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METHODS OF TREATING CHRONIC PAIN

This application is a continuation of U.S. patent applica-
tion Ser. No. 13/892,121 filed on May 10, 2013, now aban-
doned, which is a continuation of U.S. patent application Ser.
No. 13/623.206 filed on Sep. 20, 2012, now abandoned,
which is a divisional of U.S. patent application Ser. No.
12/920,621 (now U.S. Pat. No. 8,293,239) filed on Sep. 2,
2010, which is a National Stage Application under 35 U.S.C.
§371 of PCT/IB2009/050852, filed on Mar. 3, 2009, which
claims the benefit of U.S. Patent Application No. 61/033,558,
filed on Mar. 4, 2008.

REFERENCE TO SEQUENCE LISTING

The instant application contains a Sequence Listing which
has been submitted in ASCII format via EFS-Web and is
hereby incorporated by reference in its entirety. The sequence
listing contains no new matter. Said ASCII copy, created on
Dec. 11, 2015, is named 44306702303USL.txt and is 28,591
bytes in size.

FIELD OF THE INVENTION

The invention relates to an anti-CGRP antibody for use in
the prevention and/or treatment of chronic pain and/or symp-
toms of chronic pain, and to a method of treating and/or
preventing chronic pain and/or symptoms of chronic pain
using an anti-CGRP antibody.

BACKGROUND OF THE INVENTION

Chronic pain is a long lasting pain that persists longer than
the temporal course of natural healing of the underlying caus-
ative injury or disease. It serves no beneficial or protective
function and an estimated 2.7 million people in the UK are
invalided due to chronic pain conditions.

Cancer pain is one of the most common types of chronic
pain and demonstrates nociceptive components due to
tumour growth and neuropathic compenents due to tumour
induced nerve damage. It further involves structural damage,
nerve entrapment and damage, inflammatory processes
which lead to the disruption of normal tissue metabolism, the
production of inflammatory prostaglandins and cytokines,
and tissue damage.

To date, the main analgesics employed for treatment of
chronic pain are opiates and non-steroidal anti-inflammatory
drugs (NSAIDS). Both classes of drugs can produce severe
side-effects; NSAIDS can cause gastric ulceration and renal
damage, opiates can cause nausea, constipation, confusion
and dependency problems. Opioids fail to produce pain relief
in all individuals suffering chronic pain, even at high doses
and development of analgesic resistance to opioids compli-
cates their utility for long term therapy. In particular cancer
pain treatment requires the use of unacceptably high levels of
opiates bringing with it side-effects and at least 20% of
treated patients still have uncontrolled pain.

Accordingly, there is a critical medical need to identify new
pharmaceutically active compounds that interfere with key
steps of the chronic pain process and particularly for the
treatment and/or prevention of chronic nociceptive pain and/
or symptoms of chronic nociceptive pain.

Surprisingly we have found that administration of an anti-
CGRP antibody is effective, with a peripheral site of action, in
the prevention and/or treatment of chronic pain and in par-
ticular chronic nociceptive pain such as cancer pain.
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CGRP (calcitonin gene-related peptide) is a 37 amino acid
neuropeptide which acts as a neurotransmitter in the central
nervous system. It binds with high affinity to the CGRP
receptor, Calcitonin receptor-like receptor (CRLR), activat-
ing adenylate cyclase and protein kinase A production.

Centrally penetrating spinally administered, small mol-
ecule selective CGRP antagonists have been shown to be
usefull in the treatment of neuropathic and nociceptive pain
conditions (Adwanikar et al, Pain 2007) suggesting that
removal of endogenous CGRP in the spinal cord has an anti-
nociceptive effect. Additionally intrathecal administration of
antiserum against CGRP has been shown to reduce nocicep-
tive behaviour in rodent models of arthritis (Kuraishi, Y., et. al
Neurosci. lett (1998) 92, 325-329).

Surprisingly we have found that administration of an anti-
CGRP antibody is effective, with a peripheral site of action, in
the prevention and/or treatment of chronic pain and in par-
ticular chronic nociceptive pain when administered peripher-
ally. This peripheral administration route provides a distinct
advantage over the requirement to administer antibodies
intrathecally or spinally, a more high risk and inconvenient
procedure.

BRIEF DESCRIPTION OF THE INVENTION

The present invention provides the use of an anti-CGRP
antagonist antibody for the manufacture of a medicament for
the prevention and/or treatment of chronic pain and/or symp-
toms of chronic pain, wherein the medicament is prepared to
be peripherally administered.

The present invention further provides a method of preven-
tion and/or treatment of chronic pain and/or symptoms of
chronic pain, in an individual, which comprises peripherally
administering to said individual a therapeutically effective
amount of an anti-CGRP antagonist antibody.

In one embodiment, the anti-CGRP antagonist antibody
acts peripherally on administration.

DESCRIPTION OF THE FIGURES

FIG. 1. Effect of antibody G2 on mechanical hypersensi-
tivity to 8 gram von Frey stimuli in a bone cancer pain model.
MRMT-1 injected rats were treated with antibody G2 or
vehicle (PBS+0.01% Tween20) at day 9 post surgery. Groups
were healthy throughout the post-operative period at all
times, shown by increasing post-operative weight gain (data
not shown). Data are mean+SEM of 7-9 rats per group.
*p<0.05 versus vehicle treated group at each time point.

FIG. 2. Effect of antibody G2 on mechanical hypersensi-
tivity to 15 gr von Frey stimuli in the bone cancer pain model.
MRMT-1 injected rats were treated with G2 or vehicle (PBS+
0.01% Tween20) at day 9 post surgery. Data are mean+SEM
0f 7-9 rats per group. *p<0.05 versus vehicle treated group at
each time point.

FIG. 3. Effect of antibody G2 on ambulation measured by
rota rod. Two end points were explored. The latency to fall as
measurements of compound induced impairments in motor
co-ordination (A), and rota rod score, as measurements of
ambulation evoked pain (B) in the bone cancer pain model.
MRMT-1 injected rats were treated with antibody G2 or
vehicle (PBS+0.01% Tween20) at day 9 post surgery. Data
are mean+SEM of 7-9 rats per group. *p<0.05 versus vehicle
treated group at each time point.

FIG. 4: Binding assay data demonstrating antibody G1
inhibits the binding of a-CGRP to the CGRP1 receptor.
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FIG. 5a: serum level of anti-CGRP concentration (ug/ml)
vs time after IV administration of 10 mg/kg, measured by
anti-IgG ELISA.

FIG. 5b: serum level of anti-CGRP concentration (ug/ml)
vs time after [V administration of 10, 30, 100 mg/kg, mea-
sured by anti-IgG ELISA.

FIG. 6: Alanine scan using a C-terminal CGRP fragment
(CGRP 25-37; residues 25-37 of SEQ ID NO: 15). The
change in affinity is expressed in fold loss of affinity and
which shows that anti-CGRP antibody G1 binds to the C-ter-
minal region of human a-CGRP.

FIG. 7: Solution competition by Biacore: CGRP, CGRP
fragments or peptides related in sequence to CGRP were used
to determine the specificity of antibody G1.

FIG. 8: CGRP sequences from human, cynomolgus mon-
key. rat, mouse, dog and rabbit. Non-conserved residues
between species are underlined, the epitope of antibody G1 is
in bold (SEQ ID NO: 15, 16, 17, 18, and 34-33, respectively,
in order of appearance).

FIG. 9: Data showing G1 inhibits neurogenic flare in the
skin starting from 90 min post-treatment. G1 was adminis-
tered by intravenous administration (1 ml/kg). Data are from
6-8 or 13 rats per group. *p=0.05, **p=0.01 vs vehicle (phos-
phate buffered saline) treated group at each time point
(AVOVA).

Table 1: Kd and IC50 of anti-CGRP antibodies measured at
25¢ C. against human c.-CGRP [muMab7E9=murine precur-
sor of G1. Its K, for rat f-CGRP=1 nM. RN4901=murine
tool, recognising same epitope as G1 but showed same affini-
ties and selectivity in rats (f-CGRP K,=17 nM);
Gl=antibody humanized from muMab7E9 (K, for
rattJB0CGRP=0.1 nM).]

Table 2: G1 binding affinities as determined by Biacore

DESCRIPTION OF THE INVENTION

General Techniques

The practice of the present invention will employ, unless
otherwise indicated, conventional techniques of molecular
biology (including recombinant techniques), microbiology,
cell biology, biochemistry and immunology, which are within
the skill of the art. Such techniques are explained fully in the
literature, such as, Molecular Cloning: A Laboratory Manual,
second edition (Sambrook et al., 1989) Cold Spring Harbor
Press; Oligonucleotide Synthesis (M. J. Gait, ed., 1984);
Methods in Molecular Biology, Humana Press; Cell Biology:
A Laboratory Notebook (J. E. Cellis, ed., 1998) Academic
Press; Animal Cell Culture (R. 1. Freshney, ed., 1987); Intro-
duction to Cell and Tissue Culture (J. P. Mather and P. E.
Roberts, 1998) Plenum Press; Cell and Tissue Culture: Labo-
ratory Procedures (A. Doyle, J. B. Griffiths, and D. G. Newell,
eds., 1993-1998) J. Wiley and Sons; Methods in Enzymology
(Academic Press, Inc.); Handbook of Experimental Immu-
nology (D.M. Weir and C. C. Blackwell, eds.); Gene Transfer
Vectors for Mammalian Cells (J. M. Miller and M. P. Calos,
eds., 1987); Current Protocols in Molecular Biology (F. M.
Ausubel et al., eds., 1987); PCR: The Polymerase Chain
Reaction, (Mullis et al., eds., 1994); Current Protocols in
Immunology (J.E. Coliganetal., eds., 1991); Short Protocols
in Molecular Biology (Wiley and Sons, 1999); Immunobiol-
ogy (C. A. Janeway and P. Travers, 1997); Antibodies (P.
Finch, 1997); Antibodies: a practical approach (D. Catty., ed.,
IRL Press, 1988-1989); Monoclonal antibodies: a practical
approach (P. Shepherd and C. Dean, eds., Oxford University
Press, 2000); Using antibodies: a laboratory manual (E. Har-
low and D. Lane (Cold Spring Harbor Laboratory Press,
1999); The Antibodies (M. Zanetti and J. D. Capra, eds.,
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Harwood Academic Publishers, 1995); and Cancer: Prin-
ciples and Practice of Oncology (V. T. DeVitaetal., eds., J. B.
Lippincott Company, 1993).

DEFINITIONS

An “antibody” is an immunoglobulin molecule capable of
specific binding to a target, such as a carbohydrate, poly-
nucleotide, lipid, polypeptide, etc., through at least one anti-
gen recognition site, located in the variable region of the
immunoglobulin molecule. As used herein, the term encom-
passes not only intact polyclonal or monoclonal antibodies,
but also fragments thereof (such as Fab, Fab', F(ab'),. Fv,
dAb), single chain antibodies (ScFv), mutants thereof, chi-
meric antibodies, diabodies, fusion proteins comprising an
antibody portion, and any other modified configuration of the
immunoglobulin molecule that comprises an antigen recog-
nition site. An antibody includes an antibody of any class,
such as IgG, IgA, or IgM (or sub-class thereof), and the
antibody need not be of any particular class. Depending on
the antibody amino acid sequence of the constant domain of
its heavy chains, immunoglobulins can be assigned to differ-
ent classes. There are five major classes of immunoglobulins:
IgA, IgD, IgE, IgG, and IgM, and several of these may be
further divided into subclasses (isotypes), e.g., IgG1, [gG2,
1gG3, IgG4, IgAl and IgA2. The heavy-chain constant
domains that correspond to the different classes of immuno-
globulins are called alpha, delta, epsilon, gamma, and mu,
respectively. The subunit structures and three-dimensional
configurations of different classes of immunoglobulins are
well known

“Fv” is an antibody fragment that contains a complete
antigen-recognition and -binding site. In a two-chain Fv spe-
cies, this region consists of a dimer of one heavy and one light
chain variable domain in tight, non-covalent association. In a
single-chain Fv species, one heavy and one light chain vari-
able domain can be covalently linked by a flexible peptide
linker such that the light and heavy chains can associate in a
dimeric structure analogous to that in a two-chain Fv species.
It is in this configuration that the three CDRs of each variable
domain interact to define an antigen-binding specificity on
the surface of the VH-VL dimer. However, even a single
variable domain (or half of a Fv comprising only 3 CDRs
specific for an antigen) has the ability to recognize and bind
antigen, although generally at a lower affinity than the entire
binding site.

The Fab fragment also contains the constant domain of the
light chain and the first constant domain (CH1) of the heavy
chain. Fab' fragments differ from Fab fragments by the addi-
tion of a few residues at the carboxy terminus of the heavy
chain CH1 domain including one or more cysteines from the
antibody hinge regions. A F(ab)2 fragment is a bivalent frag-
ment comprising two Fab fragments linked by a disulfide
bridge at the hinge region.

An antibody can have one or more binding sites (for com-
bining with antigen). Ifthere is more than one binding site, the
binding sites may be identical to one another or may be
different. For instance, a naturally-occurring immunoglobu-
lin has two identical binding sites, a single chain antibody or
Fab fragment has one binding site, while a “bispecific” or
“bifunctional” antibody (diabody) has two different binding
sites, in terms of sequence and/or antigen/epitope recogni-
tion.

An “isolated antibody” is an antibody that (1) is not asso-
ciated with naturally-associated components, including other
naturally-associated antibodies, that accompany it in its
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native state, (2) is free of other proteins from the same species,
(3) is expressed by a cell from a different species, or (4) does
not occur in nature.

A “monoclonal antibody” refers to a homogeneous anti-
body population wherein the monoclonal antibody is com-
prised of amino acids (naturally occurring and non-naturally
occurring) that are involved in the selective binding of an
antigen. A population of monoclonal antibodies is highly
specific, being directed against a single antigenic site. The
term “monoclonal antibody” encompasses not only intact
monoclonal antibodies and full-length monoclonal antibod-
ies, but also fragments thereof (such as Fab, Fab', F(ab'),, Fv),
single chain (ScFv), mutants thereof, fusion proteins com-
prising an antibody portion, and any other modified configu-
ration of the immunoglobulin molecule that comprises an
antigen recognition site of the required specificity and the
ability to bind to an antigen. It is not intended to be limited as
regards to the source of the antibody or the manner in which
it is made (e.g., by hybridoma, phage selection, recombinant
expression, transgenic animals, etc.).

As used herein, “humanized” antibodies refer to forms of
non-human (e.g. murine) antibodies that are specific chimeric
immunoglobulins, immunoglobulin chains, or fragments
thereof (such as Fv, Fab, Fab', F(ab')2 or other antigen-bind-
ing subsequences of antibodies) that contain minimal
sequence derived from non-human immunoglobulin. For the
most part, humanized antibodies are human immunoglobu-
lins (recipient antibody) in which residues from a comple-
mentarity determining region (CDR) of the recipient are
replaced by residues from a CDR of a non-human species
(donor antibody) such as mouse, rat, or rabbit having the
desired specificity, affinity, and .biological activity. In some
instances, Fv framework region (FR) residues of the human
immunoglobulin are replaced by corresponding non-human
residues. Furthermore, the humanized antibody may com-
prise residues that are found neither in the recipient antibody
nor in the imported CDR or framework sequences, but are
included to further refine and optimize antibody perfor-
mance. In general, the humanized antibody will comprise
substantially all of at least one, and typically two, variable
domains, in which all or substantially all of the CDR regions
correspond to those of a non-human immunoglobulin and all
or substantially all of the FR regions are those of a human
immunoglobulin consensus sequence. The humanized anti-
body optimally also will comprise at least a portion of an
immunoglobulin constant region or domain (Fc), typically
that of a human immunoglobulin. Antibodies may have Fc
regions modified as described in WO 99/58572. Other forms
of humanized antibodies have one or more CDRs (one, two,
three, four, five, six) which are altered with respect to the
original antibody, which are also termed one or more CDRs
“derived from” one or more CDRs from the original antibody.

Asused herein, “human antibody” means an antibody hav-
ing an amino acid sequence corresponding to that of an anti-
body produced by a human and/or has been made using any of
the techniques for making human antibodies known in the art
or disclosed herein. This definition of a human antibody
includes antibodies comprising at least one human heavy
chain polypeptide or at least one human light chain polypep-
tide. One such example is an antibody comprising murine
light chain and human heavy chain polypeptides. Human
antibodies can be produced using various techniques known
in the art. In one embodiment, the human antibody is selected
from a phage library, where that phage library expresses
human antibodies (Vaughan et al., 1996, Nature Biotechnol-
ogy, 14:309-314; Sheets etal., 1998, PNAS, (USA) 95:6157-
6162; Hoogenboom and Winter, 1991, J. Mol. Biol., 227:381;

20

40

45

6

Marksetal., 1991,J. Mol. Biol., 222:581). Human antibodies
can also be made by introducing human immunoglobulin loci
into transgenic animals, e.g., mice in which the endogenous
immunoglobulin genes have been partially or completely
inactivated. This approach is described in U.S. Pat. Nos.
5,545,807, 5,545,806; 5,569,825; 5,625,126; 5,633,425; and
5,661,016. Alternatively, the human antibody may be pre-
pared by immortalizing human B lymphocytes that produce
an antibody directed against a target antigen (such B lympho-
cytes may be recovered from an individual or may have been
immunized in vitro). See, e.g., Cole et al., Monoclonal Anti-
bodies and Cancer Therapy, Alan R. Liss, p. 77 (1985);
Boerner et al., 1991, J. Immunol., 147 (1):86-95; and U.S.
Pat. No. 5,750,373.

A single chain antibody (scFc) is an antibody in which VL
and VH regions are paired to form a monovalent molecule via
a synthetic linker that enables them to be made as a single
protein chain (Bird et al Science, 242: 423-426 (1988) and
Huston et al., Proc. Natl. Acad. Sci. USA, 85:5879-5883
(1988)).

Diabodies are bivalent, bispecific antibodies in which VH
and VL domains are expressed on a single polypeptide chain,
butusing a linker that is too short to allow for pairing between
the two domains on the same chain, thereby forcing the
domains to pair with complementary domains of another
chain and creating two antigen binding sites.

“Chimeric antibodies” refers to those antibodies wherein
one portion of each of the amino acid sequences of heavy and
light chains is homologous to corresponding sequences in
antibodies derived from a particular species or belonging to a
particular class, while the remaining segment of the chains is
homologous to corresponding sequences in another. Typi-
cally, in these chimeric antibodies, the variable region of both
light and heavy chains mimics the variable regions of anti-
bodies derived from one species of mammals, while the con-
stant portions are homologous to the sequences in antibodies
derived from another. One clear advantage to such chimeric
forms is that, for example, the variable regions can conve-
niently be derived from presently known sources using
readily available hybridomas or B cells from non human host
organisms in combination with constant regions derived
from, for example, human cell preparations. While the vari-
able region has the advantage of ease of preparation, and the
specificity is not affected by its source, the constant region
being human, is less likely to elicit an immune response from
a human subject when the antibodies are injected than would
the constant region from a non-human source. However, the
definition is not limited to this particular example.

A “functional Fc region” possesses at least one effector
function of a native sequence Fc region. Exemplary “effector
functions” include Clq binding; complement dependent
cytotoxicity (CDC); Fc receptor binding; antibody-depen-
dent cell-mediated cytotoxicity (ADCC); phagocytosis;
down-regulation of cell surface receptors (e.g. B cell recep-
tor; BCR). etc. Such effector functions generally require the
Fe region to be combined with a binding domain (e.g. an
antibody variable domain) and can be assessed using various
assays known in the art for evaluating such antibody effector
functions.

A “native sequence Fc region” comprises an amino acid
sequence identical to the amino acid sequence of an Fc region
found in nature. A “variant Fc region” comprises an amino
acid sequence which differs from that of a native sequence Fe
region by virtue of at least one amino acid modification, yet
retains at least one effector function of the native sequence Fc
region. Preferably, the variant Fe region has at least one amino
acid substitution compared to a native sequence Fc region or
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to the Fc region of a parent polypeptide, e.g. from about one
to about ten amino acid substitutions, and preferably from
about one to about five amino acid substitutions in a native
sequence Fc region or in the Fc region of the parent polypep-
tide. The variant Fc region herein will preferably possess at
least about 80% sequence identity with a native sequence Fc
region and/or with an Fe region of a parent polypeptide, and
most preferably at least about 90% sequence identity there-
with, more preferably at least about 95% sequence identity
therewith.

As used herein “antibody-dependent cell-mediated cyto-
toxicity” and “ADCC” refer to a cell-mediated reaction in
which nonspecific cytotoxic cells that express Fc receptors
(FcRs) (e.g. natural killer (NK) cells, neutrophils, and mac-
rophages) recognize bound antibody on a target cell and
subsequently cause lysis of the target cell. ADCC activity of
amolecule of interest can be assessed using an in vitro ADCC
assay, such as that described in U.S. Pat. No. 5,500,362 or
5,821,337. Useful effector cells for such assays include
peripheral blood mononuclear cells (PBMC) and NK cells.
Alternatively, or additionally, ADCC activity of the molecule
of interest may be assessed in vivo, e.g., in a animal model
such as that disclosed in Clynes et al., 1998, PNAS (USA),
95:652-656.

As used herein, “Fc receptor” and “FcR” describe a recep-
tor that binds to the Fc region of an antibody. The preferred
FcR is a native sequence human FcR. Moreover, a preferred
FcR is one which binds an IgG antibody (a gamma receptor)
and includes receptors of the FeyRI, FeyRII, and FeyRIII
subclasses, including allelic variants and alternatively spliced
forms of these receptors. FeyRII receptors include FeyRITA
(an ““activating receptor”) and FeyRIIB (an “inhibiting recep-
tor”), which have similar amino acid sequences that differ
primarily in the cytoplasmic domains thereof. FcRs are
reviewed in Ravetch and Kinet, 1991, Ann. Rev. Immunol.,
9:457-92; Capel et al., 1994, Inmunomethods, 4:25-34; and
de Haas et al., 1995, J. Lab. Clin. Med., 126:330-41. “FcR”
also includes the neonatal receptor, FcRn, which is respon-
sible for the transfer of maternal IgGs to the fetus (Guyer et
al., 1976, J. Immunol., 117:587; and Kim et al., 1994, J.
Immunol., 24:249).

“Complement dependent cytotoxicity” and “CDC” refer to
the lysing of a target in the presence of complement. The
complement activation pathway is initiated by the binding of
the first component of the complement system (Clq) to a
molecule (e.g. an antibody) complexed with a cognate anti-
gen. To assess complement activation, a CDC assay, e.g. as
described in Gazzano-Santoro et al., J. Immunol. Methods,
202:163 (1996), may be performed.

Asused herein, the terms “G1” and “antibody G1” are used
interchangeably to refer to an antibody produced by the
expression vectors having deposit numbers ATCC-PTA-6867
and ATCC-PTA-6866. The amino acid sequence of the heavy
chain and light chain variable regions are shown in SEQ ID
Nos. 1 and 2. The CDR portions of antibody G1 (including
Chothia and Kabat CDRs) are diagrammatically depicted in
FIG. 5 of W02007/054809, the content of which is herein
incorporated by reference in its entirety.

The polynucleotides encoding the heavy and light chain
variable regions are shown in SEQ ID Nos., 9 and 10. The
characterization of antibody G1 is described in the Examples
of WO2007/054809, the entire content of which is herein
incorporated by reference. G1 is a humanized monoclonal
blocking antibody (Ig(G2) which blocks binding and activity
of the neuropeptide CGRP (a and b) and its effect of neuro-
genic vasodilatation caused by CGRP release. G1 is an
[gG2Aa monoclonal anti-CGRP antagonist antibody derived
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from the murine anti-CGRP antagonist antibody precursor,
denoted muMAb7E9 as identified in a screen using spleen
cells prepared from a mouse immunized with human and rat
CGRP that were fused with murine plasmacytoma cells. G1
was created by grafting the muMADb 7E9 derived CDRs of
light and heavy chain into the closest human germ line
sequence followed by the introduction of at least 1 mutation
into each CDR and 2 framework mutations in V. Two muta-
tions were introduced into the Fc domain of G1 to suppress
human Fe-receptor activation. G1 and muMab7E9 have been
shown to recognise the same epitope.

Asused herein, the terms “G2” and “antibody G2” are used
interchangeably to refer to an anti-rat CGRP mouse mono-
clonal antibody as described in Wong H C et al. Hybridoma
12:93-106 (1993). The amino acid sequence of the heavy
chain and light chain variable regions are shown in SEQ ID
Nos. 19 and 20. The polynucleotides encoding the heavy and
light chain variable regions are shown in SEQ ID Nos. 27 and
28.The CDR portions of antibody G2 are provided in SEQ ID
Nos. 21 to 26. G2 has been shown to recognise the same
epitope as G1.

As used herein, “immunospecific” binding of antibodies
refers to the antigen specific binding interaction that occurs
between the antigen-combining site of an antibody and the
specific antigen recognized by that antibody (i.e., the anti-
body reacts with the protein in an ELISA or other immunoas-
say, and does not react detectably with unrelated proteins).

An epitope that “specifically binds”, or “preferentially
binds” (used interchangeably herein) to an antibody or a
polypeptide is a term well understood in the art, and methods
to determine such specific or preferential binding are also
well known in the art. A molecule is said to exhibit “specific
binding” or “preferential binding” if it reacts or associates
more frequently, more rapidly, with greater duration and/or
with greater affinity with a particular cell or substance than it
does with alternative cells or substances. An antibody “spe-
cifically binds” or “preferentially binds” to a target if it binds
with greater affinity, avidity, more readily, and/or with greater
duration than it binds to other substances. It is also understood
by reading this definition that, for example, an antibody (or
moiety or epitope) that specifically or preferentially binds to
a first target may or may not specifically or preferentially bind
to a second target. As such, “specific binding” or “preferential
binding” does not necessarily require (although it can
include) exclusive binding. Generally, but not necessarily,
reference to binding means preferential binding.

The terms “polypeptide”, “oligopeptide”, “peptide” and
“protein” are used interchangeably herein to refer to poly-
mers of amino acids of any length. The polymer may be linear
or branched, it may comprise modified amino acids, and it
may be interrupted by non-amino acids. The terms also
encompass an amino acid polymer that has been modified
naturally or by intervention; for example, disulfide bond for-
mation, glycosylation, lipidation, acetylation, phosphoryla-
tion, or any other manipulation or modification, such as con-
Jjugation with a labeling component. Also included within the
definition are, for example, polypeptides containing one or
more analogs of an amino acid (including, for example,
unnatural amino acids, etc.), as well as other modifications
known in the art. Tt is understood that, because the polypep-
tides of this invention are based upon an antibody, the
polypeptides can occur as single chains or associated chains.

“Polynucleotide,” or “nucleic acid,” as used interchange-
ably herein, refer to polymers of nucleotides of any length,
and include DNA and RNA. The nucleotides can be deoxyri-
bonucleotides, ribonucleotides, modified nucleotides or
bases, and/or their analogs, or any substrate that can be incor-
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porated into a polymer by DNA or RNA polymerase. A poly-
nucleotide may comprise modified nucleotides, such as
methylated nucleotides and their analogs. If present, modifi-
cation to the nucleotide structure may be imparted before or
after assembly of the polymer. The sequence of nucleotides
may be interrupted by non-nucleotide components. A poly-
nucleotide may be further modified after polymerization,
such as by conjugation with a labeling component. Other
types of modifications include, for example. “caps”, substi-
tution of one or more of the naturally occurring nucleotides
with an analog, internucleotide modifications such as, for
example, those with uncharged linkages (e.g., methyl phos-
phonates, phosphotriesters, phosphoamidates, cabamates,
etc.) and with charged linkages (e.g., phosphorothioates,
phosphorodithioates, etc.), those containing pendant moi-
eties, such as, for example, proteins (e.g., nucleases, toxins,
antibodies, signal peptides, ply-L-lysine, etc.). those with
intercalators (e.g., acridine, psoralen, etc.), those containing
chelators (e.g., metals, radioactive metals, boron, oxidative
metals, etc.), those containing alkylators, those with modified
linkages (e.g., alpha anomeric nucleic acids, etc.), as well as
unmodified forms of the polynucleotide(s). Further, any of
the hydroxyl groups ordinarily present in the sugars may be
replaced, for example, by phosphonate groups, phosphate
groups, protected by standard protecting groups, or activated
to prepare additional linkages to additional nucleotides, or
may be conjugated to solid supports. The 5' and 3' terminal
OH can be phosphorylated or substituted with amines or
organic capping groups moieties of from 1 to 20 carbon
atoms. Other hydroxyls may also be derivatized to standard
protecting groups. Polynucleotides can also contain analo-
gous forms of ribose or deoxyribose sugars that are generally
known in the art, including, for example, 2'-O-methyl-, 2'-O-
allyl, 2'-fluoro- or 2'-azido-ribose, carbocyclic sugar analogs,
o-anomeric sugars, epimeric sugars such as arabinose,
xyloses or lyxoses, pyranose sugars, furanose sugars,
sedoheptuloses, acyclic analogs and abasic nucleoside ana-
logs such as methyl riboside. One or more phosphodiester
linkages may be replaced by alternative linking groups. These
alternative linking groups include, but are not limited to,
embodiments wherein phosphate is replaced by P(O)S(“thio-
ate”), P(S)S (“dithioate”), “(O)NR, (“amidate”), P(O)R,
P(O)OR', CO or CH, (“formacetal”), in whicheach R or R' is
independently H or substituted or unsubstituted alkyl (1-20
C) optionally containing an ether (—O—) linkage, aryl, alk-
enyl, cycloalkyl, cycloalkenyl or araldyl. Not all linkages in a
polynucleotide need be identical. The preceding description
applies to all polynucleotides referred to herein, including
RNA and DNA.

A “variable region” of an antibody refers to the variable
region of the antibody light chain or the variable region of the
antibody heavy chain, either alone or in combination. The
variable regions of the heavy and light chain each consist of
four framework regions (FR) connected by three complemen-
tarity determining regions (CDRs) also known as hypervari-
able regions. The CDRs in each chain are held together in
close proximity by the FRs and, with the CDRs from the other
chain, contribute to the formation of the antigen-binding site
of antibodies. There are at least two techniques for determin-
ing CDRs: (1) an approach based on cross-species sequence
variability (i.e., Kabat et al. Sequences of Proteins of Immu-
nological Interest, (5th ed., 1991, National Institutes of
Health, Bethesda Md.)); and (2) an approach based on crys-
tallographic studies of antigen-antibody complexes (Chothia
et al. (1989) Nature 342:877; Al-Lazikani et al (1997) I.

40

45

10

Molec. Biol. 273:927-948)). As used herein, a CDR may refer
to CDRs defined by either approach or by a combination of
both approaches.

A “constant region” of an antibody refers to the constant
region of the antibody light chain or the constant region of the
antibody heavy chain, either alone or in combination.

As used herein, an “anti-CGRP antagonist antibody” (in-
terchangeably termed “anti-CGRP antibody”™) refers to an
antibody which is able to bind to CGRP and inhibit CGRP
biological activity and/or downstream pathway(s). An anti-
CGRP antagonist antibody encompasses antibodies that
block, antagonize, suppress or reduce (including signifi-
cantly) CGRP biological activity. For purpose of the present
invention, it will be explicitly understood that the term “anti-
CGRP antagonist antibody” encompass all the previously
identified terms, titles, and functional states and characteris-
tics whereby the CGRP itself, a CGRP biological activity, or
the consequences of the biological activity, are substantially
nullified, decreased, or neutralized in any meaningful degree.
Examples of anti-CGRP antagonist antibodies are provided
herein.

As used herein, “substantially pure” refers to material
which is at least 50% pure (i.e., free from contaminants),
more preferably at least 90% pure, more preferably at least
95% pure, more preferably at least 98% pure, more preferably
at least 99% pure.

A “host cell” includes an individual cell or cell culture that
can be or has been a recipient for vector(s) for incorporation
of polynucleotide inserts. Host cells include progeny of a
single host cell, and the progeny may not necessarily be
completely identical (in morphology or in genomic DNA
complement) to the original parent cell due to natural, acci-
dental, or deliberate mutation. A host cell includes cells trans-
fected in vivo with a polynucleotide(s) of this invention.

As used herein, “treatment” is an approach for obtaining
beneficial or desired clinical results. For purposes of this
invention, beneficial or desired clinical results include, but
arenot limited to, one or more of the following: improvement
or alleviation of any aspect of chronic pain and/or symptom of
chronic pain. For purposes of this invention, beneficial or
desired clinical results include, but are not limited to, one or
more of the following: including lessening severity, allevia-
tion of pain and/or a symptom associated with chronic pain.

An “effective amount” of drug, compound, or pharmaceu-
tical composition is an amount sufficient to effect beneficial
or desired results including clinical results such as alleviation
or reduction in pain sensation. An effective amount can be
administered in one or more administrations. For purposes of
this invention, an effective amount of drug, compound, or
pharmaceutical composition is an amount sufficient to treat,
ameliorate, reduce the intensity of and/or prevent chronic
pain or symptom associated with chronic pain. As is under-
stood in the clinical context, an effective amount of a drug,
compound, or pharmaceutical composition may or may not
be achieved in conjunction with another drug, compound, or
pharmaceutical composition. Thus, an “effective amount™
may be considered in the context of administering one or
more therapeutic agents, and a single agent may be consid-
ered to be given in an effective amount if, in conjunction with
one or more other agents, a desirable result may be or is
achieved.

In one embodiment, “prepared for” herein means the medi-
cament is in the form of a dosage unit or the like suitably
packaged and/or marked for use in peripheral administration.

“Reducing incidence” of chronic pain and/or a symptom
associated with chronic pain means any of reducing severity
(which can include reducing need for and/or amount of (e.g.,
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exposure to) other drugs and/or therapies generally used for
these conditions), duration, and/or frequency.

“Ameliorating” chronic pain and/or a symptom associated
with chronic pain means a lessening or improvement of one or
more symptoms of chronic pain and/or symptoms associated
with chronic pain as compared to not administering an anti-
CGRP antagonist antibody. “Ameliorating” also includes
shortening or reduction in duration of a symptom.

“Palliating” chronic pain and/or a symptom associated
with chronic pain means lessening the extent of one or more
undesirable clinical manifestations of chronic pain in an indi-
vidual or population of individuals treated with an anti-CGRP
antagonist antibody in accordance with the invention.

As used therein, “delaying” the development of chronic
pain means to defer, hinder, slow, retard, stabilize, and/or
postpone progression of chronic pain and/or a symptom asso-
ciated with chronic pain. This delay can be of varying lengths
of time, depending on the history of the disease and/or indi-
viduals being treated. As is evident to one skilled in the art, a
sufficient or significant delay can, in effect, encompass pre-
vention, in that the individual does not develop chronic pain.
A method that “delays” development of the symptom is a
method that reduces probability of developing the symptom
in a given time frame and/or reduces extent of the symptoms
in a given time frame, when compared to not using the
method. Such comparisons are typically based on clinical
studies, using a statistically significant number of subjects.

A “biological sample” encompasses a variety of sample
types obtained from an individual and can be used in a diag-
nostic or monitoring assay. The definition encompasses blood
and other liquid samples of biological origin, solid tissue
samples such as a biopsy specimen or tissue cultures or cells
derived therefrom, and the progeny thereof. The definition
also includes samples that have been manipulated in any way
after their procurement, such as by treatment with reagents,
solubilization, or enrichment for certain components, such as
proteins or polynucleotides, or embedding in a semi-solid or
solid matrix for sectioning purposes. The term “biological
sample” encompasses a clinical sample, and also includes
cells in culture, cell supernatants, cell lysates, serum, plasma,
biological fluid, and tissue samples.

An “individual” or “subject” is a vertebrate, preferably a
mammal, more preferably a human. Mammals include, but
are not limited to, farm animals (such as cows), sport animals,
pets (such as cats, dogs and horses), primates, mice and rats.

As used herein, “vector” means a construct, which is
capable of delivering, and preferably expressing, one or more
gene(s) or sequence(s) of interest in a host cell. Examples of
vectors include, but are not limited to, viral vectors, naked
DNA or RNA expression vectors, plasmid, cosmid or phage
vectors, DNA or RNA expression vectors associated with
cationic condensing agents, DNA or RNA expression vectors
encapsulated in liposomes, and certain eukaryotic cells, such
as producer cells.

As used herein, “expression control sequence” means a
nucleic acid sequence that directs transcription of a nucleic
acid. An expression control sequence can be a promoter, such
as aconstitutive or an inducible promoter, or an enhancer. The
expression control sequence is operably linked to the nucleic
acid sequence to be transcribed.

As used herein, “pharmaceutically acceptable carrier”
includes any material which, when combined with an active
ingredient, allows the ingredient to retain biological activity
and is non-reactive with the subject’s immune system.
Examples include, but are not limited to, any of the standard
pharmaceutical carriers such as a phosphate buffered saline
solution, water, emulsions such as oil/water emulsion, and
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various types of wetting agents. Preferred diluents for aerosol
or parenteral administration are phosphate buffered saline or
normal (0.9%) saline. Compositions comprising such carriers
are formulated by well known conventional methods (see, for
example, Remington’s Pharmaceutical Sciences, 18th edi-
tion, A. Gennaro, ed., Mack Publishing Co., Easton, Pa.,
1990; and Remington, The Science and Practice of Pharmacy
20th Ed. Mack Publishing, 2000).

The term “peripherally administered” as used herein refers
to the route by which the a substance, medicament and/or
anti-CGRP antagonist antibody is to be delivered, in particu-
lar it means not centrally, not spinally, not intrathecally, not
delivered directly into the CNS. The term refers to adminis-
tration routes other than those immediately forgoing and
includes via a route which is oral, sublingual, buccal, topical,
rectal, via inhalation, transdermal, subcutaneous, intrave-
nous, intra-arterial, intramuscular, intracardiac, intraosseous,
intradermal, intraperitoneal, transmucosal, vaginal, intravit-
real, intra-articular, peri-articular, local or epicutaneous.

The term “acts peripherally” as used herein refers to the site
of action of a substance, compound, medicament and/or anti-
CGRP antagonist antibody said site being within the periph-
eral nervous system as opposed to the central nervous system,
said compound, medicament and/or anti-CGRP antagonist
antibody said being limited by inability to cross the barrier to
the CNS and brain when peripherally administered. The term
“centrally penetrating” refers to the ability of a substance to
cross the barrier to the brain or CNS.

The term “K, 4, as used herein, is intended to refer to the
off rate constant for dissociation of an antibody from the
antibody/antigen complex.

The term “K;”, as used herein, is intended to refer to the
dissociation constant of an antibody-antigen interaction.

The present invention is directed to a medicament for the
prevention and/or treatment of chronic pain and/or symptoms
of chronic pain and methods for prevention and/or treatment
of chronic pain and/or symptoms of chronic pain in an indi-
vidual.

In a first aspect, the invention provides the use of an anti-
CGRP antagonist antibody for the manufacture of a medica-
ment for the prevention and/or treatment of chronic pain
and/or symptoms of chronic pain, wherein the medicament is
prepared for peripheral administration or wherein the medi-
cament is administered peripherally.

In a second aspect, the invention provides an anti-CGRP
antagonist antibody for use in the prevention and/or treatment
of chronic pain and/or symptoms of chronic pain wherein the
antibody is prepared for peripheral administration or wherein
the antibody is administered peripherally.

In third aspect, the invention provides the use of an anti-
CGRP antagonist antibody for the manufacture of a medica-
ment for ameliorating, controlling, reducing incidence of, or
delaying the development or progression of chronic pain and/
or symptoms of chronic pain, wherein the medicament is
prepared for peripheral administration or wherein the medi-
cament is administered peripherally.

In a fourth aspect, the invention provides a method of
preventing and/or treating chronic pain and/or symptoms of
chronic pain in an individual, comprising peripheral admin-
istration to the individual of an effective amount of an anti-
CGRP antagonist antibody.

In a fifth aspect, the invention provides a method of ame-
liorating, controlling, reducing incidence of, or delaying the
development or progression of chronic pain and/or symptoms
of chronic pain in an individual, comprising peripheral
administration to the individual of an effective amount of an
anti-CGRP antagonist antibody.
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According to a preferred embodiment of the present inven-
tion the individual is preferably a mammal, for example a
companion animal such as a horse, cat or dog or a farm animal
such as a sheep, cow or pig. Most preferably the mammal is a
human.

According to a preferred embodiment of the present inven-
tion the medicament and/or anti-CGRP antagonist antibody is
prepared for oral, sublingual, buccal, topical, rectal, inhala-
tion, transdermal, subcutaneous, intravenous, intra-arterial,
intramuscular, intracardiac, intraosseous, intradermal, intra-
peritoneal, transmucosal, vaginal, intravitreal, intra-articular,
peri-articular, local or epicutaneous administration.

According to a further preferred embodiment the medica-
ment is prepared for peripheral administration prior to and/or
during and/or after the development of chronic pain.

In one embodiment, the anti-CGRP antagonist antibody
acts peripherally on administration. In one embodiment, the
anti-CGRP antagonist antibody is not administered centrally,
spinally or intrathecally.

According to a preferred embodiment of the present inven-
tion the chronic pain comprises one or more of chronic noci-
ceptive pain, chronic neuropathic pair, chronic inflammatory
pain, fibromyalgia, breakthrough pain and persistent pain.
The chronic pain may comprise one or more of hyperalgesia,
allodynia, central sensitisation, peripheral sensitisation, dis-
inhibition and augmented facilitation.

Accordingto a further preferred embodiment of the present
invention the chronic pain is cancer pain, preferably cancer
pain arising from malignancy or from cancer preferably
selected from one or more of: adenocarcinoma in glandular
tissue, blastoma in embryonic tissue of organs, carcinoma in
epithelial tissue, leukemia in tissues that form blood cells,
lymphoma in lymphatic tissue, myeloma in bone marrow,
sarcoma in connective or supportive tissue, adrenal cancer,
AIDS-related lymphoma, anemia, bladder cancer, bone can-
cer, brain cancer, breast cancer, carcinoid tumours, cervical
cancer, chemotherapy, colon cancer, cytopenia, endometrial
cancer, esophageal cancer, gastric cancer, head cancer, neck
cancer, hepatobiliary cancer, kidney cancer, leukemia, liver
cancer, lung cancer, lymphoma, Hodgkin’s disease, lym-
phoma, non-Hodgkin’s, nervous system tumours, oral cancer,
ovarian cancer, pancreatic cancet, prostate cancer, rectal can-
cer, skin cancer, stomach cancer, testicular cancer, thyroid
cancer, urethral cancer, bone cancer, sarcomas cancer of the
connective tissue, cancer of bone tissue, cancer of blood-
forming cells, cancer of bone marrow, multiple myeloma,
leukaemia, primary or secondary bone cancer, tumours that
metastasize to the bone, tumours infiltrating the nerve and
hollow viscus, tumours near neural structures. Further pref-
erably the cancer pain comprises visceral pain, preferably
visceral pain which arises from pancreatic cancer and/or
metastases in the abdomen. Further preferably the cancer pain
comprises somatic pain, preferably somatic pain dueto one or
more of bone cancer, metastasis in the bone, postsurgical
pain, sarcomas cancer of the connective tissue, cancer of bone
tissue, cancer of blood-forming cells of the bone marrow,
multiple myeloma, leukaemia, primary or secondary bone
cancet.

According to a preferred embodiment of the present inven-
tion the anti-CGRP antagonist antibody binds to CGRP, more
preferably binds to CGRP and inhibits the ability of CGRP to
bind to the CGRP receptor. Preferably the anti-CGRP antago-
nist antibody binds to both human and rodent CGRP, prefer-
ably human and rat CGRP. More preferably the antibody
binds to human CGRP, further preferably the anti-CGRP
antagonist antibody binds to human a-CGRP or to human
o-CGRP and/or f-CGRP. Most preferably the anti-CGRP
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antagonist antibody is an antibody that exhibits any one or
more of the following functional characteristics: (a) binds to
CGRP; (b) blocks CGRP from binding to its receptor(s); (c)
blocks or decreases CGRP receptor activation, including
c¢AMP activation; (d) inhibits, blocks, suppresses or reduces
CGRP biological activity, including downstream pathways
mediated by CGRP signalling, such as receptor binding and/
or elicitation of a cellular response to CGRP; (e) prevents,
ameliorates, or treats any aspect of chronic pain; (f) increases
clearance of CGRP; and (g) inhibits (reduces) CGRP synthe-
sis, production or release.

Antibodies of the invention, including G1 and G2, are
known to bind CGRP and remove its biological availability
for example in the serum thus preventing CGRP access to the
its receptor and downstream cellular responses and biological
effects of CGRP such as flare and vasodilation.

In a further preferred embodiment of the invention the
anti-CGRP antagonist antibody binds to a fragment of CGRP,
more preferably to a fragment of CGRP as well as to the full
length CGRP. Preferably, the anti-CGRP antagonist antibody
binds to the C-terminal region or fragment of CRGP. The
C-terminal region or fragment of CRGP preferably comprises
amino acids 19-37 or 25-37 or 29-37 or alternatively 30-37,
further alternatively 31-37 of CGRP. In a further embodi-
ment, the C-terminal region or fragment of CRGP preferably
comprises amino acids 32-37 most preferably 33 to 37 of
CGRP. Preferably the CGRP is either a-CGRP or 3-CGRP,
further preferably human or rodent, further preferably human
or rat, more preferably human, further preferably human
a-CGRP or p-CGRP. most preferably human a-CGRP.

In a further preferred embodiment of the invention the
anti-CGRP antagonist antibody specifically binds to the
amino acid sequence GSKAF (SEQ ID NO: 33). Preferably
the sequence GSKAF (SEQ ID NO: 33) of CGRP is the
epitope to which the anti-CGRP antagonist antibody binds,
preferably at position 33 to 37, most preferably the sequence
1s GXXXF where X can be any amino acid, preferably at
positions 33 to 37 of CGRP, the ends defined by amino acids
G33 and F37 of CGRP.

In one embodiment, the present invention provides an anti-
CGRP antagonist antibody which specifically binds to an
epitope defined by amino acids G33 to F37 of CGRP. The
anti-CGRP antagonist antibody may specifically bind to the
epitope defined by the amino acid sequence GSKAF (SEQ ID
NO: 33). In one embodiment, the present invention provides
theuse of such an antibody in the uses and methods defined in
the various aspects of the present invention.

In one embodiment, the anti-CGRP antagonist antibody
inhibits or prevents activation of the CGRP receptor. Prefer-
ably the anti-CGRP antibody has an IC50 of between 0.0001
(0.1 nM) to 500 pM. In some preferred embodiments, the
1C501s between 0.0001 uM and, or is at about, any of 250 uM,
100 uM, 50 uM, 10 uM., 1 M, 500 nM, 250 nM, 100 nM, 50
nM, 20 nM, 15 nM, 10 nM, 5 nM, 1 nM, or 0.5 nM as
measured in an in vitro binding assay. In some further pre-
ferred embodiments, IC50 is less than any of 500 pM, or 100
pM, or 50 pM, as measured in an in vitro binding assay. In a
further more preferred embodiment IC50is 1.2 nM or 31 nM.

In a further preferred embodiment, the anti-CGRP antago-
nist antibody used is capable of competing with an antibody
herein above described for the binding of CGRP or to a
fragment of CGRP, or to a fragment of CGRP as well as the
full length CGRP, preferably to the C-terminal region or
fragment of CRGP, preferably the C-terminal region or frag-
ment of CRGP comprises amino acids 19-37 or 25-37 or
29-37 or alternatively 30-37, further alternatively 31-37 of
CGRP. In a further embodiment, the C-terminal region or
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fragment of CRGP preferably comprises amino acids 32-37,
most preferably 33 to 37 of CGRP.

In a further preferred embodiment, the anti-CGRP antago-
nist antibody or antigen binding portion thereof as used in the
invention is capable of competing with an anti-CGRP antago-
nist antibody herein above described, in particular G1 or G2
as herein described, for:

(a) the binding of CGRP ora fragment of CGRP, or a fragment
of CGRP as well as the full length CGRP, preferably the
C-terminal region or fragment of CRGP, preferably the C-ter-
minal region or fragment of CRGP comprising amino acids
19-37 or 25-37 or 29-37 or alternatively 30-37, further alter-
natively 31-37, preferably amino acids 32-37, most prefer-
ably 33 to 37 of CGRP, preferably the CGRP is alpha or beta,
preferably beta, more preferably rodent or human, most pref-
erably human.

(b) the binding of the epitope sequence GSKAF (SEQ ID NO:
33), preferably at amino acid position 33 to 37 of CGRP as
defined in (a), more preferably to the sequence GXXXF,
where X is any amino acid, preferably GXXXF at amino acid
position 33 to 37 of CGRP as defined in (a).

(c) the binding as described in (a) or (b) with substantially the
same Kd and/or substantially the same K

(d) binding to CGRP and inhibiting/antagonising CGRP bio-
logical activity and/or downstream pathway(s), preferably
the CGRP is alpha or beta, preferably beta, more preferably
rodent or human, most preferably human.

The anti-CGRP antagonist antibody preferably binds to
CGRP, region of CGRP or fragment of CGRP with a binding
affinity (K;) of between 0.00001 1M (0.01 nM) to 500 M. In
some preferred embodiments, the binding affinity (Kd) is
between 0.00001 uM and, or is at about, any of 250 uM, 100
uM, 50 UM, 10 uM, 1 uM, 500 nM, 250 aM, 100 nM, 50 nM,
20 nM, 15 nM, 100M, 5 nM, 1 nM, 0.5 nM, 1 nM, 0.05 nM,
or 0.01 nM as measured in an in vitro binding assay. In some
further preferred embodiments, binding affinity (Kd) is less
than any of 500 pM, or 100 pM, 50 pM, or 10 pM, as measured
in an in vitro binding assay. In a further more preferred
embodiment binding affinity (Kd) is 0.04 nM or 16 nM.

The anti-CGRP antagonist antibody as used in the present
invention may be selected from the group of: monoclonal
antibodies, polyclonal antibodies, antibody fragments (e.g.,
Fab, Fab', F(ab")2, Fv, Fc, ScFv etc.), chimeric antibodies,
bispecific antibodies, heteroconjugate antibodies, single
chain (ScFv) antibodies, mutants thereof, fusion proteins
comprising an antibody portion (e.g., a domain antibody),
humanized antibedies, and any other modified configuration
of the immunoglobulin molecule that comprises an antigen
recognition site of the required specificity, including glyco-
sylation variants of antibodies, amino acid sequence variants
of antibodies, and covalently modified antibodies. The anti-
CGRP antagonist antibody may be murine, rat, human, or any
other origin (including chimeric or humanized antibodies). In
some embodiments, the anti-CGRP antagonist antibody may
be humanized but is more preferably human. Preferably the
anti-CGRP antagonist antibody is isolated, further preferably
it is substantially pure. Where the anti-CGRP antagonist anti-
body is an antibody fragment the fragment preferably retains
the functional characteristics of the original antibody i.e. the
CGRP binding and/or antagonist activity as described in the
functional characteristics above.

Examples of anti-CGRP antagonist antibodies are known
in the art. Hence according to a preferred embodiment of the
present invention the anti-CGRP antagonist antibody as used
in the present invention is preferably an anti-CGRP antibody
as generally or specifically disclosed in any of (i) WO2007/
054809, (ii) WO2007/076336, (iii) Tan et al., Clin. Sci.
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(Lond). 89:565-73, 1995, (iv) Sigma (Missouri, US), product
number C7113 (clone #4901), (v) Plourde et al., Peptides
14:1225-1229, 1993 or which comprises or consists of:
(a) a fragment of said antibody (e.g., Fab, Fab', F(ab")2, Fv,
Fe, ScFv ete.),
(b) a light chain of said antibody,
(¢) a heavy chain of said antibody,
(d) one or more variable region(s) from a light chain and/or a
heavy chain of said antibody,
(e) one or more CDR(s) (one, two, three, four, five or six
CDRs) of said antibody,
() CDR H3 from the heavy chain of said antibody,
(2) CDR L3 from the light chain of said antibody,
(h) three CDRs from the light chain of said antibody,
(1) three CDRs from the heavy chain of said antibody,
(j) three CDRs from the light chain and three CDRs from the
heavy chain, of said antibody,
(k) any one or more of (a) through (j).

According to a preferred embodiment of the present inven-
tion the anti-CGRP antagonist antibody is antibody G2 or
antibody G1. According to a most preferred embodiment of
the present the anti-CGRP antagonist antibody used is the
anti-CGRP antibody G1 as specifically disclosed in the patent
application W0O2007/054809, or comprising its variants
shown in Table 6 of WO2007/054809, also including func-
tionally equivalent antibodies to G1, i.e. comprising conser-
vative substitutions of amino acid residues or one or more
deletions or additions of amino acids which do not signifi-
cantly affect their functional characteristics e.g. CRGP bind-
ing or antagonist activity and variants which have enhanced
or decreased activity and/or binding. As used herein, the
terms “G1” and “antibody G1” are used interchangeably to
refer to an antibody produced by expression vectors having
deposit numbers of ATCC PTA-6867 and ATCC PTA-6866 as
disclosed in application WO2007/054809.

According to a further embodiment of the present inven-
tion, the anti-CGRP antagonist antibody comprises or con-
sists of a polypeptide selected from: (a) antibody G1 or its
variants shown in Table 6 of W02007/054809; (b) a fragment
or a region of antibody G1 or its variants shown in Table 6 of
W02007/054809; (c) a light chain of antibody G1 or its
variants shown in Table 6 of WO2007/054809; (d) a heavy
chain of antibody G1 or its variants shown in Table 6 of
WO2007/054809 (e) one or more variable region(s) from a
light chain and/or a heavy chain of antibody G1 or its variants
shown in Table 6 of WO2007/054809; (f) one or more CDR(s)
(one, two, three, four, five or six CDRs) of antibody G1 or its
variants shown in Table 6 of WO2007/054809; (g) CDR H3
from the heavy chain of antibody G1 or its variants shown in
Table 6 of WO2007/054809; (h) CDR L3 from the light chain
of antibody G1 or its variants shown in Table 6 of WO2007/
054809; (i) three CDRs from the light chain ofantibody G1 or
its variants shown in Table 6 of W02007/054809; (j) three
CDRs from the heavy chain of antibody G1 or its variants
shown in Table 6 of WO2007/054809; (k) three CDRs from
the light chain and/or three CDRs from the heavy chain, of
antibody G1 or its variants shown in Table 6 of WO2007/
054809; and (i) an antibody comprising any one of (b)
through (k). The invention also provides polypeptides com-
prising any one or more of the above. In some embodiments,
the atleast one, two, three, four, five, or six CDR(s) are at least
about 85%, 86%, 87%, 88%, 89%, 90%, 95%, 96%, 97%,
08%, or 99% identical to at least one, two, three, four, five or
six CDRs of G1 or its variants shown in Table 6 of WO2007/
054809.

Determination of CDR regions is well within the ability of
the skilled person. It is understood that in some embodiments,
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CDRs can be a combination of the Kabat and Chothia CDR.
In some embodiments, the CDRs are the Kabat CDRs. In
other embodiments, the CDRs are the Chothia CDRs.

The anti-CGRP antagonist antibody preferably comprises
or consists of a fragment or a region of the antibody G1 (e.g.,
Fab, Fab', F(ab")2, Fv, Fc, ScFv etc.) or its variants shown in
Table 6 of WO2007/054809. Preferably said fragment or
region has the functional characteristics of an anti-CGRP
antagonist antibody for example CGRP binding activity and/
or antagonist activity and comprises or consists one or more
ofalight chain, heavy chain, fragment containing one or more
variable regions from a light chain and/or a heavy chain, or
one or more CDRs from a light chain and/or a heavy chain of
the antibody G1.

According to a further preferred embodiment of the inven-
tion the anti-CGRP antagonist antibody comprises a light
chain variable region, LCVR, comprising a peptide with a
sequence selected from the group consisting of SEQ ID NOs:
28-32 and/or a heavy chain variable region, HCVR, compris-
ing a peptide with a sequence selected from the group con-
sisting of SEQ ID NOs: 34-38 of patent application WO2007/
076336.

Further preferably the anti-CGRP antagonist antibody
comprises an LCVR polypeptide of a SEQ ID NO as shown in
Table 1 of patent application W02007/076336 and further
comprises a HCVR polypeptide of a SED ID NO as shown in
Table 1 of patent application WO2007/076336.

According to a further embodiment of the invention the
anti-CGRP antagonist antibody used comprises a light chain
CDR (CDRL) selected from the group consisting of SEQ ID
NOs: 8-13 and/or a heavy chain CDR (CDRH) selected from
the group consisting of SEQ ID NOs: 14-22 of patent appli-
cation WO2007/076336.

Methods of making and isolating the anti-CGRP antago-
nistantibodies of application W02007/076336 and data dem-
onstrating the CGRP binding and antagonist characterisation
of the same are described in application WO2007/076336.

Preferably the anti-CGRP antagonist antibody for use in
the present invention comprises a VH domain that is at least
85%, at least 86%, at least 87%, at least 88%, at least 89%, at
least 90%, at least 91%, at least 92%, at least 93%, at least
94%, at least 95%, at least 96%, at least 97% at least 98%, at
least 99% or 100% identical in amino acid sequence to SEQ
ID NO: 1 or SEQ ID NO: 19 presented herein.

Preferably the anti-CGRP antagonist antibody comprises a
VL domain that is at least 85%, at least 86%, at least 87%, at
least 88%, at least 89%, at least 90%, at least 91%, at least
92%, at least 93%, at least 94%, at least 95%, at least 96%, at
least 97% at least 98%, at least 99% or 100% identical in
amino acid sequence to SEQ ID NO: 2 or SEQ ID NO: 20
presented herein.

The anti-CGRP antagonist antibody preferably comprises
a VH domain and a VL domain that are at least 85%, at least
86%, at least 87%, at least 88%, at least 89%, at least 90%, at
least 91%, at least 92%, at least 93%, at least 94%, at least
95%, at least 96%, at least 97% at least 98%, at least 99% or
100% identical in amino acid sequence to SEQ ID NO: 1 and
2 respectively or SEQ ID NO: 19 and 20 presented herein,
respectively.

Preferably the anti-CGRP antagonist antibody comprises a
VH domain that is at least 90% identical in amino acid
sequence to SEQ ID NO: 1 and a VL domain that is at least
90% identical in amino acid sequence to SEQ ID NO: 2
presented herein.

Alternatively, the anti-CGRP antagonist antibody prefer-
ably comprises a VH domain that is at least 90% identical in
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amino acid sequence to SEQ ID NO: 19 and a VL domain that
is at least 90% identical in amino acid sequence to SEQ ID
NO: 20 presented herein.

The anti-CGRP antagonist antibody preferably comprises
at least one CDR selected from the group consisting of: (a).
CDR H1 as set forth in SEQ ID NO: 3 or 21; (b). CDR H2 as
set forth in SEQ ID NO: 4 or 22; (¢). CDR H3 as set forth in
SEQIDNO: 5or23; (d). CDR L1 as set forthin SEQ ID NO:
6 or 24; (e) CDR L2 as set forth in SEQ ID NO: 7 or 25; (f).
CDR L3 as set forth in SEQ ID NO: 8 or 26; and (g). variants
of CDR L1, CDR L2 and CDR H2 as shown in Table 6 of
W02007/054809.

According to a preferred embodiment of the present inven-
tion the anti-CGRP antagonist antibody heavy chain constant
region may be from any types of constant region, such as IgG,
1gM, IgD, IgA, and IgE; and any isotypes, such as IgGI, [gG2,
1gG3, and TgG4.

Further preferably the anti-CGRP antagonist antibody
comprises a heavy chain produced by the expression vector
with ATCC Accession No. PTA-6867. Further preferably the
anti-CGRP antagonist antibody comprises a light chain pro-
duced by the expression vector with ATCC Accession No.
PTA-6866. Further preferably the anti-CGRP antagonist anti-
body is produced by the expression vectors with ATCC
Accession Nos. PTA-6867 and PTA-6866.

Preferably the anti-CGRP antagonist antibody for use in
the present invention is antibody G1 or antibody G2 defined
herein.

According to a further embodiment of the invention, the
anti-CGRP antagonist antibody comprises a modified con-
stant region as for example described in WO2007/054809.
Preferably the modified constant region is immunologically
inert, including partially immunologically inert, such that it
does not trigger complement mediated lysis, does not stimu-
late antibody-dependent cell mediated cytotoxicity (ADCC),
does not activate microglia. Preferably the modified constant
region is reduced in one or more of these activities. Most
preferably the constant region is modified as described in Eur.
J. Immunol. (1999) 29:2613-2624; PCT Application No.
PCT/GB99/01441; and/or UK Patent Application No.
9809951.8. According to a preferred embodiment of the
invention the anti-CGRP antagonist antibody comprises a
human heavy chain IgG2 constant region comprising the
following mutations: A330, P331 to S330, S331 (amino acid
numbering with reference to the wildtype IgG2 sequence).
Eur. J. Immunol. (1999) 29:2613-2624.

Methods of making and isolating the anti-CGRP antago-
nist antibodies of application W02007/054809 and data dem-
onstrating the CGRP binding and antagonist characterisation
of the same are described in application WO2007/054809.
Sequences of SEQ ID No. 1 to 14 of said application are
provided herein as SEQ ID No. 1 to 14, respectively.

According to a further embodiment of the present inven-
tion the medicament is prepared for peripheral administration
between once to 7 times per week, further preferably between
once to four times per month, further preferably between once
to six times per 6 month period, further preferably once to
twelve times per year. Preferably the medicament is prepared
to be peripherally administered in a period selected from:
once daily, once every two, three, four, five or six days,
weekly, once every two weeks, once every three weeks,
monthly, once every two months, once every three months,
once every four months, once every five months, once every
six months, once every seven months, once every eight
months, once every nine months, once every ten months, once
every cleven months or yearly. According to preferred
embodiments the medicament is prepared to be peripherally
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administered via a route selected from one or more of; orally,
sublingually, buccally, topically, rectally, via inhalation,
transdermally, subcutaneously, intravenously, intra-arterially
or intramuscularly, via intracardiac administration,
intraosseously, intradermally, intraperitoneally, transmucos-
ally, vaginally, intravitreally, epicutaneously, intra-articu-
larly, peri-articularly or locally.

According to a further embodiment of the present inven-
tion the medicament is prepared for peripheral administration
with an antibody concentration of between 0.1 to 200 mg/ml;
preferably at about, or between 0.1 and about, any one of 0.5,
1, 5, 10, 15 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80,
85, 90, 95, 100, 110, 120, 130, 140, 150, 160, 170, 180, 190
or 200 mg/ml+/-10% error, most preferably at 50 mg/ml.

According to a further embodiment of the present inven-
tion the medicament is prepared for peripheral administration
with an antibody concentration of between 0.1 to 200 mg/kg
of body weight; preferably at about, or between 0.1 and about,
any one of 0.5, 1, 5, 10, 15 20, 25, 30, 35, 40, 45, 50, 55, 60,
65,70, 75, 80, 85, 90, 95, 100, 110, 120, 130, 140, 150, 160,
170, 180, 190 or 200 mg/kg of body weight+/-10% error,
most preferably at 10 mg/kg.

According to a preferred embodiment of the present inven-
tion the anti-CGRP antagonist antibody has a halflife in-vivo
of more than any one of 2, 4, 6, 8, 10, 12, 14, 16, 18, 20, 22,
24,26,28,30,32,34,36,38, 40,42, 44, 46,48, 50. 52, 54, 56,
58,60, 62, 64, 66, 68,70,72,74,76,78, 80, 82, 84, 86, 88, 90,
92, 94, 96, 98, 100, 102, 104, 106, 108, 110, 112, 114, 116,
118, 120, 122, 124, 126, 128, 130, 132, 134, 136, 138, 140,
142, 144, 146, 148, 150, 152, 154, 156, 158, 160, 162, 164,
166, 168, 170, 172, 174, 176, 178, 180, 182, 184, 186, 188,
190, 192, 194, 196, 198, 200, 202, 204, 206, 208 or 210
days+/-1 day, further preferably more than any one of 7. 8, 9,
10, 11, or 12 months.

Preferably the anti-CGRP antagonist antibody has a half
life in-vivo of more than 6 days.

Accordingto a further preferred embodiment of the present
invention, the medicament and/or the anti-CGRP antagonist
antibody does not produce effects of central nervous system
and/or cognitive impairment. Preferably the medicament and/
or the anti-CGRP antagonist antibody does not induce any
one ore more of the following: amnesia, confusion, deperson-
alization, hypesthesia, abnormal thinking, trismus, vertigo,
akathisia, apathy, ataxia, circumoral paresthesia, CNS stimu-
lation, emotional lability, euphoria, hallucinations, hostility,
hyperesthesia, hyperkinesia, hypotonia, incoordination,
libido increase, manic reaction, myoclonus, neuralgia, neur-
opathy, psychosis, seizure, abnormal speech, stupor, suicidal
ideation; dizziness, somnolence, Insomnia, anxiety, tremor,
depression or paresthesia. Most preferably the medicament
and/or the anti-CGRP antagonist antibody does not induce
impairment of motor coordination or attention.

According to a further embodiment of the present inven-
tion the medicament and/or the anti-CGRP antagonist anti-
body does not produce respiratory, renal or gastro-intestinal
impairment.

According to a further embodiment of the present inven-
tion the medicament and/or the anti-CGRP antagonist anti-
body does not produce effects of physical and/or psychologi-
cal dependence. Preferably the medicament and/or the anti-
CGRP antagonist antibody does not demonstrate affinity for
opiate, benzodiazepine, phencyclidine (PCP), or N-methyl-
D-aspartic acid (NMDA) receptors, or CNS stimulant, or
produce any sedating or euphoric effect.
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In one embodiment, the anti-CGRP antagonist antibody,
on administration, ameliorates, controls, reduces incidence
of, or delays the development or progression of central pain
sensation.

In another embodiment the effect of the anti-CGRP
antagonist antibody is equal and/or superior to the effects of
NSAIDS and/or opiates in the same models of chronic pain.
In one embodiment, the anti-CGRP antagonist antibody is
effective in treating refractory pain populations.

According to a further aspect of the present invention there
is provided the use or method according to any other aspect of
the invention wherein the anti-CGRP antagonist antibody is
administered separately, sequentially or simultaneously in
combination with one or more further pharmacologically
active compounds or agents, preferably compounds or agents
useful for treating chronic pain. Preferably the additional
agent(s) is/are selected from one or more of:

(1) an opioid analgesic, e.g. morphine, heroin, hydromor-
phone, oxymorphone, levorphanol, levallorphan, methadone,
meperidine, fentanyl, cocaine, codeine, dihydrocodeine, oxy-
codone, hydrocodone, propoxyphene, nalmefene, nalor-
phine, naloxone, naltrexone, buprenorphine, butorphanol,
nalbuphine or pentazocine;

(11) a nonsteroidal antiinflammatory drug (NSAID), e.g. aspi-
rin, diclofenac, diftusinal, etodolac, fenbufen, fenoprofen,
flufenisal, flurbiprofen, ibuprofen, indomethacin, ketoprofen,
ketorolac, meclofenamic acid, mefenamic acid, nabumetone,
naproxen, oxaprozin, phenylbutazone, piroxicam, sulindac,
tolmetin or zomepirac, cyclooxygenase-2 (COX-2) inhibi-
tors, celecoxib; rofecoxib; meloxicam; JTE-522; L-745,337,;
NS398; or a pharmaceutically acceptable salt thereof;

(iii) a barbiturate sedative, e.g. amobarbital, aprobarbital,
butabarbital, butabital, mephobarbital, metharbital, metho-
hexital, pentobarbital, phenobartital, secobarbital, talbutal,
theamylal or thiopental or a pharmaceutically acceptable salt
thereof;

(iv) abenzodiazepine having a sedative action, e.g. chlordiaz-
epoxide, clorazepate, diazepam, flurazepam, lorazepam,
oxazepam, temazepam or triazolam or a pharmaceutically
acceptable salt thereof;

(v) an H, antagonist having a sedative action, e.g. diphenhy-
dramine, pyrilamine, promethazine, chlorpheniramine or
chlorcyclizine or a pharmaceutically acceptable salt thereof;
(vi) a sedative such as glutethimide, meprobamate, meth-
aqualone or dichloralphenazone or a pharmaceutically
acceptable salt thereof;

(vil) a skeletal muscle relaxant, e.g. baclofen, carisoprodol,
chlorzoxazone, cyclobenzaprine, methocarbamol or
orphrenadine or a pharmaceutically acceptable salt thereof;
(viil) an NMDA receptor antagonist, e.g. dextromethorphan
((+)-3-hydroxy-N-methylmorphinan) or its metabolite dex-
trorphan  ((+)-3-hydroxy-N-methylmorphinan), ketamine,
memantine, pyrroloquinoline quinone or cis-4-(phospho-
nomethyl)-2-piperidinecarboxylic acid or a pharmaceutically
acceptable salt thereof;

(ix) an alpha-adrenergic, e.g. doxazosin, tamsulosin, cloni-
dine or 4-amino-6,7-dimethoxy-2-(5-methanesulfonamido-
1,2,3 4-tetrahydroisoquinol-2-y1)-5-(2-pyridyl) quinazoline;
(X) a tricyclic antidepressant, e.g. desipramine, imipramine,
amytriptiline or nortriptiline;

(x1) an anticonvulsant, e.g. carbamazepine or valproate;
(xii) a tachykinin (NK) antagonist, particularly an NK-3,
NK-2 or NK-1 antagonist, e.g. (aR,9R)-7-[3,5-bis(trifluo-
romethyl)benzyl]-8.9,10,11-tetrahydro-9-methyl-5-(4-me-
thylphenyl)-7H- 1.4]diazocino[2,1-g][1,7|naphthridine-6-
13-dione  (TAK-637),  5-[[(2R,38)-2-[(1R)-1-[3,5-bis
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(trifluoromethyl)phenyl]|ethoxy-3-(4-fluorophenyl)-4-mor-
pholinyl|methyl]-1,2-dihydro-3H-1,2,4-triazol-3-one (MK-
869), lanepitant, dapitant or 3-[[2-methoxy-5-(trifluo-
romethoxy)phenyl]methylamino]-2-phenyl-piperidine (28,
3S);

(xiii) a muscarinic antagonist, e.g oxybutin, tolterodine,
propiverine, tropsium chloride or darifenacin;

(xiv) a COX-2 inhibitor, e.g. celecoxib, rofecoxib or valde-
coxib;

(xv) a non-selective COX inhibitor (preferably with GI pro-
tection), e.g. nitroflurbiprofen (HCT-1026);

(xvi) a coal-tar analgesic, in particular paracetamol;

(xvii) a neuroleptic such as droperidol;

(xviii) a vanilloid receptor agonist (e.g. resinferatoxin) or
antagonist (e.g. capsazepine);

(xix) a beta-adrenergic such as propranolol;

(xx) a local anaesthetic, such as mexiletine;

(xxi) a corticosteriod, such as dexamethasone;

(xxii) a serotonin receptor agonist or antagonist;

(xxiii) a cholinergic (nicotinic) analgesic;

(xxiv) Tramadol (trade mark);

(xxv) a PDEV inhibitor, such as sildenafil, vardenafil or tal-
adafil;

(xxvi) an alpha-2-delta ligand such as gabapentin or pregaba-
lin;

(xxvii) a canabinoid; and

(xxviii) an antidepressant, such as amitriptyline (Elavil), tra-
zodone (Desyrel), and imipramine (Tofranil) or anticonvul-
sants such as phenytoin (Dilantin) or carbamazepine (Tegre-
tol).

According to a further aspect of the present invention there
is provided a pharmaceutical composition for the prevention
and/or treatment of chronic pain and/or symptoms of chronic
pain or for ameliorating, controlling, reducing incidence of,
or delaying the development or progression of chronic pain
and/or symptoms of chronic paininan individual, comprising
an anti-CGRP antagonist antibody and a pharmaceutically
acceptable carrier and/or an excipient, wherein the composi-
tion is prepared to be peripherally administered.

According to a further aspect of the present invention there
is provided a kit comprising:

(a) a pharmaceutical composition as defined above; and

(b) instructions for the peripheral administration of an effec-
tive amount of said pharmaceutical composition to an indi-
vidual for the prevention and/or treatment of chronic pain
and/or symptoms of chronic pain or for ameliorating, control-
ling, reducing incidence of, or delaying the development or
progression of chronic pain and/or symptoms of chronic pain.

The kit may include one or more containers containing an
anti-CGRP antagonist antibody or polypeptide described
herein and instructions for use in accordance with any of the
methods and uses of the invention. The kit may further com-
prise a description of selecting an individual suitable for
treatment based on identifying whether that individual has
chronic pain or is at risk of having chronic pain. The instruc-
tions for the peripheral administration of the pharmaceutical
composition may include information as to dosage, dosing
schedule and routes of administration for the intended treat-
ment.

Preferred features of each aspect of the invention apply
equally to each other aspect mutatis mutandis.

EXAMPLES

The present invention is now described with reference to
the following Examples which are intended to illustrate but
not to limit the invention.
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The following examples and figures are made with refer-
ence to antibody G1, an anti-human CGRP human mono-
clonal antibody; and to antibody G2, an anti-rat CGRP mouse
monoclonal antibody (Wong H C et al. Hybridoma 12:93-106
(1993)).

Example 1

Set Up of the Rodent Cancer Mechanistic Pain
Model

Tumour cells used are syngeneic MRMT-1 rat mammary
gland carcinoma cells donated from the Novartis Institute
(London). The cells are cultured in RPMI 1640 (Gibco) with
10% foetal bovine serum (FCS), 1% L-glutamine 2% peni-
cillin/streptomycin (Gibco). Two brief washes are carried out
with 0.1% w/v trypsin to release those cells which adhere to
the flask, and then quenched with an equal volume of 10%
FCS, followed by centrifugation of the solution for 3 minutes
at 1200 rpm. The pellet is washed and resuspended in Hanks
medium, and the concentration of cells calculated using a
Haemocytometer, with trypan blue staining to determine the
number of dead MRMT-1 cells. The final concentration of
3x10° cells was then obtained by diluting the solution accord-
ing to the number of cells seen. The final solution was kept on
ice until time of injection.

Male Sprague-Dawley rats weighing close to 170 g at time
of surgery were used to generate the cancer model. Anaesthe-
sia was induced in the rats using halothane or isoflurane
(1.5-2%) 66% N,O and 33% O,, the leg was shaved over the
appropriate area and disinfected with chlorhexidine (Animal-
care Ltd, UK.). A small incision in order to expose the ante-
rior-medial surface of the distal end of the tibia was made. A
hole was bored in the periosteum using a 0.7 mm dental drill,
through which a 2 cm polythene tubing was fed 1 cm into the
intra-medullar cavity of the tibia. Using a Hamilton syringe
the pre-prepared 10 pl of 3x10° MRMT-1 cells were injected
through the tubing into the cavity. The tubing was then
removed and the hole plugged using bone restorative material
(IRM, Dentsply USA). The wound was then irrigated with
0.9% saline and closed with a metal clip. The sham animals
were operated upon using the same procedure but injected
with 10 pl of Hank’s solution alone. The animals were placed
in a thermoregulated recovery box until such time that they
were able to be placed back in their housing cages.

Example 2

Assessment of Rodent Anti-CGRP Antibody G2 in
the Cancer Pain Model

Testing behaviour towards mechanical stimuli uses von
Frey filaments (North Coast Medical Inc., USA) to the plantar
surface of both the ipsilateral and contralateral hindpaw. The
rats were placed in a Perspex cubicle with a mesh floor and
allowed to acclimatise for 10 minutes. Each von Frey was
applied 10 times to each hindpaw alternating between the
ipsilateral and contralateral, for duration of 2-3 seconds each
time. Von Frey Filaments used have bending forces of 1, 5,9
and 15 g, and a period of 5 minutes was left between ascend-
ing von Frey forces. A nocifensive response (a lift) is defined
as a brisk withdrawal of the hindpaw and the number of lifts
for each paw at each von Frey are recorded (maximum of 10)
and expressed as a percentage response.

An assessment of the efficacy of rodent anti-CGRP anti-
body G2 in attenuating hypersensitivity to a wide variety of
static mechanical, cooling and integrated stimuli was carried
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out as well as the background basal pain behaviours in this
validated model of cancer induced bone pain. The responses
measured are attenuated by standard analgesic treatments
suchas morphine and gabapentin. All measures were made by
the same scientist in a blind fashion-blinded to the identity of
the compound/control and to the treatment of the animal.

G2-was given IV at 10 mg/kg at day 9 and rats were tested
at 2 hrs and then on days 10, 11, 12 and then 14-18 days post
treatment (FIG. 1).

(2 had marked effect on the behavioural responses to the
higher intensity mechanical stimuli. Withdrawal frequencies
to von Frey 8 g were reduced two hours after injection and
were significantly reduced over that seen in the vehicle
treated group on days 11 and 12 (days 2 and 3 after injection,
p=0.0164 and 0.0311, respectively). In fact, the G2 treated
animals now had pain scores similar to the baseline values. By
day 14 (day 5 post-G2 injection) there was no discernible
difference between the G2 and vehicle-treated groups. Both
groups reached a similar level of hypersensitivity to von Frey
8 g by day 18 after MRMT-1 injection (day 9 post-treatment).

A similar reversal in hypersensitivity to von Frey 15 g was
also apparent. A reduction in hypersensitivity to von Frey 15
g from vehicle treated group was evident at 2 hours post-
injection with significance seen at 2 and 3 days after drug
administration (p=0.02 and 0.03 respectively). The reduc-
tions were lost by 6 days after G2 administration and both
groups now reached similar maximal withdrawal frequencies
by 18 days post MRMT-1 injection (FIG. 2).

The results indicate that G2 reduces noxious pain experi-
enced in the metastatic bone cancer rat model.

Example 3
Rota Rod Test for Motor Impairment

A farther end point tested in the bone cancer pain model
was ambulation (by rotarod). The test is to obtain a measure-
ment of locomotor impairment comparing antibody treated
with control animals, each subjected to the same test under
the same conditions. The rota rod test consists of 4 rotatable
drums divided by flanges with a motor-driven drum acceler-
ated (Ugo Basile, Comerio, VA, Italy). For a given trial, a rat
is placed on the rotating rod and the rotation speed is accel-
erated from 4 to 16 rpm in 2 min. The time of maximal
performance is typically set at 120 sec. Each animal generally
receives three trials per day, at 1 hr intervals, for several
consecutive days post surgery. The latency to fall off the rod
is represented as mean of the three trials.

No differences were found between the antibody G2 group
and the vehicle group in the latency to fall from the rotarod
during forced ambulation (FIG. 3). This suggests that G2 does
not impair pathways involved in motor co-ordination, or
attention and points to a lack of CNS side-effects produced by
the antibody.

Example 4
Binding Assay

A binding assay was performed to measure the IC, of
anti-CGRP antibody G1 and G2 in blocking human o-CGRP
from binding to the CGRP1-receptor in SK-N-MC cells.
Dose response curves were plotted and K, values were deter-
mined using the equation: K,=IC,/(1+([ligand]/K,); FIG. 4,
where the equilibrium dissociation constant K,=8 pM for
human a.-CGRP to CGRP1-receptor as present in SK-N-MC
cells. The reported IC,, value (in terms of IgG molecules) was
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converted to binding sites so that it could be compared with
the affinities () determined by Biacore, using N-biotiny-
lated human and rat o-CGRPs were captured on individual
flow cells at low levels (typically 100 response units) to
provide the reaction surfaces, while an unmodified flow cell
served as a reference channel. G1 was titrated over the chip
surface Binding affinities were deduced from the quotient of
the kinetic rate constants (K, 7k k) see Table 1.

TABLE 1
G2 Mouse Mab 7E9 Gl
KD (nM), a-Hu 17 1.0 0.04
1C50 (aM) a-Hu 37 2.6 1.2
KD (nM) o-Rat 10 58 1.2
TABLE 2
N-biotin-CGRP
on chip *Cok,, (UMs)  k(Us) T, ) Ky@M)
a-human 25 185x10°  780x107° 24.68 0.042
a-human 37 587x10°  3.63x107 530 0063
p-human 37 451x10°  698x107 276 0155
a-rat 25 5.08x10°  6.18x 107 3.12 122
a-rat 37 155x10°  3.99x107 048 257
P-rat 37 5.16x10°  7.85x107° 2.45 0.152

Binding affinity of G1 for human o and p CGRP was
equivalent (Kd=0.155 and 0.152 nM respectively). Binding
affinity of G2 for rat 0. and p CGRP was equivalent (16 and 17
nM, respectively). Additionally G1 binding affinity is 40-fold
more potent in human than rat for a-CGRP (Kd=0.042 and
1.22 nM, respectively) and equi-potent in human and rat for
B-CGRP (Kd=0.155 and 0.152 nM, respectively). Antibody
G1 also demonstrated good cross species selectivity and
binds rat a-CGRP with the same affinity as antibody G2
(around 1.2 nM) Table 2.

G1 binds human and cynomolgus monkey a.- and f-CGRP
with high affinity (K,=63 and 155 pM, respectively). G1
displays species selectivity for human/cyno CGRP and binds
a- and f-CGRP from other species e.g. rat with lower affinity
(K;=2.57 nM and 152 uM, respectively).

Example 5
Half Life of Anti-CGRP In-Vivo

Serum measurements of anti-CGRP in rat, FIG. 5, indicate
that the half life is of the order of 7 days. The antibody is
peripherally restricted having a molecular weight of around
150,000, FIGS. 5a, 55, i.e. it does not cross into the central
nervous system or cross the blood brain barrier.

Example 6
Selectivity of Anti-CGRP Antibody

We determined the specificity of antibody G1 to human or
rat CGRP by using the Biacore chip to “probe” the free
concentration of a premixed complex of mAb+peptide. As
expected when we pre-incubated antibody G1 with human or
rat CGRP the response was fully blocked. In contrast pre-
incubating G1, with an excess of amylin, calcitonin or
adrenomedullin was comparable to the control response (G1
plus buffer) demonstrating that G1 did not form a complex
with these peptides (FIG. 7).
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Example 7

Identification of Antibody G1 Binding Epitope

Interaction analysis was conducted at 25° C. on a Biacore
3000™ system equipped with streptavidin-coated (SA) sen-
sor chips (Biacore AB, Uppsala, Sweden) using a standard
Biacore running buffer (HBS-P). First we confirmed that an
N-biotinylated 25-37 human a-CGRP fragment bound with
the same affinity to antibody G1, as full-length N-biotinylated
human a-CGRP. Each amino acid between position 27-37
was then mutated individually to alanine and expressed the
fold loss in affinity compared to the wild-type fragment.
N-biotinylated fragments were captured on individual flow
cells atlow levels (typically 100 response units) to provide the
reaction surfaces, while an unmodified flow cell served as a
reference channel. Purified Fab fragments of antibody Gl
were generated. Fab fragments were titrated over the chip
using 1 uM as the top concentration of a two-fold dilution
series. Association and dissociation phases were monitored at
100 pl/min for 1 minute and 5 minutes respectively. Surfaces
were regenerated with a mixture of 35% ethanol+25 mM
NaOH+0.5M NaCl.

The alanine scan results show that antibody G1 binds to the
C-terminal region of human a-CGRP, particularly residues
25 to 37, and shows specific binding to a region (i.e. loss of
affinity is markedly increased when the specific binding
region is mutated) which can be defined as the epitope and
which lies within the last 5 C-terminal amino acids, i.e. from
(G33Ato F37A. Most profound changes in affinity are caused
through the G33A and F37A mutation (FIG. 6). C-terminal
Phe is important for selectivity of antibody G1 for CGRP vs
related peptides and gene family members (FIG. 8).

Thus, in one embodiment, the present invention provides
ananti-CGRP antagonist antibody which specifically binds to
an epitope defined by amino acids G33 to F37 of CGRP. The
anti-CGRP antagonist antibody may specifically bind to the
epitope defined by the amino acid sequence GSKAF (SEQID
NO: 33). more specifically to the epitope of CGRP is defined
as GXXXF where X can be any amino acid, the G33 and F37
being the most important residues of the epitope for defining
high affinity binding of the anti-CGRP antagonist antibody.

Example 8

Analysis of Indicators of Physical or Psychological
Dependence

Neither antibody G1 nor antibody G2 demonstrate CNS
penetration. Additionally long term observation of animals
(rats) dosed with either antibody to levels used in the previous
examples did not reveal adverse CNS events such as sedation
or stimulation/euphoric behaviour in comparison to control
animals. These observations indicate an absence of depen-
dency risk for the antibodies and hence a significantly
improved safety of the antibodies over current opiates used in
current pain therapies.

Example 9

Analysis of Indicators of Gastro-Intestinal Adverse
Effects

A 1 month in-vivo rat study with antibody G2 and 1 week
comparative study with antibody G1 demonstrated that no
adverse gastro intestinal effects were observed on behaviour,
food intake, stool production or histopathology in compari-
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son to control animals. These observations indicate an
absence of gastrointestinal risk for the antibodies and hence a
significantly improved safety of the antibodies over current
NSAIDs used in current pain therapies.

Example 10

G1 and G2 as Anti-CGRP Antagonist Antibodies

A known consequence of CGRP biological activity 1s the
generation neurogenic flare when delivered in vivo. G1 and
G2 are demonstrated to be anti-CGRP antagonist antibodies
in that they prevent the development of neurogenic flare in
Vivo.

Using a neurogenic skin flare rat model the efficacy of G1
was tested for its ability to block CGRP effect in vivo. The
saphenous nerve in the rat is electrically stimulated causing
CGRP release from nerve endings and leading to vasodila-
tion, the resulting changes in blood flow can be measured
using laser Dopler methods.

Changes in blood flow parameters were expressed as the
area under the curve (AUC, change in arbitrary Doppler flux
units multiplied by time). CGRP receptor antagonist CGRPg_
37 (400 nmol/kg, 1.v.) was used as a positive control to validate
the specificity of the model (data not shown). To determine
the effect of G1 prior to dosing for each animal, the baseline
blood flow response to stimulation was established with two
saphenous nerve stimulations each 30 minutes apart. Rats
were treated with G1 after the blood flow response of the
second stimulation had returned to baseline levels (approxi-
mately 10 minutes post stimulation) and an additional four
stimulations at 30 minute intervals were performed.

Results (FIG. 9) demonstrated that in vehicle treated ani-
mals no significant change inblood flow response was but rats
treated with G1 showed a significant decrease in blood flow
response starting at 90 and 120 minutes post dose for 10
mg/kg and 1 mg/kg, respectively. Similar activity was
achieved using D2. Additionally in further neurogenic flare
and vasodilatation model tests G1 showed marked effect at 7
days post IV dosing (predicted EDs,=6 ug/ml in saphenous
nerve stimulation model). The conclusions form the tests
done is that G1 and G2 demonstrate anti-CGRP antagonist
activity.

Similar CGRP function-blocking ability for the antibodies
is also shown in the publication, Zeller J, et. al. Br J Pharma-
col. 2008 December; 155(7):1093-103. Epub 2008 Sep. 8.

The following materials have been deposited with the
American Type Culture Collection, 10801 University Boule-
vard, Manassas, Va. 20110-2209, USA (ATCC):

ATCC Date of
Material Antibody No. Accession No. Deposit
pDb.CGRPhKGI  G1 heavy chain PTA-6867 Jul. 15, 2005
pEb.CGRP.hFeGl Gl light chain PTA-6866 Jul. 15, 2005

Vector pEb.CGRP.hKGI is a polynucleotide encoding the
G1 light chain variable region and the light chain kappa
constant region; and vector pDb.CGRP.hFcG1 is a polynucle-
otide encoding the G1 heavy chain variable region and the
heavy chain 1gG2 constant region containing the following
mutations: A330P331 to S330S331 (amino acid numbering
with reference to the wildtype 1gG2 sequences; see Eur. J.
Immunol. (1999) 29:2613-2624).
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Below are given antibody sequences useful for practicing
the present invention.

Antibody sequences
Antibody Gl heavy chain variable region amino acid sequence

(SEQ ID NO:

EVQLVESGGGLVQPGGSLRLSCAASGF TFSNYWISWVRQAPGKGLEWVAEIRSESDA
SATHYAEAVKGRFTISRDNAKNSLYLOMNSLRAEDTAVYYCLAYFDYGLAIQNYWGQG
TLVTVSS

Antibody Gl light chain variable region amino acid sequence

(SEQ ID NO:

EIVLTQSPATLSLSPGERATLSCKASKRVTTYVSWYQQKPGOAPRLLIYGASNRYLGIP
ARFSGSGSGTDFTLTISSLEPEDFAVYYCSQSYNYPYTFGQGTKLEIK

Antibody G1 CDR H1 (extended CDR)

(SEQ ID NO:

GFTFSNYWIS

Antibody Gl CDR H2 (extended CDR)

(SEQ ID NO:

EIRSESDASATHYAEAVEG

Antibody G1 CDR H3

(SEQ ID NO:

YFDYGLAIQNY

Antibody Gl CDR L1

(SEQ ID NO:

KASKRVTTYVS

Antibody Gl CDR L2

(SEQ ID NO:

GASNRYL

Antibody G1 CDR L3

(SEQ ID NO:

SQSYNYPYT

Antibody Gl heavy chain variable region nucleotide sequence

(SEQ ID NO:

GAAGTTCAGCTGGT TGAATCCGGTGGTGCTCTGGTTCAGCCAGGTGGTTCCCTGC
GTCTGTCCTGCGCTGCTTCCGGTTTCACCTTCTCCAACTACTGGATCTCCTGGGTT
CGTCAGGCTCCTGGTAAAGGT CTGGAATGGGTTGCTGAAATCCGTTCCGAATCCGA
CGCGTCCGCTACCCATTACGCTGAAGCTGTTAAAGGTCGTTTCACCATCTCCCGTG
ACAACGCTAAGAACTCCCTGTACCTGCAGATGAACTCCCTGCGTGCTGAAGACACC
GCTGTTTACTACTGCCTGGCTTACTTTGACTACGGTCTGGCTATCCAGAACTACTGG
GGTCAGGGTACCCTGGTTACCGTTTCCTCC
Antibody Gl light chain variable region nucleotide sequence

(SEQ ID NO:
GAAATCGTTCTGACCCAGTCCCCGGCTACCCTGTCCCTGTCCCCAGGTGAACGTGCT
ACCCTGTCCTGCAAAGCTTCCAAACGGGTTACCACCTACGTTTCCTGGTACCAGCAGA
AACCCGGTCAGGCTCCTCGTCTGCTGATCTACGGTGCTTCCAACCGTTACCTCGGTAT
CCCAGCTCGTTTCTCCGGTTCCGGTTCCGGTACCGACTTCACCCTGACCATCTCCTCC
CTGGAACCCGAAGACTTCGCTGTTTACTACTGCAGTCAGTCCTACAACTACCCCTACA
CCTTCGGTCAGGGTACCAAACTGGAAATCARA
Antibody Gl heavy chain full antibody amino acid sequence
(including modified IgG2 as described herein)

(SEQ ID NO:
EVQOLVESGGGLVQPGGSLRLSCAASGF TFSNYWI SWVRQAPGKGLEWVAEIRSESDA

SATHYAEAVKGRFTISRDNAKNSLYLOMNSLRAEDTAVYYCLAYFDYGLAIQNYWGQG

TLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVH

10)

11)

28
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-continued
TFPAVLQSSGLYSLSSYVTVPSSNFGTQTY TCNVDHKPSNTKVDKTVERKCCYECPPC

PAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVQFNWYVDGVEVHNAK
TKPREEQFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPSSIEKT ISKTKGQPREP
QVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKT TPPMLDSDGSF
FLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPGK

Antibody Gl light chain full antibody amino acid sequence

(SEQ ID NO:

EIVLTQSPATLSLSPGERATLSCKASKRVTTYVSWYQQKPGOAPRLLIYGASNRYLGIP
ARFSGSGSGTDFTLTISSLEPEDFAVYYCSQSYNYPYTFGQGTKLEIKRTVAAPSVFIF
PPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSL
SSTLTLSKADYEKHKVYACEVTHQGLS SPVTKSFNRGEC

Antibody Gl heavy chain full antibody nucleotide sequence
(including modified IgG2 as described herein)

(SEQ ID NO:

GAAGTTCAGCTGGT TGAATCCGGTGGTGGT CTGGTTCAGCCAGGTGGTTCCCTGC
GTCTGTCCTGCGCTGCTTCCGGTTTCACCTTCTCCAACTACTGGATCTCCTGGGTT
CGTCAGGCTCCTGGTAAAGGTCTGGAATGGGTTGCTGAAATCCGTTCCGAATCCGA
CGCGTCCGCTACCCATTACGCTGAAGCTGTTARAAGGTCGTTTCACCATCTCCCGTG
ACAACGCTAAGAACTCCCTGTACCTGCAGATGAACTCCCTGCGTGCTGAAGACACC
GCTGTTTACTACTGCCTGGCTTACTTTGACTACGGTCTGGCTATCCAGAACTACTG
GGGTCAGGGTACCCTGGTTACCGTTTCCTCCGCCTCCACCAAGGGCCCATCTGTC
TTCCCACTGGCCCCATGCTCCCGCAGCACCTCCGAGAGCACAGCCGCCCTGGGET
GCCTGGTCAAGGACTACTTCCCAGAACCTGTGACCGTGTCCTGGAACTCTGGCGC
TCTGACCAGCGGCGTGCACACCTTCCCAGCTGTCCTGCAGTCCTCAGGTCTCTACT
CCCTCAGCAGCGTGGTGACCGTGCCATCCAGCAACTTCGGCACCCAGACCTACAC
CTGCAACGTAGATCACAAGCCAAGCAACACCAAGGTCGACAAGACCGTGGAGAGA
AAGTGTTGTGTGGAGTGTCCACCTTGTCCAGCCCCTCCAGTGGCCGGACCATCCG
TGTTCCTGTTCCCTCCAAAGCCAAAGGACACCCTGATGATCTCCAGAACCCCAGAG
GTGACCTGTGTGGTGGTGGACGTGTCCCACGAGGACCCAGAGGTGCAGTTCAACT
GGTATGTGGACGGAGTGGAGGTGCACAACGCCAAGACCAAGCCAAGAGAGGAGC
AGTTCAACTCCACCTTCAGAGTGGTGAGCGTGCTGACCGTGGTGCACCAGGACTG
GCTGAACGGAAAGGAGTATAAGTGTAAGGTGTCCAACAAGGGACTGCCATCCAGC
ATCGAGAAGACCATCTCCAAGACCAAGGGACAGCCAAGAGAGCCACAGGTGTATA
CCCTGCCCCCATCCAGAGAGGAGATGACCAAGAACCAGGTGTCCCTGACCTGTCT
GGTGAAGGGATTCTATCCATCCGACATCGCCGTGGAGTGGGAGTCCAACGGACAG
CCAGAGAACAACTATAAGACCACCCCTCCAATGCTGGACTCCGACGGATCCTTCTT
CCTGTATTCCAAGCTGACCGTGGACAAGTCCAGATGGCAGCAGGGAAACGTGTTC
TCTTGTTCCGTGATGCACGAGGCCCTGCACAACCACTATACCCAGAAGAGCCTGTC
CCTGTCTCCAGGAAAGTAA

Antibody Gl light chain full antibody nucleotide sequence

(SEQ ID NO:

GAAATCGTTCTGACCCAGTCCCCGGCTACCCTGTCCCTGTCCCCAGGTGAACGTG

CTACCCTGTCCTGCAAAGCTTCCARACGGGTTACCACCTACGTTTCCTGGTACCAG

CAGAAACCCGGTCAGGCTCCTCGTCTGCTGATCTACGGTGCTTCCAACCGTTACCT

12)

13)

14)

30
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-continued
CGGTATCCCAGCTCGTTTCTCCGGTTCCGGTTCCGGTACCGACTTCACCCTGACCA

TCTCCTCCCTGGAACCCGAAGACTTCGCTGTTTACTACTGCAGTCAGTCCTACAAC
TACCCCTACACCTTCGGTCAGGGTACCARACTGGAAATCAAACGCACTGTGGCTGC
ACCATCTGTCTTCATCTTCCCTCCATCTGATGAGCAGTTGARATCCGGAACTGCCT
CTGTTGTGTGCCTGCTGAATAACTTCTATCCGCGCGAGGCCAAAGTACAGTGGAAG
GTGGATAACGCCCTCCAATCCGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACA
GCAAGGACAGCACCTACAGCCTCAGCAGCACCCTGACCCTGAGCAAAGCAGACTA
CGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGTTCTCCA

GTCACAAAGAGCTTCAACCGCGGTGAGTGCTAA

Amino acid sequence comparison of human and rat CGRP (human a-CGRP (SE-

ID

Q
NO: 15); human f-CGRP (SEQ ID NO: 16); rat o-CGRP (SEQ ID NO: 17); and

rat p-CGRP (SEQ ID NO: 18)):

(SEQ ID NO:
NH; -ACBTATCVTHRLAGLLSRSGGVVKHNFVPTNVGSKAF - CONH,

(SEQ ID NO:
NH, -ACNTATCVTHRLAGLLSRSGGMVKSNFVPTNVGSKAF - CONH,

(SEQ ID NO:
NH, - 8CNTATCVTHRLAGLLSRSGGVVKDNFVPTNVGSEAF - CONH,

(SEQ ID NO:

NH, - $CNTATCVTHRLAGLLSRSGGVVKRNFVPTNVGSKAF - CONH,

Antibody G2 heavy chain variable region amino acid sequence
(SEQ

EVOLOQSGPELVKPGASVKMSCKASGY TFTSSVMHWVKQKPGQGLEWIGYINPYNDG

TKYNEKFKGKATLTSDKSSSTAYMELSSLTSEDSAVYYCAKGGNDGYWGQGTTLTVS

s

Antibody G2 light chain variable region amino acid sequence
(SEQ

EIVLTQSPTTMAASPGEKITITCSASSSISSIYLHWYQQKPGFSPKVLIYRASNLASGVPA

RF3GSGSGTSYSLTIGTMEAEDVATYYCQQGSTIPFTFGSGTKLEIK

Antibody G2 CDR H1 (extended CDR)

(SEQ
SSVMH
Antibody G2 CDR H2 (extended CDR)

(SEQ
YINPYNDGTKYNEKFKG
Antibody G2 CDR H3

(SEQ
GGNDGY
Antibody G2 CDR L1

(SEQ
SASSSISSIYLH
Antibody G2 CDR L2

(SEQ
RASNLAS
Antibody G2 CDR L3

(SEQ

QOGSTIPFT

Antibody G2 heavy chain variable region nucleotide sequence
GAGGTCCAGCTGCAGCAGTCTGGACCTGAGCTGGTAAAGCCTGGGGCTTCAGTGAAG (see
ATGTCCTGCAAGGCTTCTGGATACACATTCACTAGCTCTGTTATGCACTGGGTGAAGC

AGAAGCCTGGGCAGGGCCTTGAGTGGATTGGATATATTAATCCTTACAATGATGGTAC

ID

ID

ID

ID

ID

ID

NO:

NO:

NO:

NO:

NO:

NO:

NO:

NO:

NO:

15)

16)

17)

18)

19)

20)

21)

22)

23)

24)

25)

26)

27)

32
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-continued
TAAGTACAATGAGAAGT TCARAGGCARGGCCACACTGACTTCAGACARATCCTCCAGE

ACAGCCTACATGGAACTCAGCAGCCTGACCTCTGAGGACTCTGCGGTCTATTACTGTG
CAARAGGGGGTAACGATGGCTACTGGGGCCAAGGCACTACTCTCACAGTCTCCTCA

Antibody G2 light chain variable region nucleotide sequence

(SEQ ID NO:

GAAATTGTGCTCACCCAGTCTCCAACCACCATGGCTGCATCTCCCGGGGAGAAGATCA

CTATCACCTGTAGTGCCAGCTCAAGTATAAGTTCCATTTACTTGCATTGGTATCAGCAG
AAGCCAGGATTCTCCCCTAAAGTCTTGATT TATAGGGCATCCAATCTGGCTTCTGGAGT
CCCAGCTCGCTTCAGTGGCAGTGGGTCTGGGACCTCTTACTCTCTCACAATTGGCACC

ATGGAGGCTGAAGATGTTGCCACTTACTACTGCCAGCAGGGTAGTACTATACCATTCA

CGTTCGGCTCGGGGACAAAGTTGGARATARRAA

Antibody G2 heavy chain full antibody amino acid sequence
(not including Fc¢ domain)

(SEQ ID NO:

EVQLQQSGPELVKPGASVKMS CKASGY TFTSSVMHWVKQKPGQGLEWIGYINPYNDGTK
YNEKFKGKATLTSDKSSSTAYMELS SLTSEDSAVYYCAKGGNDGYWGQGTTLTVSSAKTT
PPSVYPLAPGSAAQTNSMVTLGCLVKGYFPEPVTVIWNSGSLS SGVHTFPAVLQSDLYTL
SSSVTVPSSTWPSETVTCNVAHPASSTKVDKKIVPRD

Antibody G2 light chain full antibody amino acid sequence

(SEQ ID NO:

EIVLTQSPTTMAASPGEKITITCSASSSISSIYLHWYQQOKPGF SPKVLIYRASNLASGVPARF
SGSGSGTSYSLTIGTMEAEDVATYYCQOGSTIPFTFGSGTKLEIKRADAAPTVSIFPPSSEQ
LTSGGASVVCFLNNFYPRD INVKWKIDGSERQNGVLNSWTDQDSKDSTYSMSSTLTLTKD
EYERHNSYTCEATHKTSTSPIVKSFNRNEC

Antibody G2 heavy chain full antibody nucleotide sgequence
(not including Fc¢ domain)

(SEQ ID NO:

GAGGTCCAGCTGCAGCAGTCTGGACCTGAGCTGGTARAGCCTGGGGCTTCAGTGAAG

ATGTCCTGCAAGGCTTCTGGATACACATTCACTAGCTCTGTTATGCACTGGGTGAAGC
AGAAGCCTGGGCAGGGCCTTGAGTGGATTGGATATATTAATCCTTACAATGATGGTAC
TAAGTACAATGAGAAGT TCAAAGGCAAGGCCACACTGACTTCAGACAARATCCTCCAGC
ACAGCCTACATGGAACTCAGCAGCCTGACCTCTGAGGACTCTGCGGTCTATTACTGTG
CAAAAGGGGGTAACGATGGCTACTGGGGCCAAGGCACTACTCTCACAGTCTCCTCAG

CCAAAACGACACCCCCATCTGTCTATCCACTGGCCCCTGGATCTGCTGCCCAAACTAA
CTCCATGGTGACCCTGGGATGCCTGGTCAAGGGCTATTTCCCTGAGCCAGTGACAGT

GACCTGGAACTCTGGATCCCTGTCCAGCGGTGTGCACACCTTCCCAGCTGTCCTGCA

GTCTGACCTCTACACTCTGAGCAGCTCAGTGACTGTCCCCTCCAGCACCTGGCCCAG

CGAGACCGTCACCTGCAACGTTGCCCACCCGGCCAGCAGCACCAAGGTGGACARGAA

AATTGTGCCCAGGGAT

Antibody G2 light chain full antibody nucleotide sequence

(SEQ ID NO:

GAAATTGTGCTCACCCAGTCTCCAACCACCATGGCTGCATCTCCCGGGGAGAAGA

TCACTATCACCTGTAGTGCCAGCTCAAGTATAAGTTCCATTTACTTGCATTGGTATC

AGCAGAAGCCAGGATTCTCCCCTAAAGTCTTGATTTATAGGGCAT CCAATCTGGCT

TCTGGAGT CCCAGCTCGCTTCAGTGGCAGTGGGTCTGGGACCTCTTACTCTCTCA

CAATTGGCACCATGGAGGCTGAAGATGTTGCCACTTACTACTGCCAGCAGGGTAG

TACTATACCATTCACGTTCGGCTCGGGGACAAAGTTGGAAATAAAACGGGCTGATG

28)

29)

30)

31)

32)

34



CTGCACCAACTGTATCCATCTTCCCACCATCCAGTGAGCAGTTAACATCTGGAGGT

35

-continued
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GCCTCAGTCGTGTGCTTCTTGAACAACTTICTACCCCAGAGACATCAATGTCAAGTG

GAAGATTGATGGCAGTGAACGACAAAATGGTGTCCTGAACAGT TGGACTGATCAG

GACAGCAAAGACAGCACCTACAGCATGAGCAGCACCCTCACATTGACCAAGGACG

AGTATGAACGACATAACAGCTATACCTGTGAGGCCACTCACAAGACATCAACTTCA

CCCATCGTCAAGAGCTTCAACAGGAATGAGTGTTAA

36

«210> SEQ ID NO 1
<211> LENGTH: 122
<212> TYPE: PRT

<213>

<220> FEATURE:

<223>

NUMBER OF SEQ ID NOS:

35

ORGANISM: Artificial Sequence

SEQUENCE LISTING

OTHER INFORMATION: Description of Artificial Sequence:

polypeptide, Antibody Gl heavy chain variable region

<400> SEQUENCE: 1

Glu

1

Ser

Trp

Ala

Ala

65

Leu

Tyr

Gly

Val Gln Leu Val
5

Leu Arg Leu Ser
20

Ile Ser Trp Val
35

Glu Ile Arg Ser
50

Val Lys Gly Arg
Tyr Leu Gln Met
85

Cys Leu Ala Tyr
100

Gln Gly Thr Leu
115

<210> SEQ ID NO 2
<211> LENGTH: 107
<212> TYPE: PRT

<213>

<220> FEATURE:

<223>

Glu

Cys

Arg

Glu

Phe

70

Asn

Phe

Val

Ser

Ala

Gln

Ser

55

Thr

Ser

Asp

Thr

Gly

2la

Ala

40

Asp

Ile

Leu

Tyr

Val
120

Gly

Ser

25

Pro

Ala

Ser

Arg

Gly

105

Ser

ORGANISM: Artificial Sequence

Gly

10

Gly

Gly

Ser

Arg

Ala

90

Leu

Ser

Leu

Phe

Lys

Ala

Asp

Glu

Ala

Val

Thr

Gly

Thr

60

Asn

Asp

Ile

Gln

Phe

Leu

45

His

Ala

Thr

Gln

Pro

Ser

30

Glu

Tyr

Lys

Ala

Asn
110

Gly

15

Asn

Trp

Ala

Asn

Val
95

OTHER INFORMATION: Description of Artificial Sequence:

polypeptide, Antibody Gl light chain variable region

<400> SEQUENCE: 2

Glu

1

Glu

Val

Tyr

Ser
65

Ile Val Leu Thr
5

Arg Ala Thr Leu
20

Ser Trp Tyr Gln
35

Gly Ala Ser Asn
50

Gly Ser Gly Thr

Gln

Ser

Gln

Arg

Asp
70

Ser

Cys

Lys

Tyr

55

Phe

Pro

Lys

Pro

40

Leu

Thr

Ala

Ala

25

Gly

Gly

Leu

Thr

10

Ser

Gln

Ile

Thr

Leu

Lys

Ala

Pro

Ile
75

Ser

Arg

Pro

Ala

60

Ser

Leu

Val

Arg

45

Arg

Ser

Ser

Thr

30

Leu

Phe

Leu

Pro

15

Thr

Leu

Ser

Glu

Synthetic

Gly

Tyr

Val

Glu

Ser

80

Tyr

Trp

Synthetic

Gly

Tyr

Ile

Gly

Pro
80
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-continued

Glu Asp Phe Ala Val Tyr Tyr Cys Ser Gln Ser Tyr Asn Tyr Pro Tyr
85 90 95

Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
100 105

<210> SEQ ID NO 3

<211> LENGTH: 10

«212> TYPE: PRT

<213> ORGANISM: Artificial Sequence

<220> FEATURE:

<223> OTHER INFORMATION: Description of Artificial Sequence: Synthetic
peptide, Antibody G1 CDR H1

<400> SEQUENCE: 3

Gly Phe Thr Phe Ser Asn Tyr Trp Ile Ser
1 5 10

<210> SEQ ID NO 4

<211> LENGTH: 19

<212> TYPE: PRT

<213> ORGANISM: Artificial Sequence

<220> FEATURE:

<223> OTHER INFORMATION: Description of Artificial Sequence: Synthetic
polypeptide, Antibody G1 CDR H2

<400> SEQUENCE: 4

Glu Ile Arg Ser Glu Ser Asp Ala Ser Ala Thr His Tyr Ala Glu Ala
1 5 10 15

Val Lys Gly

<210> SEQ ID NO 5

<21l> LENGTH: 11

<212> TYPE: PRT

<213> ORGANISM: Artificial Sequence

«220> FEATURE:

<223> OTHER INFORMATION: Description of Artificial Sequence: Synthetic
peptide, Antibody G1 CDR H3

<400> SEQUENCE: 5

Tyr Phe Asp Tyr Gly Leu Ala Ile Gln Asn Tyr
1 5 10

<210> SEQ ID NO 6

<211> LENGTH: 11

<21l2> TYPE: PRT

<213> ORGANISM: Artificial Sequence

<220> FEATURE:

<223> OTHER INFORMATION: Description of Artificial Sequence: Synthetic
peptide, Antibody G1 CDR L1

<400> SEQUENCE: 6

Lys Ala Ser Lys Arg Val Thr Thr Tyr Val Ser
1 5 10

<210> SEQ ID NO 7

<211> LENGTH: 7

<212> TYPE: PRT

<213> ORGANISM: Artificial Sequence

<220> FEATURE:

<223> OTHER INFORMATION: Description of Artificial Sequence: Synthetic
peptide, Antibody G1 CDR L2

<400> SEQUENCE: 7

Gly Ala Ser Asn Arg Tyr Leu
1 5
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39

40

-continued

<210> SEQ ID NO 8

<211> LENGTH: 9

<21l2> TYPE: PRT

<213> ORGANISM: Artificial Sequence

<220> FEATURE:

<223> OTHER INFORMATION: Description of Artificial Sequence: Synthetic
peptide, Antibody G1 CDR L3

<400> SEQUENCE: 8

Ser Gln Ser Tyr Asn Tyr Pro Tyr Thr

1 5

<210> SEQ ID NO 9

<211> LENGTH: 366

<212> TYPE: DNA

<213> ORGANISM: Artificial Sequence

<220> FEATURE:

<223> OTHER INFORMATION: Description of Artificial Sequence: Synthetic
polynucleotide, Antibody Gl heavy chain variable region

<400> SEQUENCE: 9

gaagttcage tggttgaatc cggtggtggt ctggttcage caggtggtte cetgegtetg 60

tcctgegetg ctteeggttt caccttctee aactactgga tctectgggt tegtcagget 120

cctggtaaag gtetggaatyg ggttgctgaa atcegtteeg aatccgacge gtcegetace 180

cattacgctyg aagctgttaa aggtcgttte accatctcce gtgacaacge taagaactce 240

ctgtacctyge agatgaactc cctgcgtget gaagacaccg ctgtttacta ctgectgget 300

tactttgact acggtctgge tatccagaac tactggggtc agggtaccct ggttaccgtt 360

tcetee 366

<210> SEQ ID NO 10

<211> LENGTH: 321

«212> TYPE: DNA

<213> ORGANISM: Artificial Sequence

<220> FEATURE:

<223> OTHER INFORMATION: Description of Artificial Sequence: Synthetic
polynucleotide, Antibody Gl light chain variable region

<400> SEQUENCE: 10

gaaatcgttc tgacccagtc cccggctacc ctgtccctgt ccccaggtga acgtgcetace 60

ctgtcctgca aagcttccaa acgggttacc acctacgttt cctggtacca gcagaaacce 120

ggtcaggcete ctegtetget gatctacggt gottccaacc gttacctegg tatcccaget 180

cgtttetecy gtteeggtte cggtaccgac ttcaccectga ccatctecte cetggaacce 240

gaagacttcg ctgtttacta ctgcagtcag tcctacaact acccctacac ctteggtcag 300

ggtaccaaac tggaaatcaa a 321

<210>
<211>
<212>
<213>
<220>
<223>

<400>

SEQ ID NO 11

LENGTH: 448

TYPE: PRT

ORGANISM: Artificial Sequence
FEATURE:

OTHER INFORMATION: Description of Artificial Sequence: Synthetic

polypeptide, Antibody Gl heavy chain

SEQUENCE: 11

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1

5 10 15

Ser Leu Arg Leu Ser Cys Ala 2la Ser Gly Phe Thr Phe Ser Asn Tyr

20 25 30

Trp Ile Ser Trp Val Arg Gln 2la Pro Gly Lys Gly Leu Glu Trp Val
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-continued

42

Ala

Ala

65

Leu

Tyr

Gly

Ser

Ala

145

Val

Ala

Val

Cys

225

Val

Thr

Glu

Lys

Ser

305

Lys

Ile

Pro

Leu

Asn
385
Ser

Arg

Leu

Glu

50

Val

Tyr

Cys

Gln

Val

130

Ala

Ser

Val

Pro

Lys

210

Val

Phe

Pro

Val

Thr

290

Val

Cys

Ser

Pro

Val

370

Gly

Asp

Trp

His

35

Ile

Lys

Leu

Leu

Gly

115

Phe

Leu

Trp

Leu

Ser

195

Pro

Glu

Leu

Glu

Gln

275

Lys

Leu

Lys

Lys

Ser

355

Lys

Gln

Gly

Gln

Asn
435

Arg

Gln
Ala
100

Thr

Pro

Asn

Gln

180

Ser

Ser

Cys

Phe

Val

260

Phe

Pro

Thr

Val

Thr

340

Arg

Pro

Ser

Gln

420

His

<210> SEQ ID NO

Ser

Arg

Met

85

Tyr

Leu

Leu

Cys

Ser

165

Ser

Asn

Asn

Pro

Pro

245

Thr

Asn

Arg

Val

Ser

325

Lys

Glu

Phe

Glu

Phe
405
Gly

Tyr

12

Glu

Phe

70

Asn

Phe

Val

Ala

Leu

150

Gly

Ser

Phe

Thr

Pro

230

Pro

Cys

Trp

Glu

Val

310

Asn

Gly

Glu

Tyr

Asn
390
Phe

Asn

Thr

Ser

55

Thr

Ser

Asp

Thr

Pro

135

Val

Ala

Gly

Gly

Lys

215

Cys

Lys

Val

Tyr

Glu

295

His

Lys

Gln

Met

Pro

375

Asn

Leu

Val

Gln

40

Asp

Ile

Leu

Tyr

Val

120

Cys

Lys

Leu

Leu

Thr

200

Val

Pro

Pro

Val

Val

280

Gln

Gln

Gly

Pro

Thr

360

Ser

Tyr

Tyr

Phe

Lys
440

Ala

Ser

Arg

Gly

105

Ser

Ser

Asp

Thr

Tyr

185

Gln

Asp

Ala

Lys

Val

265

Asp

Phe

Asp

Leu

Arg

345

Lys

Asp

Lys

Ser

Ser
425

Ser

Ser

Arg

Ala

90

Leu

Ser

Arg

Tyr

Ser

170

Ser

Thr

Lys

Pro

Asp

250

Asp

Gly

Asn

Trp

Pro

330

Glu

Asn

Ile

Thr
Lys
410

Cys

Leu

Ala

Asp

75

Glu

Ala

Ala

Ser

Phe

155

Gly

Leu

Tyr

Thr

Pro

235

Thr

Val

Val

Ser

Leu

315

Ser

Pro

Gln

Ala

Thr
395
Leu

Ser

Ser

Thr

60

Asn

Asp

Ile

Ser

Thr

140

Pro

Val

Ser

Thr

Val

220

Val

Leu

Ser

Glu

Thr

300

Asn

Ser

Gln

Val

Val

380

Pro

Thr

Val

Leu

45
His

Ala

Thr

Gln

Thr

125

Ser

Glu

His

Ser

Cys

205

Glu

Ala

Met

His

Val

285

Phe

Gly

Ile

Val

Ser

365

Glu

Pro

Val

Met

Ser
445

Tyr

Lys

Ala

Asn

110

Lys

Glu

Pro

Thr

Val

190

Asn

Arg

Gly

Ile

Glu

270

His

Arg

Lys

Glu

Tyr

350

Leu

Trp

Met

Asp

His

430

Pro

Ala

Asn

Val

95

Gly

ser

Val

Phe

175

Val

Val

Pro

Ser

255

Asp

Asn

Val

Glu

Lys

335

Thr

Thr

Glu

Leu

Lys
415

Glu

Gly

Glu

Ser

80

Tyr

Trp

Pro

Thr

Thr

160

Pro

Thr

Asp

Cys

Ser

240

Arg

Pro

Ala

Val

Tyr

320

Thr

Leu

Cys

Ser

Asp

400

Ser

Ala

Lys
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<211» LENGT
<212> TYPE:

H: 214
PRT

<213> ORGANISM: Artificial Sequence

<220> FEATU

<223> OTHER INFORMATION: Description of Artificial Sequence:

RE:

polypeptide, Antibody Gl light chain

<400> SEQUENCE: 12

Glu Ile Val
1

Glu Arg Ala
Val Ser Trp
35

Tyr Gly Ala
50

Ser Gly Ser
65

Glu Asp Phe

Thr Phe Gly

Pro Ser Val

115

Thr Ala Ser
130

Lys Val Gln
145

Glu Ser Val
Ser Thr Leu
Ala Cys Glu

195
Phe Asn Arg

210

<210> SEQ I
<21l> LENGT
<212> TYPE:

Leu Thr Gln
5

Thr Leu Ser
20

Tyr Gln Gln

Ser Asn Arg

Gly Thr Asp

70

Ala Val Tyr
85

Gln Gly Thr
100

Phe Ile Phe

Val Val Cys

Trp Lys Val

150

Thr Glu Gln
165

Thr Leu Ser
180

Val Thr His

Gly Glu Cys

D NO 13
H: 1347
DNA

Ser

Cys

Lys

Tyr

55

Phe

Tyr

Lys

Pro

Leu

135

Asp

Asp

Lys

Gln

Pro

Lys

Pro

40

Leu

Thr

Cys

Leu

Pro

120

Leu

Asn

Ser

Ala

Gly
200

Ala

Ala

25

Gly

Gly

Leu

Ser

Glu

105

Ser

Asn

Ala

Lys

Asp

185

Leu

<213> ORGANISM: Artificial Sequence

<220> FEATU

RE:

Thr

10

Ser

Gln

Ile

Thr

Gln

90

Ile

Asp

Asn

Leu

Asp

170

Tyr

Ser

Leu

Lys

Ala

Pro

Ile

75

Ser

Lys

Glu

Phe

Gln

155

Ser

Glu

Ser

Ser Leu Ser
Arg Val Thr
30

Pro Arg Leu
45

Ala Arg Phe
60

Ser Ser Leu

Tyr Asn Tyr

Arg Thr Val

110

Gln Leu Lys
125

Tyr Pro Arg
140

Ser Gly Asn

Thr Tyr Ser

Lys His Lys
190

Pro Val Thr
205

Pro Gly
15

Thr Tyr

Leu Ile

Ser Gly

Glu Pro
80

Pro Tyr
95

Ala Ala

Ser Gly

Glu Ala

Ser Gln

160

Leu Ser
175

Val Tyr

Lys Ser

Synthetic

<223> OTHER INFORMATION: Description of Artificial Sequence: Synthetic
polynucleotide, Antibody Gl heavy chain

<400> SEQUE

gaagttcage

tcetgegety

cctggtaaag

cattacgety

ctgtacetye

tactttgact

tecteegect

tcecgagagea

gtgteetgga

NCE: 13

tggttgaatc cggtggtggt

ctteeggttt caccttetee

gtctggaatyg ggttgctgaa

aagetgttaa aggtegttte

agatgaacte cctgegtget

acggtctgge tatccagaac

ccaccaaggg cccatctgte

cagecgeect gggetgectyg

actetggege tcetgaccage

ctggtteage

aactactgga

atcegtteeg

accatcetece

gaagacacey

tactggggtce

ttecccactyy

gtcaaggact

ggcgtygcaca

caggtggtte

tctectgggt

aatccgacgce

gtgacaacge

ctgtttacta

agggtaccct

ccceatgete

acttceccaga

cctteccage

cetgegtety

tegtcagget

gtcegetace

taagaactcce

ctgectygget

ggttaccgtt

cegeageace

acctgtgace

tgtectgeay

60

120

180

240

300

360

420

480

540
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-continued
tecectecaggte tcetactecet cagcagegtg gtgaccgtge catccagcaa ctteggcace 600
cagacctaca cctgcaacgt agatcacaag ccaagcaaca ccaaggtega caagaccegtg 660
gagagaaagt gttgtgtgga gtgtccacct tgtecageec ctccagtgge cggaccatee 720
gtgttecetgt teectecaaa gccaaaggac accctgatga tetecagaac ceccagaggtyg 780
acctgtgtgg tggtggacgt gtcccacgag gacccagagg tgcagttcaa ctggtatgtg 840
gacggagtgg aggtgcacaa cgccaagacce aagccaagag aggagcagtt caactccace 900
ttcagagtgg tgagegtgct gaccgtggty caccaggact ggctgaacgg aaaggagtat 960
aagtgtaagg tgtccaacaa gggactgcca tccagcatcg agaagaccat ctccaagacce 1020
aagggacagc caagagagcc acaggtgtat accctgccec catccagaga ggagatgacce 1080
aagaaccagg tgtccctgac ctgtetggtyg aagggattct atccatccga catcgecgty 1140
gagtgggagt ccaacggaca gccagagaac aactataaga ccacccctec aatgcetggac 1200
tcecgacggat cettettect gtattccaag ctgaccgtgg acaagtcocag atggcageayg 1260
ggaaacgtgt tctcttgtte cgtgatgecac gaggccctge acaaccacta tacccagaag 1320
agcetgtece tgtcectecagg aaagtaa 1347

<210> SEQ ID NO 14
<211> LENGTH: 645

<212> TYPE

: DNA

<213> ORGANISM: Artificial Sequence
<220> FEATURE:
<223> OTHER INFORMATION: Description of Artificial Sequence: Synthetic

polynucleotide, Antibody Gl light chain

<400> SEQUENCE: 14

gaaatcgtte

ctgtecetgea

ggtcaggete

cgtttetecy

gaagacttcyg

ggtaccaaac

tetgatgage

cegegegagyg

gagagtgtca

ctgagcaaag

ctgagttete

tgacccagte

aagcttccaa

ctegtetget

gtteeggtte

ctgtttacta

tggaaatcaa

agttgaaate

ccaaagtaca

cagagcagga

cagactacga

cagtcacaaa

<210> SEQ ID NO 15
<211> LENGTH: 37

<212> TYPE

: PRT

cceggetace

acgggttace

gatctacggt

cggtaccgac

ctgcagtcag

acgcactgtg

cggaactgee

gtggaaggtyg

cagcaaggac

gaaacacaaa

gagcttcaac

<213> ORGANISM: Homo sapiens
<220> FEATURE:
<223> OTHER INFORMATION: Polypeptide, Alpha-CGRP

<400> SEQUENCE: 15

ctgtecetgt

acctacgttt

gcttecaace

ttcaccetyga

tecctacaact

gctgcaccat

tetgttgtgt

gataacgecee

agcacctaca

gtctacgect

cgcggtgage

cccecaggtga

cctggtacca

gttacctegy

ccatctecte

acccctacac

ctgtecttecat

gectygetgaa

tccaateegy

gectoageag

gcgaagtceac

gctaa

acgtgctace

gcagaaaccce

tatccecaget

cetggaacce

ctteggtcag

ctteectceca

taacttcetat

taactcececag

caccctgacce

ccatcaggge

Ala Cys Asp Thr Ala Thr Cys Val Thr His Arg Leu Ala Gly Leu Leu

1

5

10

15

Ser Arg Ser Gly Gly Val Val Lys Asn Asn Phe Val Pro Thr Asn Val

20

Gly Ser Lys Ala Phe

25

30

60

120

180

240

300

360

420

480

540

600

645
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<210> SEQ ID NO 16

<21l> LENGTH: 37

<212> TYPE: PRT

<213> ORGANISM: Homo sapiens

<220> FEATURE:

<223> OTHER INFORMATION: Polypeptide, Beta-CGRP

<400> SEQUENCE: 16

Ala Cys Asn Thr Ala Thr Cys Val Thr His Arg Leu Ala Gly Leu Leu
1 5 10 15

Ser Arg Ser Gly Gly Met Val Lys Ser Asn Phe Val Pro Thr Asn Val
20 25 30

Gly Ser Lys Ala Phe
35

<210> SEQ ID NO 17

<211> LENGTH: 37

<212> TYPE: PRT

<213> ORGANISM: Rattus norvegicus

<220> FEATURE:

<223> OTHER INFORMATION: Polypeptide, Alpha-CGRP

<400> SEQUENCE: 17

Ser Cys Asn Thr Ala Thr Cys Val Thr His Arg Leu Ala Gly Leu Leu
1 5 10 15

Ser Arg Ser Gly Gly Val Val Lys Asp Asn Phe Val Pro Thr Asn Val
20 25 30

Gly Ser Glu Ala Phe
35

«210> SEQ ID NO 18

<211> LENGTH: 37

<212> TYPE: PRT

<213> ORGANISM: Rattus norvegicus

<220> FEATURE:

<223> OTHER INFORMATION: Polypeptide, Beta-CGRP

<400> SEQUENCE: 18

Ser Cys Asn Thr Ala Thr Cys Val Thr His Arg Leu Ala Gly Leu Leu
1 5 10 15

Ser Arg Ser Gly Gly Val Val Lys Asp Asn Phe Val Pro Thr Asn Val
20 25 30

Gly Ser Lys Ala Phe
35

<210> SEQ ID NO 19

<211> LENGTH: 115

<212> TYPE: PRT

<213> ORGANISM: Artificial Sequence

<220> FEATURE:

<223> OTHER INFORMATION: Description of Artificial Sequence: Synthetic
polypeptide, Antibody G2 heavy chain variable region

<400> SEQUENCE: 19

Glu Val Gln Leu Gln Gln Ser Gly Pro Glu Leu Val Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Ser
20 25 30

Val Met His Trp Val Lys Gln Lys Pro Gly Gln Gly Leu Glu Trp Ile
35 40 45
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Gly Tyr Ile Asn Pro Tyr Asn Asp Gly Thr Lys Tyr Asn Glu Lys Phe

50

Lys GL
65

Met Gl

55 60

v Lys Ala Thr Leu Thr Ser Asp Lys Ser Ser Ser Thr Ala Tyr
70 75 80

u Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 95

Ala Lys Gly Gly Asn Asp Gly Tyr Trp Gly Gln Gly Thr Thr Leu Thr

Val Se

<210>
<211~
<212>
<213>
<220>
<223>

<400>

Glu Il
1

100 105 110
r Ser
115
SEQ ID NO 20

LENGTH: 108

TYPE: PRT

ORGANISM: Artificial Sequence

FEATURE:

OTHER INFORMATION: Description of Artificial Sequence: Synthetic
polypeptide, Antibody G2 light chain variable region

SEQUENCE: 20

e Val Leu Thr Gln Ser Pro Thr Thr Met Ala Ala Ser Pro Gly
5 10 15

Glu Lys Ile Thr Ile Thr Cys Ser Ala Ser Ser Ser Ile Ser Ser Ile

Tyr Le

20 25 30

u His Trp Tyr Gln Gln Lys Pro Gly Phe Ser Pro Lys Val Leu
35 40 45

Ile Tyr Arg Ala Ser Asn Leu Ala Ser Gly Val Pro Ala Arg Phe Ser

50

Gly Se
65

Ala Gl

55 60

r Gly Ser Gly Thr Ser Tyr Ser Leu Thr Ile Gly Thr Met Glu
70 75 80

u Asp Val Ala Thr Tyr Tyr Cys Gln Gln Gly Ser Thr Ile Pro
85 90 95

Phe Thr Phe Gly Ser Gly Thr Lys Leu Glu Ile Lys

<210>
<211~
<212>
<213>
<220>
<223 >

<400>
Ser Se

1

<210>
<211>
<212>
<213>
<220>
<223>

<400>

Tyr Il
1

Gly

<210>

100 105

SEQ ID NO 21

LENGTH: 5

TYPE: PRT

ORGANISM: Artificial Sequence

FEATURE:

OTHER INFORMATION: Description of Artificial Sequence: Synthetic
peptide, Antibody G2 CDR H1

SEQUENCE: 21

r Val Met His
5

SEQ ID NO 22

LENGTH: 17

TYPE: PRT

ORGANISM: Artificial Sequence

FEATURE:

OTHER INFORMATION: Description of Artificial Sequence: Synthetic
peptide, Antibody G2 CDR H2

SEQUENCE: 22

e Asn Pro Tyr Asn Asp Gly Thr Lys Tyr Asn Glu Lys Phe Lys
5 10 15

SEQ ID NO 23
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-continued

52

<211> LENGTH: 6

<212> TYPE: PRT

<213> ORGANISM: Artificial Sequence
<220> FEATURE:

<223> OTHER INFORMATION: Description of Artificial Sequence:

peptide, Antibody G2 CDR H3
<400> SEQUENCE: 23

Gly Gly Asn Asp Gly Tyr
1 5

<210> SEQ ID NO 24

<211> LENGTH: 12

<212> TYPE: PRT

<213> ORGANISM: Artificial Sequence
<220> FEATURE:

<223> OTHER INFORMATION: Description of Artificial Sequence:

peptide, Antibody G2 CDR L1
<400> SEQUENCE: 24

Ser Ala Ser Ser Ser Ile Ser Ser Ile Tyr Leu His
1 5 10

<210> SEQ ID NO 25

<211> LENGTH: 7

<212> TYPE: PRT

<213> ORGANISM: Artificial Sequence
<220> FEATURE:

<223> OTHER INFORMATION: Description of Artificial Sequence:

peptide, Antibody G2 CDR L2
<400> SEQUENCE: 25

Arg Ala Ser Asn Leu Ala Ser
1 5

«210> SEQ ID NO 26

<211> LENGTH: 9

<212> TYPE: PRT

<213> ORGANISM: Artificial Sequence
<220> FEATURE:

<223> OTHER INFORMATION: Description of Artificial Sequence:

peptide, Antibody G2 CDR L3
<400> SEQUENCE: 26

Gln Gln Gly Ser Thr Ile Pro Phe Thr
1 5

<210> SEQ ID NO 27

«211> LENGTH: 345

<212> TYPE: DNA

<213> ORGANISM: Artificial Sequence
<220> FEATURE:

<223> OTHER INFORMATION: Description of Artificial Sequence:

Synthetic

Synthetic

Synthetic

synthetic

Synthetic

polynucleotide, Antibody G2 heavy chain variable region

<400> SEQUENCE: 27

gaggtccage tgcagcagte tggacctgag ctggtaaage ctggggette agtgaagatg 60

tcctgcaagy cttcetggata cacattcact agetctgtta tgcactgggt gaagcagaag 120

cetgggcagy gecttgagtyg gattggatat attaatcctt acaatgatgg tactaagtac 180

aatgagaagt tcaaaggcaa ggccacactg acttcagaca aatcctccag cacagectac 240

atggaactca gcagcctgac ctctgaggac tctgeggtet attactgtge aaaagggggt 300

aacgatggcet actggggeca aggcactact ctcacagtet cctca

<210> SEQ ID NO 28

345
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<211» LENGT
<212> TYPE:

H:
DNA

324

<213> ORGANISM: Artificial Sequence

<220> FEATU

RE:

<223> OTHER INFORMATION: Description of Artificial Sequence: Synthetic
polynucleotide, Antibody G2 light chain variable region

<400> SEQUENCE:

gaaattgtge tcacccagte

atcacctgta
ccaggattet
gctegettea
gctgaagatyg

tcggggacaa

gtgccagete
ceectaaagt
gtggcagtgg
ttgccactta

agttggaaat

28

<210> SEQ ID NO 29

<211> LENGT:
«212> TYPE:

H:
PRT

216

aaaa

tccaaccace

aagtataagt

cttgatttat

gtctgggace

ctactgecayg

atggetgeat

tccatttact

agggcatcca

tcttactete

cagggtagta

<213> ORGANISM: Artificial Sequence

«220> FEATU

<223> OTHER INFORMATION: Description of Artificial Sequence:

RE:

polypeptide, Antibody G2 heavy chain

<400> SEQUENCE:

Glu Val Gln
1

Ser Val Lys
Val Met His
35

Gly Tyr Ile
50

Lys Gly Lys
65

Met Glu Leu

Ala Lys Gly

Val Ser Ser
115

Gly Ser Ala
130

Lys Gly Tyr
145

Leu Ser Ser

Tyr Thr Leu

Glu Thr Val
195

Asp Lys Lys
210

Leu

Met

20

Trp

Asn

Ala

Ser

Gly

100

Ala

Ala

Phe

Ser
180

Thr

Ile

29

Gln

5

Ser

Val

Pro

Thr

Ser

85

Asn

Lys

Gln

Pro

Val

165

Ser

Cys

Val

«210> SEQ ID NO 30

<211> LENGT
<212> TYPE:

H:
PRT

215

Gln

Cys

Lys

Tyr

Leu

70

Leu

Asp

Thr

Thr

Glu

150

His

Ser

Asn

Pro

Ser

Lys

Gln

Asn

55

Thr

Thr

Gly

Thr

Asn

135

Pro

Thr

val

Val

Arg
215

Gly

2la

Lys

40

Asp

Ser

Ser

Tyr

Pro

120

Ser

Val

Phe

Thr

2la
200

Asp

Pro

Ser

25

Pro

Gly

Asp

Glu

Trp

105

Pro

Met

Thr

Pro

Val
185

His

<213> ORGANISM: Artificial Sequence

Glu

10

Gly

Gly

Thr

Lys

Asp

90

Gly

Ser

Val

Val

Ala

170

Pro

Pro

Leu

Tyr

Gln

Lys

Ser

75

Ser

Gln

Val

Thr

Thr

155

Val

Ser

Ala

cteceegggga
tgcattggta
atctggette
tcacaattygyg

ctataccatt

Val Lys Pro
Thr Phe Thr
30

Gly Leu Glu
45

Tyr Asn Glu
60

Ser Ser Thr

Ala Val Tyr

Gly Thr Thr
110

Tyr Pro Leu
125

Leu Gly Cys
140

Trp Asn Ser

Leu Gln Ser

Ser Thr Trp
190

Ser Ser Thr
205

gaagatcact
tcagcagaag
tggagtcceca
caccatggag

cacgttegge

15

Ser Ser

Trp Ile

Lys Phe

Ala Tyr
80

Tyr Cys
95

Leu Thr
Ala Pro
Leu Val
Gly Ser

160

Asp Leu
175

Pro Ser

Lys Val

60

120

180

240

300

324

Synthetic
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<220> FEATURE:

<223> OTHER INFORMATION: Description of Artificial Sequence:

polypeptide, Antibody G2 light chain

<400> SEQUENCE: 30

Glu

1

Glu

Tyr

Ile

Gly

65

Ala

Phe

Ala

Gly

Ile

145

Leu

Ser

Tyr

<210>
<211>
<212>
<213>
<220>
<223>

<400>

Ile Val Leu Thr

Lys

Leu

Tyr

50

Ser

Glu

Thr

Pro

Gly

130

Asn

Asn

Ser

Thr

Phe
210

Ile

His

35

Arg

Gly

Asp

Phe

Thr

115

Ala

Val

Ser

Thr

Cys
195

Asn

5

Thr Ile
20

Trp Tyr

Ala Ser

Ser Gly

Val Ala
85

Gly Ser
100

Val Ser

Ser Val

Lys Trp

Trp Thr
165

Leu Thr
180

Glu Ala

Arg Asn

SEQ ID NO 31
LENGTH: 648
TYPE: DNA
ORGANISM: Artificial Sequence
FEATURE:
OTHER INFORMATION: Description of Artificial Sequence: Synthetic

Gln

Thr

Gln

Asn

Thr

70

Thr

Gly

Ile

Val

Lys

150

Asp

Leu

Thr

Glu

Ser

Cys

Gln

Leu

55

Ser

Tyr

Thr

Phe

Cys

135

Ile

Gln

Thr

His

Cys
215

Pro

Ser

Lys

40

2la

Tyr

Tyr

Lys

Pro

120

Phe

Asp

Asp

Lys

Lys
200

Thr

Ala

25

Pro

Ser

Ser

Cys

Leu

105

Pro

Leu

Gly

Ser

Asp
185

Thr

Thr

10

Ser

Gly

Gly

Leu

Gln

90

Glu

Ser

Asn

Ser

Lys

170

Glu

Ser

Met Ala

Ser Ser

Phe Ser

Val Pro

60

Thr Ile
75

Gln Gly

Ile Lys

Ser Glu

Asn Phe

140
Glu Arg
155
Asp Ser

Tyr Glu

Thr Ser

polynucleotide, Antibody G2 heavy chain

gaggtccagce

tcctgcaagy

cctgggcagyg

aatgagaagt

atggaactca

aacgatggct

ccatetgtet

SEQUENCE: 31

tgcagcagte

cttetggata

gccttgagty

tcaaaggcaa

gcagectgac

actggggcca

atccactgge

tggacctgag

cacattcact

gattggatat

ggccacactyg

ctctgaggac

aggcactact

ccotggatet

ctggtaaagce

agctcetgtta

attaatcctt

acttcagaca

tetgeggtet

ctcacagtct

gctgeccaaa

Ala

Ile

Pro

45

Ala

Gly

Ser

Arg

Gln

125

Tyr

Gln

Thr

Arg

Pro
205

Ser

Ser

30

Lys

Arg

Thr

Thr

Ala

110

Leu

Pro

Asn

Tyr

His

190

Ile

ctggggcette

tgcactgggt

acaatgatgyg

aatcctecag

attactgtge

cctcagecaa

ctaactccat

Pro Gly
15

Ser Ile

Val Leu

Phe Ser

Met Glu
80

Ile Pro
95

Asp Ala

Thr Ser

Arg Asp

Gly Val
160

Ser Met
175

Asn Ser

Val Lys

agtgaagatg
gaagcagaag
tactaagtac
cacagectac
aaaagggggt
aacgacacce

ggtgaccetyg

synthetic

60

120

180

240

300

360

420
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ggatgectgg tcaagggeta
ctygtccagey gtgtgecacac

agctcagtga ctgtecccte

cacccggeca gcagcaccaa ggtggacaag aaaattgtge

«210> SEQ ID NO 32
<211> LENGTH: 648
<212> TYPE: DNA

<213> ORGANISM: Artificial Sequence

<220> FEATURE:

ccagggat

tttcoctgag ccagtgacag tgacctggaa ctctggatec
cttcccaget gtectgeagt ctgaccteta cactetgage

cagcacctygg cccagegaga cegtcaccetyg caacgttgec

480

540

600

648

<223> OTHER INFORMATION: Description of Artificial Sequence: Synthetic
polynucleotide, Antibody G2 light chain

<400> SEQUENCE: 32

gaaattgtge tcacccagtc tccaaccace atggetgeat

atcacctgta gtgccagete aagtataagt tccatttact

ccaggattct ccecctaaagt cttgatttat agggcatcca

gctegettea gtggeagtgg gtctgggace tettactete

gctgaagatg ttgccactta ctactgccag cagggtagta

tcggggacaa agttggaaat aaasacgggct gatgetgeac

ccatccagtg agcagttaac atctggaggt gectcagteg

taccccagag acatcaatgt caagtggaag attgatggeca

ctgaacagtt ggactgatca ggacagcaaa gacagcacct

acattgacca aggacgagta tgaacgacat aacagetata

acatcaactt cacccategt caagagette aacaggaatg

<210> SEQ ID NO 33
<211> LENGTH: 5
<212> TYPE: PRT

<213> ORGANISM: Homo sapiens

<400> SEQUENCE: 33

Gly Ser Lys Ala Phe
1 5

<210> SEQ ID NO 34
<211> LENGTH: 37
<212> TYPE: PRT
<213> ORGANISM: Mus

<400> SEQUENCE: 34

Ser Cys Asn Thr Ala
1 5

Ser Arg Ser Gly Gly
20

Gly Ser Glu Ala Phe
35

<210> SEQ ID NO 35
<211>» LENGTH: 37
<212> TYPE: PRT

musculus

ctcecgggyga

tgcattggta

atctggette

tcacaattygyg

ctataccatt

caactgtate

tgtgettett

gtgaacgaca

acagcatgag

cetgtgagge

agtgttaa

gaagatcact
tcagcagaag
tggagtccca
caccatggag
cacgttegge
catcttececa
gaacaactte
aaatggtgtce
cagcacccte

cactcacaag

Thr Cys Val Thr His Arg Leu Ala Asp Leu Leu

10

15

Val Leu Lys Asp Asn Phe Val Pro Thr Asp Val

25

<213> ORGANISM: Oryctolagus cuniculus

«<400> SEQUENCE: 35

30

Gly Cys Asn Thr Ala Thr Cys Val Thr His Arg Leu Ala Gly Leu Leu

1 5

10

15

60

120

180

240

300

360

420

480

540

600

648
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60

-continued

Ser Arg Ser Gly Gly Met Val Lys Ser Asn Phe Val Pro Thr Asn Val
20 25 30
Gly Ser Glu Ala Phe
35
The invention claimed is: 10

1. A method for reducing incidence of or treating allodynia
in an individual, comprising administering to the individual
an effective amount of an anti-CGRP antagonist antibody,
wherein the anti-CGRP antagonist antibody is a monoclonal
antibody.

2. The method of claim 1, wherein the anti-CGRP antago-
nist antibody is peripherally administered.

3. The method of claim 1, wherein the anti-CGRP antago-
nist antibody is administered orally, sublingually, via inhala-
tion, transdermally, subcutaneously, intravenously, intra-ar-
terially, intra-articularly, peri-articularly, or intramuscularly.

4. The method of claim 3, wherein the anti-CGRP antago-
nist antibody is administered subcutaneously or intrave-
nously.

5. The method of claim 1, wherein the anti-CGRP antago-
nist antibody acts peripherally on administration.

6. The method of claim 1, wherein the anti-CGRP antago-
nist antibody blocks CGRP from binding to its receptor.

7. The method of claim 1, wherein the anti-CGRP antago-
nist antibody blocks or decreases CGRP receptor activation.

8. The method of claim 1, wherein the anti-CGRP antago-
nist antibody increases clearance of CGRP.

9. The method of claim 1, wherein the anti-CGRP antago-
nist antibody inhibits CGRP synthesis, production or release.

10. The method of claim 1, wherein the anti-CGRP antago-
nist antibody is a human antibody.

11. The method of claim 1, wherein the anti-CGRP antago-
nist antibody is a humanized antibody.

12. The method of claim 1, wherein the anti-CGRP antago-
nist antibody binds CGRP with a Kd of 50 nM or less as
measured in an in vitro binding assay.

15

20

25

30

35

13. The method according to claim 1, wherein the anti-
CGRP antagonist antibody has a half-life in-vivo of at least 7
days.

14. The method of claim 1, wherein the anti-CGRP antago-
nist antibody binds a C-terminal fragment having amino acids
25-37 of CGRP or a C-terminal epitope within amino acids
25-37 of CGRP.

15. The method of claim 1, wherein the anti-CGRP antago-
nist antibody comprises: (a) CDR H1 as set forth in SEQ ID
NO:3or21; (b) CDR H2 as set forth in SEQ IDNO: 4 or SEQ
ID NO: 22; (c) CDR H3 as set forth in SEQ ID NO: 5 or 23;
(d) CDR L1 as set forthin SEQ ID NO: 6 or SEQ ID NO: 24;
(e) CDR L2 as set forth in SEQ ID NO: 7 or SEQ ID NO: 25;
and (f) CDR L3 as set forth in SEQ ID NO: § or 26.

16. The method of claim 1, wherein the anti-CGRP antago-
nist antibody comprises a V, domain that comprises the
amino acid sequence to SEQ ID NO: 1 and a V; domain that
comprises the amino acid sequence to SEQ ID NO: 2.

17. The method of claim 1, wherein the anti-CGRP antago-
nist antibody comprises a heavy chain produced by the
expression vector with ATCC Accession No. PTA-6867.

18. The method of claim 1, wherein the anti-CGRP antago-
nist antibody comprises a light chain produced by the expres-
sion vector with ATCC Accession No. PTA-6866.

19. The method of claim 1, wherein the individual is a
human.

20. The method of claim 1, wherein the anti-CGRP antago-
nist antibody is formulated with a pharmaceutically accept-
able excipient.
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