & 16 [FIAH VAR S F 740 L, AT dE £ ik
1.2.3.4.5.6.7.8.9.10.11.12.13.14.15.16,17.18.19.20 5 56 £ PG FL BB 3 A F1 /
Bk, LA HIAZ T 10.9.8.7.6.5.4.3.2 5 1 N IEREEUC AR AT / il gk ik
H, AR E SCIT SEQ ID NO AH EE , 7EAFATAE 42 X 1) 2 SE R B H AHIT/ Bk 2 R 2 B R A
WD 1) [] PR 2220 T 10% 20%. 30%-40%. 50%- 60%- 70%. 75%- 80%- 85%. 90%- 95%.

[0189]  HUARTCIC/RAE— B Z MHEZLIK A S F AN X, 38 m] A AR S SR AR P EUR. “fR
SFEUR” 246440 Gly. Ala ;Val. Ile. Leu ;Asp. Glu ;Asn. Gln ;Ser. Thr ;Lys.Arg ; & Phe.
Tyr B4

[0190] 4, W 5 |k 3 40 A% s LAE HLIR 455 X7 41 SE B A &R (germline) JP41), LAk
BLFE AR R R 25 A X PR BT BE AR e T, BRI B R R AR BT R 45 A X I L fk sk bt
I B S5 SR M, R/ Bk S B PR AR E R I R AR M . SEEs) T BoR TIE A
() )57 30 2% S5 fy A PR okl M 5248, 22 2% 5| 4 MO9-BO5 (1) T 4 FN / B AR 4E 7 A1) 148 S5 DL A
X19-A01. X19-A03. X19-A05. X19-A07 . X19-A09. X19-A11 F1 / 85 X19-C01.

[o191] RIS FH R B/ () 8 8 0 TR B E RS4RI 77 V5 AR I 2 SR R 7 v ol 4%
HRAZAE

[0192]  FEA R BHES—J7 M HTARBETAR A BE VH XL VL X 0B VH J2 VL B IX A4 5
JTi& SEQ ID NO,—Filr &% % Fil & AN ik SEQ ID NO B 7T 100% J3471) [7]— P ) —Fh 5 2 Fh g,
SERR T AN DL, 76— AN Sl 07 b, PUAR s i B A & B R G RT / Bt I A ek 45
EWEBE AT I S BT AT (B, 2270 80%85%. 90% B, 95%) B A T-HH R “ 5487 Hifk ek,
Lok BRI T, FP AN “oR 07 LR i B VH XSCRT VL X845 5 ik SEQ
ID NO B &Pk SEQ ID NO HA 100% 741 [R]— M i 2 26 1R 7 471 o

[0193]  [RIL, f9l 4, ZEBTAREPUAR i BEIE T X19-A05 Pidk, Jx VH X BB HE S SEQ 1D NO :1
HA /DT 100% 1B 52 /D> 80%.85%.90% 5 95% ¢ 41 [F]— 1 2 EE 1 7 41) o F0 /B VL X B 6
5 SEQ ID NO :2 ELA /BT 100% {H 22 /b 80%. 85%. 90% B 95% J75 471 [F]— 1k [ 2 Kl S5 47) 10455 4t
I ZBUR TR A B &S S R IH AR/ BB IR AR AR 25 A 0 i BE ) ] DA S T AR R “ 2
7 BUERSIUE A BN S5 G R8T, THZ “ /A7 Priksldo iy B A A4S SEQ 1D NO -1 )%
() VH DX 38 5% A4 SEQ 1D NO <2 FIFEAII VL X3k, 7oA SCrh, “A0 R “ SR iR B ik
X7 SR IEAEME) “ Bk ek B 5 AN “ORAR” PR Bt iR v B TR ME— P40 2 ¢
TET VH A/ 88 VL X2 — 8 & o 75— SEt 7 2N, AR SR ARPT AR HAT X19-A05 [
VH.VL.CH }% CL XIRJEA T4, BT, SEQ ID NO =1 [y VH XI5 (FLi% 42 T+ SEQ 1D NO :28 (] CH
X380 K SEQ 1D NO =2 [ VL X3 (FLIEHE T SEQ 1D NO :29 [#) CL X450

[0194]  ZEACEAE IEMTE O (muatatis mutandis), 48R P9 &N H T4 F SRy HE
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PURETIR B, Hodr VR / B8R VL X045 5 ik SEQ 1D NO 85— Rk 2 Fi &> ik SEQ
ID NO HA /b 100% Jy41) [R]— PR — A ek 22 Pz SR/ Fe 41, i 100 0E 5 i AR B R / %
ML BR A5 5 W) ) 45 6 S8 2500 “AH R “SRAR” Bk el id i B RAE VH AL / 8 VL X
W2 — B AFEAN ], FFBA 4 51X id SEQ 1D NO Bi&AN ik SEQ 1D No HAT 100% /7
H A —PE 2 EERR T A T A B AN 4.

[0195] PRIk, ZEHUARER B A BEIE T M99-B05 I, B4 75— AN 52t 75 =X, A0 N Se AT ik
Sk HLAG M99-BO5 [#) VH. VLA CH & CL X IRJE A 304, B, SEQ 1D NO 3 (1) VH X 3% 4% T SEQ
1D NO :27 ¥ CH XI5k, &% SEQ ID NO :4 ¥ VL X% 82 T SEQ ID NO :29 [¥) CL [X I,

[0196]  FHIX— I &, PrIRSPTA A B4 A B AH A AT / sk B EAH A4 & ) 14 66 ) ] )
FHATAAT 38 24 16 7 325, 490 40 26 T 25 B8 1~ PR 3L (SPR) 0 skl i AR sl i A4 A B 1 o (il
2 P G R R B T AR R 49 4 Biacore SPR A4 Bs (R B RN A 161 25 -4k 22 .
[0197]  FE 53 AP SEgti 77 A rp, AR — Ty sihitd h B2 5B #H
(comparator) "HUARBHUM i BEFa 4 456 i ARS8 UV PC B PC 4564 (i, A1 ELTSA 85 SPR
I E (Do FEARICH, EEE Bk sl fd i BT A48 LR P 1) VH e VL X, HAL AR 2
WA S CH J% CL X, :X19-A05 (435 F SEQ ID NO :1.2.28 F 29 g XD M99-B05 (Hi SEQ
ID NO :3.4.27 % 29 JirsE X0+ X19-A01 (32l i SEQ 1D NO :5.6.27 K¢ 29 JirsE 3O X19-A03
(3 I H1 SEQ 1D NO :7.8.27 & 29 i XD+ X19-A07 (4351 SEQ IDNO :9.10.27 K 29 fisE
XOX19-A09 (435 H1 SEQ IDNO : 11,1227 K 29 Ff s XD X19-A11 (435 H1 SEQ ID NO :13.
14.27 K 29 FrE 3O 5 X19-C01 (3% i1 SEQ ID NO :15.16.27 & 29 g O, Lk 54
MR AR s AR A BEOAE VH R / B VL RSP R0 AR “ a4 2 de, R
A5 S5 R IR B A R WA — J7 T DA BT iA i B S “ B DU ] FRAIR “ L Hifk
GE4 4 PC B PC S5-E TR I 7K A 10%- 20%- 30%- 40%-+ 50%-+ 60%- 70%- 80%- 90% 95% 5§, 5T
%, IS5 100%, Ho2 5 HASHURAE A AR B 58 — 7 I IR Rk v BUAFAE T 7R
FHFERR IS Th 456 PC 8L PC 455 (1) mT RS I 7K~ AH L A8t o

[0198] W1 RS HEWH T IR 11, MI9-BO5 &5 4 Ik A I M MENH A ¥ 2 M Kd 29 150nM. 7E
— ANl gy N, MAER LA MI9-B05 (437 HI SEQ 1D NO =3 A 4 At SO 1 VH A& VL [X
SR PUABEUA f B LR Kd 25 150nM 255 75 [ 5 1 s R S e IR Ak (1) 4% A1 (4l A
FHAE S5 0 7] SPR 25440 W 38 I8, A% % BH I B AR B 4 v Bors LR Kd AN K T4 500nM.
2 400nM. 2y 300nM. £ 250nM. %4 200nM. £ 190nM. £ 180nM. £ 170nM. £ 160nM. £ 155nM.
2 150nM B 5 bk g & [ e I I AR R AR . AEAS S, RiE“29” L THe i 2 1
+20%. 15%. 10%- 5% 4% 3%~ 2% B 1% DL PN I %fH .

[0199] b 4 1 3k SEJAg i is 12 1), MO9—BO05 1] M A, TCH0 7 nM i [H] 1) oxLDL (1) 55 BH. 11
MCP-1 MEERZ AR o Oy — Sty U, 2 7ede ft A M99-B05 (43 %l i SEQ ID NO :3
Je 4 FrsE SO ) VH & VL RIBSHTARBET AR Beif) 1650 78 0. 7 2 2. 6nM Ju [H [ 444 T Can
A B O R I, AR R BB AR BB i B L 1C50 /T2 10nM\ 2 5nM. £ 4nM.\ 2
3nM. 2 2. 8SnM ) 2. 6nM.Z] 2. 4nM 2 2nM 2] 1. 8nM. 2 1. 6nM. 2 1. 4nM. % 1. 3nM. £ 1. 2nM,
25 1. InM\ %) 1. OnM. £ 0. 9nM. 2 0. 8nM. % 0. 7nM 55 5 /3w . oxLDL F) i) ifiy FEL 1| MCP—1
MEBAZ AR H o AEAR SO, RIE“A” I THRITIREI AT £20%. 15%. 10%. 5%. 4%- 3% 2% BY
19 LA A
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[0200] AR BIHUABBUAR i BEES A BRI 45 & ) 1 B8 ) ] i BRI 45 & )
BERBEEIRG, H 5 R A BRI o I8 A R AR 45 S & UL BT I,
AL HE A TR B B AR AR 43, AT b Hb 22 ph (R B A7), 91 11 PC-BSA J¢ PC-KLH &5 &4, fLik
M, 720 E B B B A B NR GRS S K BE ) B DLINE, HOR 2 ISR A
BURE 5P 45 6 DN A6 25 -5 4 R 8 B HEL Bl 4 1) 0 01 T 00 5 1) o 3K R AR 4008 L N 1 2
AT e , ani ik be g BUR e BT AR B A I AR AR 45 S ) B AN TR R 4 (R % .
TIRE

[0201]  7E—ANSEiti 7 A, Ak B PT AR BChL R BT BLRE S M 22 KT A1) R ) VH X I
K VL XA

[0202] 75— A2y X, AR I PUA BT R v BOT B AR R AN AR AT ) 2 1K )
H VH DR VI X3k AR St 77 XA, JLide s, 7 1 22 K 41 BB s B 45 A AE —
B FH RS IR 22 R A TR — S B A Rl D o

[0203]  7E 57— sl 7y A, VH XA 1 45 28 CH IR 3 s I 7 B, i Bl B0 4, 461l 4,
CH X I an b e ik iy CH BRI i A8 A sk 1L A B (1 222 10.204.30,40.50.60,70.80.90- 100,
120.140.160.180.200.220.240.260.280.300.320 B E £ MR IERG . &4 0] AT
BHRERLEG, DT VH X IR CH X LL 5 — 22 JIRA7 AR, B & 45 ] 4 G R 7 ik sl e
o7, B IR EE LAAM ) B 2 o CH X SR 1] FR il B ARAE — S g s rp O A
CH X5, Bl is &A1 2 N3 CH RIS Sef] . BT A SRR N2 CH X 86 25 SEQ
ID NO :27 J2 SEQ ID NO :28, 4 FIAFART CH DX IIN, 7] 5 | AR i 28 5 R A8 (075 i 2 He g
R BEIR B B A A 43 B FH S I T 2 A L 2 2 PR B L A A 40D S PR A B3 £ m] R
RN

[0204]  7E 55— AN HE 7 A, VL R 45 22 CL IR IE AL 1 B & i BOnT A4, 49, CL
X SE A b SR 1) CL DR S A8 AR B B 4221 10,.20,.30,40.50.60,70,80,90, 100 4>
BN IEIR . ESE ] N A IRBE E R A, DAE VL X3 CL X3k BLER— 2 KA A, )
HIESE T 2 R R IR B R T, B IR B DLAN ) B R 2R B . CL X
B, B ARAE— St 7 sUrP o A28 CL X, BT B ATk & 147 2 A2 CL X 3k iy s 491
18 T A S - P A2 CL X840 8 SEQ 1D NO :29. A8 FH IIATA] CL X I A] S AR i 2 ik
R AG 1 R, 2 it 2R HL & 2 SR IR B A 2780 o BRR F VS T 28 i L 8 2 B PR L A 230
53 SR PR BGEE G n] BE 1 TR A

[0205] £ 5 — Sy X, AR BB IR v BOT R ARE S T — AN 2 7810 1)
CH DX S8 VH X35, SO 45 T 05— MSL 2 721 (13 45 CL XU VL X8, 78 I STy
Ao, DU, BT (1) 22 kP91 BB s R B 45 A 70— (91 G ag ak Bh ST 1) 22 IR Py 1) TR g —
BZ D

[0206] 75— ALt 77 A, AR MR PLABGUE A BO] A -

[0207] 25—k, HAUFRIESS 25— CH B 2 — VH X3,

[0208]  ZF—42%E, HAFEIEL B — CL XIS — VL X5 ;

[0209] 3 —EHE, HAFRIESS 25— CH X B EE — VH X3,

[0210] 5% ik, HAFRIESS 255 — CL X B A — VL X I 9F H

[0211]  JLAfEeh, 55— 408k M 5 — T Bk H BB A 45 & 70— (9 i i s ) 2 1k
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FEA AN — B2 A Zhn sl HL3E R hE M58 — Bk R B 45 A e — i (4 i ok
SERIZ KRB R — AN B A s, Stk — D Rk, SErp o — R 5 Rk 1 Bl R 4
GEE A Al i A7 ) 22 IR S TR) R — A B2 A B

[0212]  7E 55— NSt 7 A, AR B I PUAR BBT AR BOnT o B s BB AR, BEARIE R A3
rEREDUA.

[0213] AR BPUABHUA I BT NPT R B R &Pk

[0214]  {E—AMLIERYSEHE T A, AR B PRk R BOA 3 B BTk s iR i B
[0215]  7E 55— A58t 77 2, AR B BT AR BEhn R Fr B mT 6 46 A 5 A FH b v B
TR ARG 2 Bk A & A S48 B dn TR VHL VL. CDR1. CDR2. CDR3. CDR4.
CDR5 11 / 8% CDR6 JEA I — Bk 2 N RIERRITF o FiARN S, 25 A (s 48 n] H B2 A
ST AT o o 45 R HTRE L T RAF LR &5 A s 1k o

[0216] 540, S BR AT A S B0 AT A7 4E H TgA. IgE. 1gG1. IgG2a. 1gG2b. 1gG3. IgM. S ZEH]
f1E Bk BT S i e BEBERER A1, B A/ B R R A L 25 38 B 08 T L R K, R
ML, G EREE (ST AR B AR BR R .

[0217] W F FHARAE 5> A 25 B AR SlE o A 7= A 06 2R 8 BE B Cn, B &R A s AR
HEED ML AP AR R B — TR B AR BB B
SEA) Ay, ABANIR T, BRAEHTAAR Fv. scFv.Fab.F (ab’) 2.Fab’.Fd. dAb.CDR 8% scFv-Fc H B
SRR SRR S Pk (diabodies), BT DAL U £ AL miAe 2 1 BL .

[0218] AR BHIIEE — 7 et T 29 A &4, HALRE AR B 85— U7 [ ik (1 S A sih 4
F B 252 b2 A s 5 AT M, 200 AU I BTARERBTR B A B
S5 TR PR BEUAR F B . SEOLEEHE, B, A AR R — R A BT A B TR
B ol rp 2R A 2 2 A EE IR 74 o 1B/ BG5S B IR AR Ry S Pk il e 1. ST
X, BN G BRAE, 49 A ERL T N— i 8 S R0/ B o AR AR T A AR AT A A4 P B P AR B A4
FBP A A AT BEAF AR AT AR S s BRI, EAR ST, AT FCh &  B— R B [ BTk sk
ok B, S aniZz gl & LU B2 /D 29 80%- 249 90%- 24 95%- 24 96%- £ 97% £ 98%-
£/ 99% BT b 100% AT RSN AP PR BB AR 7 B B — 2R, BT 2 IR = R
1N o s e e v R O E R N TR e

[0219] AR EIRIEE = 7 TR AR A R S — 5 T Bk sbi iR iy BEEBUAR R B SR — 5 T
A AW, S T2, Blan T8 AR SEh P R s s R i AT IR T WA REF
REGEWi k.

[0220] {5101, AR BH 5 =y AR LA R B 36 — 5 T BU AR sb LR i B BA R B AR — 7 T
M2y &4, A TR TE A/ Baa L (R A0 Mg kSR AEEAL . B ik 5
FERE AL AH S0 B L9595 o

[0221]  #5 2, AR A = 4Rt 7 AR B — 7 T PR BB 7k v BB AR R B 3R —
T3 254 G AE T 24 FH B 1k T F0 / skdfy 7 i SLsh ) CELHE N ORIl kR AR AL |
S SR A R A S B o 0L 5 1R 25 B 3%

[0222] B4R LEYZ PG L TR AT/ BRI FL A (LA NSO B KRG B Ik BR AT
B A D2 9 o IS99 1 7 2%, i VA TR A R A 28 — T T LR sl B Bl AR
R 2SS P R
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[0223]  AA WS = J7 B SR O T A K B 28 — U7 I I B AR BT 08 i BEsCAR A W 28 — 7 TH
gy &, M T30 By e/ sGaT7 7R St BR0 (Alzheimer),

[0224]  #5 2, A WIS =7 PRI T A58 — 5 T B DU A B LR R Bl 5 2 —
7 T 2 AL S A ) 2 T T0EB)s B R/ B B 2R A R R 2 e

[0225]  th ALK e B W B ik R/ BR 7 52 4K AL ] 2R e BRI 177 4% %7
AR AR W SR T T AR SR BEsiAS S SR 5 T 25 AL 5 0 55 S R 1
LUK

[0226] A WY SH =J7 mi R ER 0 1 A A B2 — U I KA st o6 BesliA A BT 28— 5 I
K2y &4, H A T S e sl 3By, sBls 1 sify i FLah P (48 A2 R .«

[0227]  #5 2, A WIS =07 B (H A e WY 5 — 7 T PR AR st A Py BB e 5 — 7
T () 25 A AE il 2% T Bl 1 8GA 7 i FLah ) CRLE A BB K 25 70+ 1Y
Al .

[0228]  th ALK S sTIBTT , BT IR S sh ) (BT A A0 BRI K 5 ¥k, 1% 0535
BLAERE A S — 7 T (R A B A B EAR T WY 5 7 1T I 2L 5 P It 5 v L s )
b

[0220] A4 AN B 26 =5 A A R/ BA 7 IR rl ol i 26 B R SURTAEAR -
AU EREAIE JBR B Zp 25 T S RTRE I 52 AN R L R IUBEE S T 2B P o 1T 2RO s vt i LA
vy i = AR AE e fEL ]I A I S K 2 B MR USSR AR (PCOS)

[0230] A S VY 5 T 42 A% R 73 1 S 6 g A A< B 26 — 7 TR I LA BT AR A B
TR SGUAR T BUR 2 IRBE T B 2 B P81 o BZIR 3 5~ AT 4920 2y DNA B8 RNA. #2123 1 7]
BAEAL T b A 5 W 56 — 7 PR BT R R Bes i o K e 10 57 A/ 8037 g oAt
Bo UEFR 57 A/ 8037 FP AR AL S N/ SR R 40, 5 A 2 S 4 B 5 A
[/ BEAET A, HAT g in AL $E CAAE BT e #6107 40 A Zhrettk . Ak, IR 7y
TR RIS, AR B AL AL 2 T M (17 T2 40 5 m] R T T2 40 B e S/ Bl
PRSI AR IL, DL AR AR BT SR — 7 1 BT 4 R0 R st 1R R B sl iR sl b BLi 22
N HAGH I

[0231] A WIS 177 m 4R 0 1 B8 A e B30 DU 5 T 1 — > B ML IR 73 1 1 I 3 A
TR, AEDUA TR R B IE 2 T 5 2 IRBERY , S0k slumoR n] 4l i B G g S 45 A 22 K
BEVIZ IR 90 05 791, LA 22 B0k sSOT0RE B4 A0 (1 7 T2 40 il ] 208 P A A7 AE T IR st i 7 B
N 2 IRBE

[0232]  [Alu, 55 iy i th PR (L A R slmoR FE AL e R4 b i 3. T iR sUB0R: 444
fe EA R TR A A RN o T T B e A IR i S5 40 M, 280 M TR m] AL 45 i
Pride

[0233] AT WY 58 /N g T 452 (46 i A A WD 58 w7 T ) — 7l 20 i R 0 ) i 40 i o
SR N T 4R (A 56— ol s b A TR Y 28 7 T 28 R TR P 240 M 55 7 00 » 9 o —
FeA, H rb Al m i L s 0 A 40 M A 55 AR IR — ol 2 A T B S AL T ) 2R B
Rio AL B AL 7 AT B A — IR ) (i e A R b — i B B AR BOTORE b —Ff
5% FEFERRIC A AE, I HAT e, 7515 77 5l 28 (0 40 M i A A YT IR) 2 35 i e s 0

[0234]  (EAACHSE — 5 I RIDUIAR BT 7 BUA R 2 1 — 4 2 IBERT, W] T3 — 28U ot
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o A0 A 2 4, T2 TR EROTORE A G R 5 S 22 ICRE A% R G B 41, DAASE FH 28 Ak BT
T A A 15 T2 40 B n] R IE A A7 AL T PR sbu ik v B 11 2 Ik

[0235]  BE, fEA KR B — 7 PR e bRy Beuds 2 T— & 2 IRBEN, T 2 T—
P A Bl TR A0 T 2 A, AN BT BTk A0 G R 2 D — A 2 IR BE IR A% R G S T 41
DIAS 2 T — P ok BlOB0RE 56 A6 1R 1 32 40 M n] 3Rk B A7 AE T o s ik v B I 2 ik
B,

[0236]  HE— DR CHh, fEA KR A5 — PR BT R R B2 T— 4% 2 JIKBERT, 7]
F AR EOTOR A0 2 > 1 2 40 M B B — A T A MR BTk A S AN [ A IR SR 05 7 41, 1K
SERL R D 7 %5 B dehE Y BT AR EHT AR A B RS R 2 IREE R — AN B2 S R, FF LAy T
BEFRI SN ANRTE EA RIS AL KB ARG, T4 TN AN [R] 22 R T ) 4% Pt AR 51
ik B

[0237]  ARARTIE 5 1) 3= 40 B 2w Ad AR A R B A T 7 TR/ B /N T . 490an, 1 3-48
W T] Sy JEAZ 4G, 9 40 KT B (Escherichia coli) 4NHE. 15 3240 Ml S 2240 i, 45t
B A0 L FE A0 M B TT R A o T Y B 4 B R T FL BN A 4 L B S A e R B
Mo 3E 24000 FLED Y40 ML AT A5 CHO 40 8 K COS M. 3 24 (1) 20 1 40 o v 0, S e R 40 YD,
15 41 L % 154 7 (Saccharomyces cerevisiae Y20 Ml. W FLENY040 M ] £ 8 AL & AR 40
J, I AT AL B B AN B AR 4

[0238] AR BHEE-L oy AR AL T il Ak A — U7 T BTk sk v BL IR &5 A 741 I
T i, LA FERE IR0 b IR I — PR B2 Pl AL 1) 40 B, I Fh 1 (DA e B 58— 7 T
FUABHUA B

[0239] AN BHEE )\ Jy HR AL 1 il 4 A A B AR — U7 T Bk BBt Ak v BRI AR AR IR 732, 14
ARARLR B GG IR / BB R IR 45 S D I RE D, 207 1A A

[0240] (i) $RAEAIR B ZE DU U7 [ AL IR, Heambd s PR B iR i B B ksl ik v B
1) 2 IKBE T G 43 5

[0241]  (ii) 5IA—ADEEMEFHRRAL (TikH, & 50.40.30.20.15.10.9.8.7.6.5.4,
3.2 B | MR 54D RILIR T AN S5 R dn i X (T 7E9miS VH A/ B VL IR IX
P, DS I 5878 (A% IR w5 5 2 AP AR BB 7 i BUAH L A A RV = S 1R 7 41 19 7% Rt
EBUR B

[0242]  (iii) 1A M SEAL IRL R P 4 (1) A2 AR B AR BB Fr B BUR (R DL AR B 1R v B
1) 2 IR BE L B 7y s A0

[0243]  (iv) WECBABUREGTAR T BLS S RPUABUIR v B 456 BB Gl A/ Sl Ik
TRBRES &P Be

[0244] R4 Ak B 28 )\ 77 T, A% A7 B2 548 T B AL B DL e ma 77 X5 | AN B 7 4 I = B 1R
SR . 59T AL IR P n RS I S BT A1) L A, IR 2R S8 mT S B m 05 X b TR E
75 LS5 A — PR EANEERIRN N — DN E ARG ) B— DA
LR BV HUAR o

[0245]  BERHAFIR L] FEEA FEGHRE TR AR FHMgRmLX HEH 12
MHURGE S X P PR o WL AT IR IS AT 4 a0 F B R R 7 514 5 (B, — e A
FIERR AN — B E NIRRT /8 — A2 DR ISR EAD /2 E T, 87
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EF R — B E MHER X R IER T AT . 7 AN B A, AT BR 54 vl 5 U S
R IR 7442 5 (HY, — DA EIEIR E N — DA IR E KA/ s—A sk
ZAAFERIBAOIEE T, BUMFAE T — D BEA BAMRE X 2 R 74 HEAL
[X \CDR A1/ B VH 85 VL DX i 52 [ 2 FE B 720 5/ B IR AT b3l A o Bl 5 — Uy 1 b it
W, BT E R ME IE fG N T AT AR AR A & WA )\ 7 B TR NS 5/ BRI Ko
[0246] 5 AMHEEEACHE, BRI IR A 0] S EEA T3 Y X R D N R = LR TS -
HAEPUR 456 X UAMNPUAS U F B — DA h &1 — S AN S, g
CH1. CH2. CH3. CL X Ial H e X Bl — A sl 2 Ao

[0247]  FE—Fhal 2 PiZ AT IR 5842 SEERS =W I — A S Z AR E RIS, MHiZ—1
B2 MU 23 A7 I A fRsF SR DR S B “ORSFEAR” 24840 Gly. Ala;Val, Ile.
Leu ;Asp.Glu ;Asn. Gln ;Ser. Thr ;Lys. Arg ; &z Phe. Tyr HIZH45

[0248] {51 4, W] 5| 0k % 1 BR 58 A% DL AL AT 4 05 BT AR sk Bt ok 1 B IK T 4 S T Bl &R T 4
(germlinesequences), LA ALFR AL ARG RS A X FIPUARBLIA Fr Be A e T, PR AL 4
RPUIR 45 X R BUAR BT T BEII S JR I, R/ st e ol B AR T 138 i 72 A ] REAS A
iREI5

[0249] W] A A ATk /A 0119 7 V) 2% A AT IR 98 AT

[0250] AR A K B )\ 5T, PEAS AR ARBT R BT 78 B4 G e AR AROR / B Tt IE i &
H R R R P AR IR R L 5 R ACAH L, B S B AH S B B K 25 5 B I
RGN / BB BEAL AR 25 & P IR Re ) AR 1

[0251] W] F 48 G bR AR & BH 28— 5 T R BT 18 (0 7 VA VPP AG AR AR RS AR 85 A R IR AR s A /
B IEAR B 45 S ) ) e

[0252] AR BHER )\ J5 T (1) J5 i n AT Mgt — 0 AR RO 98 43 1 1A% TR 7 T B & 4
BARBUAR BB B SRR 5)) UL RAT e FH A5 12 M % 1R 73+ I AL A A
i E M, DL — DA g A i o A M SR R AR AR BTk s BT B S 1 — D AT T
= 40 o [0 Wi T 2 2k AR AR AR B T B ISR B AT S s [ R AR A AR B AR A B
B il 25 % LT Bz AL &4

[0253] A</ BH A J\ 7 1 4 (a8 e A BH A5 J\ 7 T 9 5 549 21 800 45 21 (1) 722 AR B A 55
PO R B, B8 1A A B 85 )\ 5 TR 7 VA3 BB T 15 B 252 BT A A, AT
=i

[0254] A< B J\ 7 10t 4 (R A A BH A5 J\ 7 11 9 777 1549 21 5300 49 21 (1) 22 AR B A4 58
Ui B BUR I A R B\ 5 T 7 A AR BB AR B 22 BT A G,
T

[0255] (i) Bjjal FiBH R / BRiGIT IR FLal CBEE A [z R FERRAL B R AR AL AH
S PFIR B LB A

[0256]  (ii) FIURHBH bR/ SGT7 BIZR ki BRI s FH /)

[0257]  (iii) ok Ty, sl 1k akif T i L s LR N2 IR K -

[0258] 5 2, A A )\ T R AR FH AR S BH 38 )\ 5 T ) 75 54 31 80T 15 21 A2 44
PUARBHUIAR B, BOR A R B 58 )\ 7 T 7 245 BB A3 B 25 2% b2 A & WE
Hil& 25 &, ZA T
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[0259] (i) Bjyal Fiph A / 8RiGITIH FLa) (LR A [z R FERRAL 3 R LR AL AH
S PFIR B I A

[0260] (i) TR B abA / BRIR TR R IR g BRI A/ B8R

[0261]  Ciii) Bk FBHERXT, BB 1R SA YT IR Sl (LG A BIARE -

[0262]  [Rltk, AR B S )\ 5 T B AR AR A& 07 v, A F -

[0263] (i) Byik TR AL / BRIATTIR FLa (LRGN [ ke REREAL 2l R FERE AL AH
TR B ML T

[0264] (i) Syl K TR B 1A/ sia T Bl R IR ER S 5 F0 /B

[0265]  (iii) ok MBGENXT, BRI FLald (a0 A% 1A%,

[02661 1% /7 7 B K I A A B 38 )\ 7 T IR 7 2245 31 BT 45 B AR R Ak s b g i B
Sl R A R B 35\ 5 T 1R 77 V249 3 8T 45 B 1) 24 2 LT B2 (AL G i SV FL B sl
REMZE,

[0267] AR AR WL )\ J5 ARG / 8CH fe i AR vl 5 ik i B F 4101
SR AR ZE A B P2 PE R 52 AN R S UEE | T 2008 JR 9T 1T 28 PR « =i iR
MISEE « o e = g E « 5 FE ] e AR« I S M 22 Bk 0 B2 A 4E (PCOS).

[0268]  ELHH A

[0269]  BEELAHGK (PCO A FRARYE T ik 244 (1) B IR AR A o

[0270]
\N*‘ éfj
7 l\/\,o/ l \OH
0"

[0271]  BEEENRGRSS G4 2 Fa i 4 T B0k I B AR ARG 7, PUae 48 h (R B D IZE . W IA
Bl 38 73 ] AN M BRI MO T2k . OUIE I, SRR IR ARG 7 20 ph i B e 4 T 28044
[0272] AR W1k & R BRZKAL S0 R A SFLRSRIORL B A 42 8 o

[0273]  WEEEAHBESE S n] 5] 40 4 25 A i -PC 4554, ) an AR IM3E A 85 A (HSA)-PC 454
Y s8iEH - PC 4544 LI 85 A (keyhole limpet hemocyanin, KLH) -PC &5 545\,
A1 A & (BSA) —PC 4554

[0274]  7E PC &5 & 4E 4 th (R R0 45 22 20 AR 1 PC ISy, RIS FHATRATT A 38 R (R BS 42 o 1)
R 420 (140 A PR ) S 4510 5 5 70 (LY b, SO BEMEAL S D), B I — R IR IS, T 1R Ak
TR, NIV I i A 1, 6 R o, XU S, A G ik My L B U R R
TR ARG

[0275] oI5

[0276] ORI ifil B 5 2 e A A A PR T3 KRR AL S e R B K ZR A T S SO
JULASE ZE L O JLAE 28 GO 3D A S ANFR 8 B0 &9 B ik J8d Caneurysms ) 7 R ik 5 9
CCAD D« 5 TP o B 5978 5t L2 o T 4 AT B8 52 R oo BRI PEE AT s o UL I P o0 R TR 8 o0
JE 3 08 e A5 hE  JR A B Ik s (PADD | TR 8R PE B 4T (intermittent claudication). f& &t
Ji A ke ISR B A AL

[0277] A FH 55 B L E A A B IR NE A 45 -5 W0 I N M LA 6 7 B 7 10 I 5 )
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W, Flhn, W02005/100405 & US2007-0286868, Wy ) N 25351 LS 22 1) 7 R IF A A L.
[0278] [l JR 7% ER I

[0279] i A< B, RIASHH 28— 7 T DA BT iR v BOif T 807 (A 75 B A A R R 2K
B/5% N N (5

[0280]  W02010/003602 K 2 [ L) B 55 61/078677 Ut W] 1 48 H 55 WA 0t JIE Ak A ol I
AR SS G RN IR va T BRI LR 7R 2R e BRI , 9 I N A 38 LS 25 (1) 7 AR
S AR AT FH A — 5 I B UAR BB B BT BB 1R R i B 1 B A
2.

[0281] jﬁ lﬁi j‘fj‘?ﬁ

[0282]  AREARE s A B (H AR TAR 28 A 1 X B 2= e 25 M CIRSD L A B i <2 A R
FRTIMUREE « T ZR9BE PR« 1T R00E bR « s B IMLAEE < s E 9 = A0 v AL 2 A i i i S
ZFEME G0 EE (PCOS) M AH I o

[0283]  WO02012/010291 k—i e T Al FH 5 B IENR Gk A B AR 6 255 W0 O P B
RIGIT BIACH 5, FL N 2538 0 51 H I NS, AR Rl AT A — 7 i Pk sl bt v Boig
7 BT AR T R AT A

[0284]  ZIEFERITH[E—1E

[0285]  PHARAFEIR)THIE I 2 LU Rl — M p e W . 1 56, ff A BLAST2Sequences
(B12seq) FEfFEd—4c S IL 1% 541 51101 SEQ ID NO : 1 Hu#¢, BLAST2Sequences (B12seq) 7%
73k B &5 BLASTN2. 0. 14 i A< J2 BLASTP2. 0. 14 it A< ff] BLASTZ ¥ ML A<, It BLASTZ
LR A ] M3 [ BUR I K AR ARE B LMk (National Centre for Biotechnology
Information) ncbi.nlm. nih. gov 3545 . W] £E BLASTZ AT Mt 1) 15 BH SCAYS A 4k 31 o1 47 4
Bl2seq F&/7 M ULEH . Bl2seq ffi FHf BLASTP SHIETAT P4 2L 1R /7 41 (R I L 8. R T LRSS
WA IER ), Bl2seq BT EW N —1 W2 B & 7 LRI 2 —NEIER 75 (i,
C:\seql. txt) H3CHF s—j BB B & fir LB SR —ANREERRT 41 (T, C :\seq2. txt) HI3C
1 5—p BEEF blastp ;—o B BT AT T I SCAE4 (A, C :\output. txt) s BLZFFE HE ik
TUA IR B8 L ERIAEL o 81 4, mT A R AT 4827 28 50 P 4 2 JR 1 7 471 TR) L A8 1 i S <C
\B12seq—i ¢ :\seql. txt—j ¢ :\seq2. txt—p blastp—o ¢ :\output. txt. HIFW % LLE T
F) 3 S [RIPRE W) ZecHs e 1A SO S A A [R] MR X OR B XS Caligned) J741 . AR
LB IR ANAS = R T, W o i HH SO A S 2IRECX P41 — BLEEX, WA vk
AT F BIAEAE R AH R 1 IR B2 R B i A7 B 25 B kI DL AL I E -

[0286]  [F]—P 17 43 LU B I B AR EC 2R B B DL E 0740 b B 1) HH R S BE Bl i o Pl
F3{E 3R LL 100 W43 . 4, an i —4% 741 5 SEQ ID NO <A &1 Hi K17 41) (SEQ ID NO <A Z1) Hi ]
JPAK A 10O HITECEE 24 9, WiZ741 5 SEQ 1D NO A 41 H #7411 H A 90% (B,
9--10%100=90) 1) 4 L [/ — 1.

[0287]  Hiik

[0288]  A<S B UG A5 o BT RR IR TR “ B AR ki v B 0 25 S8 BE PR SARATRR A “Pi R
SEE D7 PR S S P Beal L g

[0289]  “HifA” Wl HaHFEL —mi sk BIE I 2 DA (D BE AWM (LD B, st i 45
G E A RS RE HERER] AR IR O SCRIRR D VHD R R e XIS 4 k. ik
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PEE X 3 X B CHL, CH2 fb CH3 4. B 45 425k Hi B n] AR X 3 (AR SCTRIFR A VLD K
R XS . R EE S XA | AN CL BT 2

[0200]  VH Az VL DX I AT FR 40 53 AR A BAME X (CDRD IR iR A] A2 X, A8 HLTA) A 4 SE AR ST
[ DX 3k FROMAE SR X (FR)) o R4S VH LR L0 HE 3 A CDR & 4 A FR, I A 2 A uify 2 R K ity %
DL R 5% HES) :FR1.CDR1.FR2. CDR2.FR3.CDR3. FR4. [AIFEHE, F4 VL — A% 3 > CDR
Je A A~ FR, He H 20K o 22 8 AR w4 LR 11K PHES :FR5. CDR4., FR6, CDR5 FR7 CDR6+ FR8.
T KRR AT AR S SR B 45 G X BUR I IE E X I A 3 S e Bk iR
F 510 RN T A, A E 2 M R Cn, ZUN 41D k& AME R AR
F—2H (Clg).

[0201]  ASCHATH IARTE “PLRG A X7 ZIRIUAR — PN AMR R w45 A PUR K BE
N B CEREKIUAR BT PATHARURS & DB . RBEIUAR“PURL S X
JITIER i B 456 BRI SE A B

[0202] (i) Fab F B, H A2 VL. VH. CL Az CHI DX tsif) sy a4 B

[0293]  (ii)F (ab’) 2 B, HUE G At T8 HEX (hingeregion) WA Fab
FrERI M B

[0204]  (iii)Fab’ v B, HoSLJ5 b A & B BEX 1) Fab ;

[0295]  (iv) FH VH &% CHI K3k fry Fd A B

[0206]  (v) FHPUARFEE K VL f VH RIS R Fy B

[0297]  (vi) HH VH XA ) dAb B

[02908]  (vii) 7B EH AN E X (CDR) 5 /%

[0209]  (viii)#KPifh (nanobody), o &G B — AR X B Je 2 AME & DX Bl i B R v AR
X

[0300]  HE—3EHb, B4R Fv A BERIPAS X3 VL & VH & f 0T (3 R 4w b, B2 AT ) m A
H A 7L IR A OB T 1T &, Frd B8 7 K W 3 2% o0 B 45 8 (1 o,
VL Fo VH DX s c 5 i 7 e B 0 1 CRR A B8 By (scFv)) o I8 BB FT A o RIE DT
“PURGE A5 Pk a5 o

[0301]  XURF B AN 2 IRAL K, 51 4% 2 INELHE DUTRIE 8B R T A2 (VID XI5
[F]— 22 kB (VH-VL) L 58 n] A8 (VLD X3, 3X 2efi 44 A BBk A A5 R A 52 B dn
[ WE AT 152, FLif L LS se B At Ry B A B

[0302] A “ o EPuak” a5 B BA AFRPUREE R PR Bk
(A, R S M 5 A TR FEL A 1) 270 B85 P Ak S L TR S M 5 5 R TR FEL i L A/ B BT JE I P14 o
UEAR, 43 BHUATT S5 B IS 4 ) SR/ B AE T

[0303]  ASCAMTHIATE “ B iDL 8l “ oo EPUAA SV &8 — 0 A kbt
KOy FHIEY . B TT B BTIR L B B s T 0 R e R P B — 5 B0 S I Rt Ak o

[0304]  RiE “ NIEALHUAR” Ta o rh AT AR B 53— WAL 3 A (i an /N 5O AP 211 CDR 7
G 2 NFAEBE X PP A ik . AT AE N SRHESR X P 41 rh ofill 2% 3 1 BIAE BRI f&: 4

[0305]  ARiE “Hk & PUiA” FRH R AR X BUFAIATAE B — AR e 2 X EUF AR AE B
N E TR N W W SRV P 5 2 7 A N E A N E R N TR N R A5 2 I e Y = NS/
HEFIRENS
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[0306] e‘j‘ Qﬂéﬁ /\El 3@

[0307] AR Z5VAGW ] BFEAR NS & & B 255 E a2 EURAT / sl
TEF, BTk 25757 ] RS2 Iac PR AT/ sl 7038 30 I =% 18 TI0E 1 25 24 3 AR AN A v 1) 245 5
BRI N AL HE o & ALA Y n] oA BB L IR TR =B N A BB 2o DUt hh, B0 T A & A0
2 R a S e b e e VAN o 1 e W e [ /A R (Y=

[0308] AR BH IR 250 41640 4 BSOS e B o) A 0 FH T 8 Il & ik P s Bk P IR P L UL
P S N B SR 25T, e il DAy HoR m st A o B T AT DO TE
IRESBIE I, TR & T Wi, 9, 6% 16 Sh Bl 2 0 DA i VRS Iy s
W (CSFYSEB . Ui W2, /K R T I8 A 22 pf (LIE Ky pH3 22 900 BRI 41 T 193 24 1l
T 77 1Y £ AT DL LA SR AN 52 28 Jn AR HE ) 255 AR 45 2 58 il

[0309]  ILSSHC Ty AT AL KM A AR K M 0 T SRV L RT A BLAEA R)  San ) H B
N AT ASTC 5 5 TIE $ 52 4 B ML B CSF 2833 I o 5 S /K I S AR /K M B V7 W, HonT A,
BRI BB o AT LA LA ) B T B S AR A T, 9 W B A, H
AT AT GRT (lyophi lised)) 41T, 1M B 75 A6 A% F RIS 0 JC B VR A, 3
T ST FH K o W I S VR B R PR VB RT AN T2 TR IR M S8 () I B A ORE B R SRIEA T i) 4% o
[0310]  Jli FH T~ (i NSRRI AR PR slibiie b BLva 7 A RE 2 T
FEACER BN 0,01 2 1000mg BT B (ol an, B T 35 7R E 45 0. 001
£ 20mg, 5140 0. 01 % 10mg/kg, UK T 0. Img/kg S/ 20.10.5.4.3 8L 2mg/kg, Hl U4y
Img/kg), LAHLIR B 73 IR B 25 24

[0311]  REEHAF P R B AL 38 2 1 08 B 0 A ArT I i 8 1 S o ) 1 i) o 25 DR o
R IR AR SN MR . FIR T E A P G BLEITE ] o 299, A7 AR 40 s BN &
SEAAE RS ) S5 JXAE () S 49t A6 70 A A BTG TR Y

B =135 RH

[0312] & | % Biacore IV 45 & T iPAL 45 6056 0 -

[0313] (@) M99-B05 (Htt 5 :W21573) (Kd=160+32nM), (O) M99-B05 (it 5 :W22595)
(Kd=148+8nM). P& LIz BT AR P AN ] ) 551)

[0314] & 2 Jy g ELISA & K454 PC-BSA HI4difk 1gG.

[0315] (@) M4-G02 (EC,=0. 14nM), (O)M73-G03 (EC,=0.91nM), (A) MI9-B0O5
(EC5=0. 11nMDo F¥i LIEEIA B, UA R 4 NS4 AN 3 ECy, (i 1E .

[0316]  [&] 3 2 CD45 [ 4l e NI B EE /N B = (medial ) 0.

[0317] DA 1% AHIE EE & 0. 05% AH B8 £ 1 v A ] 1t K2 s g o o £ i 2 2 TR 1y e ek
ApoEs3Leiden /R, LAG| A v fH B B MUAE . 40 3 B R R Ce Ja, REE /S BT B Ish ik A
Rl e sl ik EARFA ML B AEZR MR O IREH (Portex, WAE 0. 40mm, #M% 0. 80mm A2 K
B 2. 0mm). T8 0 RIF, £ 1P 78R T PBS [ 10mg/kg BEAHL —PCLgCG Hifk %5 T PBS
(¥ 10mg/kg PUEEFF AN ZE A216 PUIAEHA PBS KRB/ NR . FAJG 3 RS/ HET
EE RO ARSI, BRSNS B KA E R W (5 um), H T4
P AEESY o *p<0. 01, n=15,

[0318] &l 4 BN IKEE /)N BRI P S il ol o
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[0319] DA% 19 JH B EE K 0. 05% FH FR & 11 v IH [ B A van Mg o ok v % 2 IR 1) I
ApoEs3Leiden /MR, PG| & v fIH [ B2 E . 28 3 B A R e Ja , REE /D BT B sl ik A
BRI 5 I BN ik HAR AR M B AEAR 7 1 5 LB (Portex, A% 0. 40mm, #}% 0. 80mm & K
FE 2. 0mm). T FARJGH 0.3.7 & 10 KIty, 2 1P vEST K% T PBS ) 10mg/ke H4HHT —PC
IgG PR T PBS (1) 10mg/ kg PLAER S HI 2R A21C HLARBUA A PBS AE— Pk AL BE/ N Lo
FARJG 14 Rabst/h i BECN £ 1Rk DA IR, BE8 1Rk B2k
FIESEREWTIH (5 1 m), T2 GUL2EVE T o

[0320]  A. 3 NEIHR N TR (R Sk HR7R AL 1 LB o, Bk MO9-BO5 PR/ 51 A& 1 i
B 14 RIGIERI N LT

[0321]  B. WEREE Cum)?, n=10, *p<0. 05

[0322] & 5 9 H] ELTSA Il & [¥) MO9-B05 S8Z K1) PC &5 &3 1t -

[0323] (@) M99-B05 (EC,=0.28nM), (O) X19-A01 (EC,=0.42nM), (¥) X19-A03
(EC5=0. 54nM), (A) X19-A05 (EC,=0. 52nM), (M) X19-A07 (EC,,=0.62nM), ((1) X19-A09
(EC4=0. 58nM), (@) X19-A11 (EC.,=0. 97nM), (<) X19-C01 (EC4=1. 4nM).

[0324] [ 6 g HHT — W IEAE BT 1A G T2 ZH 234 2 e (74 VAR 10 N S8 30 kB A A A A2 4
pan

[0325] A RBNKSH AL AL A8 SO [R) 1E 5 4 2306 B 1 Biochain Human ¥R ZH28 . 4
RS 0.1 v g/mL AW ZE A MI9-B05 $T — BEBEARAY oG T ACHIFHE . W INeEa G5
2~ BRI AL YR (HRPD K HRP SR, il Boniit ik g G443, N HRP JRA ™ A H e
BRPURS G IAEE . [FIBOM RO RS 2456 CR B EHR .

[0326] &1 7 DBl KA 1 /)N BRI TS S

[0327] DA 19 JH [ EE K 0. 05% JIH [ 5k 1 e JIH [ e A vy g o o Me i %t 8 IR 1) I
ApoE*3Leiden /N, A5 | K5 A i HEL T st IE » 28 3 22 v R SR 12 )5 » RIS BT B i 3
ik FE) 6 i 5 st s ik ELAA A s b B4 75 M 23R 4G B (Portex, W42 0. 40mm. 412 0. 80mm
KA 2.0mm)e FFARJGE 0.3.7 M 10 KEF, 28 1P yE S K % T PBS W+ & Pifk M &
AN . FARSG 14 RAGE/ L HE T &8 PRSI AR, 3285030k
H B4 KA E SRS T I (5 1 m), ]l T4 48U E A 3 N IS S Cum) 2, n=10,
*p<0. 05,

K 51

[0328] A WIALE I 4 St 1) LARE — 25 Ui A A I K 48 A T 1T ASSTUSE AR 572 T i
SR BT A T EIBASE N T RN IR EBCARRT / B &4, FLAE A I 1) 5¢ T
HIs AR R, DRI R A DA ) ol S e PR DIC B S 5 3o AR, 25 S RIAC A O AL, AR AR
NG T il AEANE B AR 5 WY AR AR [ PR 00 1 5 mT DAAE 23 O I B AR S i ) b 1 22
AL IS BESRAS AR BER LU 5 4L

[0320] Iy A% JEE AL A JE ) i ik

[0330]  TEAT W BT 4R e 7s 16 9 K 2 7% 5y LA 265 5 oL LB 505 Fh 8 T 2 5 T oxLDL b B
TR B4 E PC PRI PC AR 28 RETE T 9 N SEPTE

[0331] @A H] S A i A HE (BSAD £ 411 PC LLRAEA IR IRIBI SO B R A 45 &
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[¥) PC K45 ST —PC PLIRIIIESE .

[0332] | ] ELTSA §ifi i Wik B 1 J 7 i 38 4 HH & SRk 3 4k 45 & PCBSA I/ MAIE B 44, HLik
H Chits) AT DNA I 7 DA% e e e DU B DI 51200 8 BRI A0 B 20 4 #  1eGo
TERAT AN R0 B R s FE IR B )T S e 28 41 NN TeGo X EEHTAR R TER
FH ELTSA i 26 = 4L 10, 660 AN [ (05 1 46 b b i S8 2 1%, 2erb A 1, 511 4> ELTSA F PR oo
[0333]  ELISA i+ X LER 2 i H s b R, PC-BSA) A £/0 L 55 5 GEE R &
WATHIND K 3 RIS

[0334]  {EJNJF 1, 511 A~ ELTSA BHPEEA H-4 Bk i B 0 i 74 b JE7R 18 Fab J7 B # o 5¢
2 N TG T, A 56 254 PC RIASFIBL AR F 41, Hor 26 4K B 85— M R kE (phagemid)
JE L 30 A~k B 5 AN R A S

[0335] 1gG E#Y (reformatting). ik K4l

[0336]  JLALATF T MIERE 1A L REZR I Fab B4 4K TeG Jia [ 56 DFiR A 1) 40
s,

[0337]  #fil#5 FH T8 LG 1) DNA FREE 422 NRFIE 2931 40, LAAE 10 RIFFHREBGR )G
R 774 TgG. #8115 A Sepharose (MabSelect) 2k FH T RSMF G 186G IR L2
T PBS.

[0338] DL # [ )it A Sepharose 24k 7l & A T4 Py 560 14 TG, Bl J kAT 20 B0 R Bk i
(gradientelution) HJPH B T2 (Poros HS). TilE FH T AW R4 1 TG P& 1 2% 1 57)
B DAL 7 5 i (0. IM AT AR IR £ — W IR £h . 50mM NaCl.0. 01%Tween—80. 2% i ¥ B,
pH6. 000 LAAEALAE S TE 280nm WS (1mg/mL=1. 40. D. > M E P AR

[0339]  A&4MAEK

[0340] 40 A TG 7E—3% i (ARSI MA LS h AT I LA % e BA Pl B o fk . 3K 1 845
THEAN 166 PU — BEBEALmPT IR 145 A 1 i

[0341] 32158 =41 (A 7D S it R AT A s b0 22 [8 7 7 96 FLARGR [ 1) PC-BSA [#) 15. 6ng/
mL1gG 173 2[#) ELISA {55« ELISA {55 >1 BIPUIARTIUN N A B s & k.

[0342] 3K 1 25 =% (B FD B PRy S FIm e F AL RS i BRI
WEAH AR {5 F Biacore3000 {1 #8542 K H %5 & T LIRS I 45 & I A3 B H{5 5 - Biacore /7
S, MBI E G E

[0343] 3Kk 1 SEVUAI) (C F1D 1 i I 58 25 A L ] o i) 2 My 1 00 7 B A% B Tk L g
R S M I 56 5 S, S O H R (B C B IR AR R &2 BSA BUAEAR IS &R T —
WeHIREE A B T 0 T 5 45 A A A R I IRA —FE L SR 47 . IR e AR o BA AR
69T PERI BT — BEE AL T4

[0344] 3K 1 551040 (D F1D S gh T Hrikdisl w4 Mol oxLDL HIfe ) ks 25 54, Bk
SN RO EL oxLDL A0 M 28 4E 1 - 39905 27 H S S0k 40 M i 2 il o T8 A FH 2 e 154 1
oxLDL\7E 80 1 g/mL SZIMBTIARAFAE S AATAE T 80 2 40 i A 00 s & Je ) 48R o AE RS
SEE TR, A8 100 1 g/ml SES ALY TeM BT -PC £ TaEHUIRVE A P ME X IR . 15200 50 7o [
PUARAFAE T HEHUR oxLDL 5 ' i I & ik DL 22 S BEHURAFAE NS B 98t &, SR )5 e LA
100, (R, KT 100 FIE{E R 80 1 g/mL < FE (1) 54 v BEHTAARLEFD ] oxLDL $EX I EL R EY
A AZRIME IR N 100 1 g/mL ({2 FTFEHT -PC B8 2. AU, & T 100 R B BT
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AN Z i fEDT -PC H L.

[0345] W BEA DU HIFRE L5 2 sofEHi —PC X BARIsE4F . s, e 2IEL
ANHUAARIEE A M R) oxLDL 48, 3X 72 IS T 1% 4E (1ead selection) FERRXLEEHLAR 1
o

[0346] 3% 1 FeJma—41 (E D Wik TeG N4 &4 oxLDL BRRSA LDL 2 — (] 96 FLAR
[RIFLH 1S 2 ) ELTSA #5045 . MBI A 2B 7R 45 4 oxLDL [ ELTSA 15 5 R LU LDL
MBS SRS T3 1. B BH, 5 LDL AHEL, FELehi /A2 oxLDL [ SELFfIZE A4
[0347] 3 1.4 N 1gG $L —PC PUIAL & 1k i 45

[0348]  JiT A HI) T A%

[0349] A FJFH ELISA #:3(#) 15. 6ng/mlAb 5454 T BSA [#) PC {454 (0D)

[0350]  B) FH Biacore il [t 52 ZE 43 PC (1454 (RU)

[0351]  C) FH Biacore il 5 & E KL ERE THE A (RD

[0352] D) 4F 80 1 g/ml Ab {£4E T~ EWEAN MO 1 4 b oxLDL $EEK (a)

[0353]  E) | ELISA &l 5 oxLDL % 5 LDL fI1454 (oxLDL /5 /LDL{5%5) (b)

i ID A B C D E
[0354]

M0004-B02 | 1.24 366.4 386 233.3 6.7

M0004-C02 | 0.11 448 0.2 93 1.2

M0004-G02 | 1.23 1028.5 15.7 nd 8.4

M0007-H10 | 0.49 415.8 2.7 105 0.6
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MO009-A06 | 0.48 912.1 25 80.5 2.8
MO011-FO5 | 1.56 44736 | 155.6 547.5 10.3
M0024-B01 | 0.26 nd nd nd 7.1
MO0026-H05 | 0.03 16 17.8 73.7 14
M00Z7-H05 | 0.03 3.3 14 79.3 K
MO028-H05 | 0.03 1.8 5 86 06
MO0029-H05 | 0.08 nd nd 370 09
MO0030-H05 | 0.02 19.1 328 nd nd
MO031-HO5 | 0.03 21 02 81 1
M0034-G12 | 0.84 462.3 14.6 78 nd
MO035-E11 | 0.14 45 2.1 68 05
MO039-H05 | 2.73 5.4 2.1 80.4 0.7
M0042-G07 | nd 2.9 2.3 93.7 0.8
M0043-D0S | 1.24 172.7 2.1 1310 16.8
MO0050-H09 | 0.22 2791 7 715 nd
M0073-G03 | 0.18 46.3 19.9 511 12
MOO77-A11 | 0.26 836.3 13 786.4 0.7
MOOB6-FO2 | 0.99 14 126 1315 nd

[0355] M0086-HO1 | 0.41 512 49 85 7
MO086-H11 | 1 A1 0.9 74 nd
M0097-B04 | 0.22 109.5 05 98 13
MO0097-B05 | 1.01 699.6 32 80 11
MO09S-B05 | 1.03 52193 | 233 71 15
M0099-D11 | 0.03 170.7 86 560 2.1
MO100-A01 | 1.53 75328 | 39347 |nd K
MO102-E11 | 0.02 16 13 83 nd
MO108-H03 | nd 5307 45 nd 1.1
M0126-A04 | 0.03 34.2 8 nd 28
MO126-F10 | nd 329 83 nd nd
MO126-H08 | 0.03 114.3 566.1 98 nd
MO127-A09 | 0.03 18.2 8.7 160 16
M0127-B07 | 0.05 16.3 T 67 nd
MO127-E06 | nd 21.9 42 nd nd
M0127-E07 | nd 15.4 6.2 nd 18
M0127-F01 | 0.02 96 36 77 nd
X0009-A01 | 0.23 198.1 2 95 15

[0356]  a) EW&di ¥y OxLDL L. 5T T A74E B AR THP-1 BLA% 40 g (ATCC, 36 ED 11

B Dil-Arid (1, 17 - X/ \pedE -3, 3, 37

35
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Cu— AL LDL ¥ #EHL CoxLDL, IntracelCorp, 32D, ik H RPMI & 10%FCS H1 (1] 100nM
PMA (Sigma-Aldrich)FE % 24h M5 R4, 2 )5 BHIEFREIF LA M B & 48 /s
SNJE A 5 FriR PR T 37T°CHEFE 50 &2 60 738P. 2S5, N 20 1 g/ml oxLDL JF4k 405 &
5 /NI B E RIS, FHUKYA [ PBS/0. 2%BSA PR 4 Mo vk IF FH PBS YES:—K. {58 2%PFA
[ PBS iR . A 4% Cell Quest FAFM FACS Calibur BUSEHE I Hr. BAFE
rdse /D43 B 10, 000 N4

[0357] b) OxLDL ELISA. 4 hLDL (Kalen Biomedical#770200-4). oxL.DL (Kalen
Biomedical#770252-7) CRE/NZLEE P LL 10w g/ml IR & 100w 1/ FLIAAFI T 4°C
A ERAT T ELISA AR (Tmmulon2HB) . Z 3 T BL 1%BSA ¥ (300 1 1/ £L) & AR A~/
o YRS RS i difk (100w 1/ 4L 525 22 100nM) TEIRIFE 1 /. FAEEE AP [
2P P (ThermoScientific#31316)LL 1 :5000 FkE ) LA 100w 1/ FLEA N E VRS G I
SR T =0 E L /hE . IAKINF (ThermoScientific#37621) (100w 1/ #L)FF 7.8
T 30°C % 405nm LLENZASHE A (kinetic mode) :4K. LA ODoxLDL/ODLDL &7 & 5 .
[0358]  FIH SPR /4 #TH -PC TgG 5 PCHIZES N

[0350] L Af H Biacore I 55 & T AL 4R (SPR) A= WAk kA3 T 1k 45 A PC 1) 1gGo &
FLIRFELBETEAH A, (Biosearch Technologies) i id i B8 & FE (B HBEE CM5 .5 A I — i slih
(flowcell ), {FZFFEA 120RU, K2 FEMy B T REL R AH R OM5 &5 F 19 3 — M shith, fi %5
FEAZ) 120RU. K PC-KLH £ PC-BSA Ik 22 OM5 &5 F IIAS [FIEahith o

[0360]  FEANFAIE GG T A A B A [ @ 1) PC (X L3 1H, DL 100nM A2 50 u L/min 5Bk
15314t G4 (sensorgrams). T LA 50 v L/min {8 AN [F ¥R FE P AR L 2 I it T
M99-BO5 ISR G ) o HUAXT I & PR AR I PRIHE R 36 (fast on rate) RPRIHF &
MK (fast offrate), HEAG AT AL BRI FAF AT E W ko, M Ko 1

[0361]  HA/m v 5 45 TR I P 0 52 81 1) B AN B AR IR BE A5 5 TP AR 9K B2 22 L 4 1 5080 U
A RFREXR S P ir g & 7R (B D Wl 1 iR, M99-B05 BLZY 150nM [ Kd 454
GILIEIE PCo PIANIIIR I 1 2690 HLAT 40 160 Kd (B4 Rmax (e KD AN[E] . b2 i
SRR PUA R ZM Kd {E AT PABRAN AT DR AE S A B S BB RIS S T o

[0362]  4iAL¥HT —PCIgG 1) ELTSA fifi ik

[0363] i@k PC-BSA [ ELTSA ik T 454 PC HIZHALIY TeGo LG b Ed LA HE A,
S EC50 11 (B 2),

[0364]  HDifill oxI.DL 5| A 1] MCP—1 [ A 4% 40 i (1 B¢ 1il

[0365]  JIRZ AL A BE W v &Y. oxLDL I M B 5 8% 40 OB G AL R+~ MCP-1 [ RE 7. 4
K 2 iR, M99-B05 X FHIT oxLDL 5| % [ MCP—1 B JBAE A 4. MehifkLL nM JE [ P 1) 1C,,
55 7 MCP—1 [RIRE T

[0366]  MCP-1 & 5% J7 HIAE 2 PR M4k IR 5, FLAE 3 2 bk o8 0 A A 9 A2 38 A7 14 (3 48 B v A\
(Reape f1Groot. 1999. Chemokines and atherosclerosis. Atherosclerosis147, 213-225),
VR R B P G R ToG BB R S5 A ER A2 R BRI oxLDL 51 ¥y MCP-1 H 5 4% 41 i 1)
B CR B EHRD

[0367] 3K 2.$t —PC #llfi] oxLDL 5| A& ) MCP-1 H A2 B A% 40 N i) 3 Wk

[0368]
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M99-B05 [f] IC,,

Ak 1 1.8+0. 74nM

A 2 1.340. 7oM

[0369] [ AU I 43 5 B A% 40 MO I 26 A7 A6 5B/ 10pM 2 40nM $T -PCTgG 115 W R LA
21 g/mL BIAEAL I oxLDL HIFL A AZ AN M . S RLfs F i B MCP—1 555 Mk BLTSA 57 &2 &4
o 355 FEFE P ) MCP—1 7K -

[0370] BB /RBiik (M99-B05) &5A AR FEAEIL AL (B 6D

[0371] AL

[0372]  FEFH FIHIRINES A B ARSI (K ThREPE AL A, 3 — 25 LUl R 3 ik 4 9 14
PRSI ES T B4k MA-G2. M73-G03 % M99-B05.,

[0373]  Jh/N ERASS RSN S E N N B2 R 2R (BT, FP B (media)) IR 2 SE 40 BRI » 2% S E 41 i
WA =Y BGibU=wis 4 r il ==t R At ) i SIS T WA RN S R I DA IR D N
3 B2 A H MI9-B05 Ji/b IR P K T2, MBI PR 2 g ih 2% L B 0. AH s,
R SLAER AN G A M T B AR AN SR i D REPE FR A A, MA-G2 B M73-G03 3K Z7s Ee X}
WHUAR FR A “HulgGla—A2” WIPTHERF R AEE A21gG) H L4112 b 5 2 i FFHK.

[0374]  Jx BN FFAR TCHA 21 BB B 7 I 2 AR 73 A o 55 M4-G2 Je M73-GO3 EL 4t M99-B05
(YR MURE R o X UE B AR S BH R0 JF AN RE U BT —PC SLAR BRI 380

[0375] (Rl LA/)S BRI/ P A2 2 RS R0 56 MO9—-BO5, . r i 1o 7 e 2 ik Bl s 5 5 1
WE| RAGE, BT R HEAT 14 RITAR 3 Ko R HALLE s &, Sk aE BN
W22 3 1) 52 S i sh ik I A b 2 I S (B 4) . KT 4 B 55 H M99-B05 8 25 kI &4 5
R I A i () LA RS R 3 E— D UE B M99-BO5 TE 14 P2 iRy 2K o

[0376] Fa Nk e P AR R ) T

[0377]  M99-BO5 HUA (1) B S B ] A2 DX I I 2 SE IR S 41) 73 BT 48 08 T SR IR AR, DAR%
B TT BE 1) G0 338 SR I I8 T PR R IE S ik I TR) W] e & 2B I RBUER (K = R 151

[0378] AR R T A A Kabat % 42 Le X (1) AT AR DI 1) 22 25 1R 7 41 Fn AL i %
FEAIR PR DU A o R P ARER I B2 PR T il & A L BE 20 i R I S S R,
% T B BT RE M DG BERZ AL AT A (CHCDR3 R 88D (154K AN, BT A i 2e 35y m] RE 5 | m] il
[T (AT AR e MR R .

[0379]  M99-BO5 [1] 575 1A

[0380]  X19-A01 Z&7F t& H A 5 Bf 4= Y M99-B05 [F] £ 1) B8k A B R 741, H 2
M99-B05 A2HEH I 5 — M2 S5 IR (B 2 BEND 4F X19-A01 Fk 5%, LLSE AP HTCELFF R 741
[0381]  X19-A03 AR T4 g i A% T VH3-23 . JH3 4% I VK4-B3. JK1 B4Rt 274
1M & 562 P R AU, 176 5P AR X AE AR X 1 (CHV-FRLD "y 4 A KT 2 R
(F) DLR ] REAERIA S Al 9 1R) FRA 2 s B RS A i s B R B (R MR 5D o RN
M9O9-BO5 FLARTLEAR X T Fh R P4 i HV-FRT (R # A MR F ZER. % FEAALE
ik ERGL RN R P51 3 o] REBUD R S SR R ) o (R dE A RSN PC 455 G DL T, fa gk
X19-A03 SAZ PRAT HAT A BR F 4 A LASME A He B R o I8 AR 8 M 542 AR 7E HV-CDR3
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HEH G2 A RRAR, FAT ISR DA IR TE I IR BEHZ AL AL 55 (NGD J2 LV-CDR1 1) N 22 Q
AR AR B o5 — N TE B IR R A A7 53 o

[0382]  X19-A05 FEALAKIK] P 41) & A A R B, HoA & HV-FR1L 4 A/ F A E MR
Ao X19-A05 LA Ay A% St 5] Fr 7 A 1 B 4 o R ARG A A v M 57 IR M — S AR AR A%
[0383]  X19-Al1 Sk BA 5 X19-A01 AHIRI 741, {H 2 7E HV-CDR3 " AT AN C 22 S 1)
B AR B TR AT TE 1T 1 DX it e

[0384]  X19-CO1 AFF AL A FHAN HA C 2 S BURHIAR 2 M RARAK, IR IR i
Al LR PR AT AR BEREBR) A X19-A03,

[0385] £ 3.M99-BO5 BB AL

[0386]

M99~BO5 EVQLLESGGGLVQPGGSTRLSCAASGFT-SEYWMHWVROAPGKGLEWVS
X19-A01 EVQLLESGGGLVQPGGSLRLSCAASGET - S[CYWMHWVROAPGKGLEWVS
X19-R03 EVOLLESGGGLVOPGGSLRLSCARSGFT-SGYWMHWVROAPGKGLEWVS
X19-A05 EVQLLESGGGLVQPGGSLRLSCAASGEFTFSGYWMHWVRQAPGKGLEWVS
X19-207 EVOLLESGGGLVOPGGSLRLSCAASGFT~SGYWMHEWVROAPGKGLEWYS
X19~A09 EVQLLESGGGLVQPGGSLRLSCAASGFTFSGYWMHWVROAPGKGLEWVS
X19-A11 EVOLLESGGGLVQPGGSLRLSCAASGET-SEYWMHWVRQAPGKGLEWYVS
X19-C01 EVQLLESGGGLVQPGGSLRLSCAASGFT~SGYWMHWVROAPGKGLEWVS

ok ko ke R R R Rk o ok ok ok ok ok ok
M99-B05 [YISPSGGGTHYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAR
X19-A01 Y ISPSGGGTHYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAR
X19-R03 Y ISPSGGGTHYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAR
X19-A05 NISPSGGGTHYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAR
X19-A07 NISPSGGGTHYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAR
X19-A09 N ISPSGGGTHYADSVKGREFTISRDNSKNTLYLOMNSLRAEDTAVYYCAR
X19-A11 NISPSCGGTHYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAR
X19-C01 [ ISPSGGGTHYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAR

e dedode e Fedke e W ke Sk ok ok Sk R kR K e ek Sk KT e ok ke ek ok kR R Rk Kk ok R
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M99-BO5 WRERSVCSNGVCRPTAYDAFDIWGQGTAVTVSS SEQ ID NO: 3
X19-A01 VRFRSVCSNGVCRPTAYDAFDIWGQGTAVTVSS SEQ ID NO: b5
X19-A03 PRERSVCSNAVCRPTAYDAFDIWGQGTMVTVSS SEQ ID NO: 7
X19-A05 [VRFRSVCSNAVCRPTAYDAFDIWGQGTMVIVSS SEQ ID NO: 1
X19-RA07 [VRFRSVCSNGVCRPTAYDAFDIWGQGTMVTVSS SEQ ID NO: 9
X19-R09 [VRFRSVCSNGVCRPTAYDAFDIWGQGTMVTVSS SEQ ID NO: 11
X19-A11 [VRFRSVSSNGVSRPTAYDAFDIWGQGTAVTVSS SEQ ID NO: 13
X19-C01 [VRFRSVSSNAVSRPTAYDAFDIWGQGTMVTVSS SEQ ID NO: 15
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M99-BO5 QDIQMTQSPDSLAVSLGERATINCKSSQSVEYNSNKKNYLAWYQOKAGQPPKL
X19-A01 -DIQMTQSPDSLAVSLGERATINCKSSQSVFYNSNKKNY LAWYQQKAGOPPKL
X19-A03 -DIVMTQSPDSLAVSLGERATINCKSSQSVFYQSNKKNYLAWYQQOKPGOPPKL
X19-A05 ~DIVMTQSPDSLAVSLGERATINCKSSQSVEYQSNKKNY LAWY QOKPGQPPKL
X19-A07 -DIVMTQSPDSLAVSLGERATINCKSSQSVFYNSNKKNY LAWYQQOKPGQPPKL
X19-A09 ~DIVMTQSPDSLAVSLGERATINCKSSQSVEFYNSNKKNY LAWYQOKPGQPPKL
X19-A11 -DIQMTQSPDSLAVSLGERATINCKSSQSVFYNSNKKNYLAWYQOKAGQPPKL
X19-C01 -DIVMTQSPDSLAVSLGERATINCKSSQSVEYQSNKKNY LAWYQQKPGQPPKL

dde kv dedkod ok kR ok e koo gk ko kool ok Sk ko Rskeke . *************.******

M99-B0O5 LIHWASTRESGVPDRESGSGSGTDFTLTISNLOQAEDVALYYCOOYFNAPRTF

X19-A01 LIHWASTRESIGVPDRFSGSGSGTDFTLTISNLOAEDVALYYCOOYFNAPRTIE
X19-A03 LIYWASTRESGVPDRFSGESGSGTDFTLTISSLOAEDVAVY YOQOYFNAPRTIF
X19-A05 LIYWASTRESGVPDRESGSGSGTDFTLTISSLOAEDVAVYYCOOYFNAPRTIF

X19-A07 LIYWASTRESGVPDRFSGSGSGTDETLTISSLOAEDVAVYYCQQYFNAPRTF
X19-A09 LIYWASTRES|GVPDRFSGSGSGTDFTLTISSLQAEDVAVY YCQQYFNAPRTF

X19-al1l LIRWASTRESGVPDRFSGSGSGTDFTLTISNLOAEDVALYYCQQYFNAPRTIE
X19-C01 LIYWASTRES|GVPDRESGSGSGTDFTLTISSLOAEDVAVY YCQOYFNAPRTIF

**:***-ﬁ\r***********************’ *******:*************

M99~BO5 GQGTKVEIK SEQ ID NO: 4
X19-A01 GOGTKVEIK SEQ ID NO: 6
X19-R03 GQGTKVEIK SEQ ID NO: 8
X19-A05 GOGTKVEIK SEQ ID NO: 2
X19-A07 GOGTKVEIK SEQ ID NO: 10
X19-A09 GQGTKVEIK SEQ ID NO: 12
X19-Al1l GQGTKVEIK SEQ 1D NO: 14
X19-C01L GQGTKVELK SEQ ID NO: 16

*kkidk kokEk Kok
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[0393]  M99-B05 ZE7{A[K] PC 454
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RAPRRIE (X19-A11 f X19-COD FSE PR T o5 o ISP P2 IR VR FE T 23 T e — it
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[0395]  M99-B0O5 % X19-A05 [K]4A N 1%k B 45
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