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PAN-ELR+ CXC CHEMOKINE ANTIBODIES FOR THE TREATMENT OF
HIDRADENITIS SUPPURATIVA

The present invention relates to methods and uses of antibodies against ELR+ CXC
chemokines for the treatment of hidradenitis suppurativa. The present invention also relates
to doses and dosing regimens for the methods and uses of antibodies against ELR+ CXC

chemokines for the treatment of hidradenitis suppurativa.

ELR+ CXC chemokines (so-called because members of the chemokine family all
possess an E-L-R amino acid motif immediately adjacent to their CXC motif) play an
important role in a variety of pathogenic mechanisms, including the migration of
neutrophils to sites of inflammation and angiogenesis. Neutrophils contribute to the

pathogenesis of several acute and chronic inflammatory and autoimmune diseases.

Chemokines are grouped into four subfamilies: CXC, CC, (X)C, and CX3C. In the
CXC chemokines, one amino acid separates the first two cysteines (“the CXC motif 7).
ELR+ CXC chemokines are ligands for CXCR 1 and/or CXCR2 chemokine receptors,
which are G-protein coupled seven transmembrane domain-type receptors that specifically
bind ELR+ CXC chemokines. The seven human ELR+ CXC chemokines are human
growth-regulated oncogene (“Gro”)-alpha (also known as CXCL1), human Gro-beta (also
known as CXCL2), human Gro-gamma (also known as CXCL3), human ENA-78 (also
known as CXCLS or human epithelial neutrophil activating peptide-78), human GCP-2
(also known as CXCL6 or human granulocyte chemotactic protein-2), human NAP-2 (also
known as CXCL7 or human neutrophil activating protein-2), and human IL-8 (also known
as CXCL8 or human interleukin-8). All ELR+ CXC chemokines bind the CXCR2
receptor; moreover, some ELR+ CXC chemokines bind both CXCR | and CXCR2
receptors (7.e., CXCL6 and CXCL38), all of which contributes to redundancy in the
activation pathways. Neutralizing all seven ELR+ CXC chemokines could impact the

ability of CXCR1+ or CXCR2+ cells to migrate to sites of inflammation.

Antibodies that bind and neutralize all seven human ELR+ CXC chemokines have
been previously described, e.g., in WO 2014149733, EP 2970447B1, US 9290570. Given
their ability to bind and neutralize all seven human ELR+ CXC chemokines, those

antibodies offer advantages over monotherapies targeting single human ELR+ CXC
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chemokines and combination therapies targeting multiple human ELR+ CXC chemokines.
One of such antibodies that bind all seven human ELR+ CXC chemokines is Antibody 1
that comprises light chain complementarity determining regions (“LCDR”) LCDRI1,
LCDR2, LCDR3, and heavy chain complementarity determining regions (“HCDR”)
HCDRI1, HCDR2, HCDR3, wherein LCDR1 comprises SEQ ID NO: 7, LCDR2 comprises
SEQ ID NO: 8, LCDR3 comprises SEQ ID NO: 9, HCDR1 comprises SEQ ID NO: 10,
HCDR2 comprises SEQ ID NO: 11, and HCDR3 comprises SEQ ID NO: 12. Antibody 1
comprises a heavy chain variable region comprising the amino acid sequence of SEQ ID
NO: 2 and a light chain variable region comprising the amino acid sequence of SEQ ID
NO: 4. Antibody 1 comprises a heavy chain having the amino acid sequence of SEQ ID
NO: 1 and a light chain having the amino acid sequence of SEQ ID NO: 3. It was shown
that Antibody 1 binds an epitope that is common to all seven human ELR+ CXC
chemokines and neutralize the activities of all seven human ELR+ CXC chemokines. By
binding to all seven ELR+ CXC chemokines, both the CXCR1 and the CXCR2 pathways

can be blocked, which may result in more effective inhibition of neutrophil trafficking.

Hidradenitis suppurativa (HS) is a chronic, recurrent, inflammatory disease, which
is associated with substantial co-morbidities and decreased quality of life. HS initially
presents as tender subcutaneous nodules. These lesions may spontaneously rupture or
coalesce to form deep dermal painful abscesses, and they often exude a purulent drainage.
The inflammatory abscesses ultimately heal, producing fibrosis, dermal contractures, and
induration of the skin. HS typically occurs after puberty, with average age of onset in the

second or third decades of life; women are more likely to develop this disease.

It is now considered that HS lesions begin with follicular plugging which
presumably results in occlusion and dilation of the pilosebaceous unit, with subsequent
rupture (Alikhan et al., Hidradenitis suppurativa: a comprehensive review. J Am Acad
Dermatol. 2009; 60(4):539-561). Extrusion of follicular contents (primarily consisting of
corneocytes, bacteria, sebum products, and hair in the dermis) produces a chemotactic
inflammatory response. The resulting influx of neutrophils, lymphocytes, and histiocytes

lead to abscess formation.
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There is no uniformly effective single therapy for HS resulting in numerous
treatment modalities being employed. These include antibiotics, retinoids, hormones,
immunosuppressive and anti-inflammatory agents, neurotoxins, radiotherapy, and surgery.
The tumor necrosis factor inhibitor, adalimumab, was approved for the treatment of HS in
2015. However, many HS patients do not respond to adalimumab. There remains a

substantial unmet medical need for effective therapies for treating HS.

Additionally, there is no prior description of any safe, tolerable and effective use of
an antibody that binds and neutralizes all seven human ELR+ CXC chemokines in human

patients.

Summary

In an aspect of the present disclosure, there is provided a use of an antibody that
binds human growth-regulated oncogene (“Gro”)-alpha, human Gro-beta, human Gro-
gamma, human epithelial neutrophil activating peptide-78, human granulocyte chemotactic
protein-2, human neutrophil activating protein-2, and human interleukin-8, wherein the
antibody comprises light chain complementarity determining regions (“LCDR”) LCDRI1,
LCDR2, LCDR3 and heavy chain complementarity determining regions (“HCDR”)
HCDR1, HCDR2, HCDR3, wherein LCDR1 comprises SEQ ID NO: 7, LCDR2 comprises
SEQ ID NO: 8, LCDR3 comprises SEQ ID NO: 9, HCDR1 comprises SEQ ID NO: 10,
HCDR2 comprises SEQ ID NO: 11, and HCDR3 comprises SEQ ID NO: 12, in the

manufacture of a medicament for the treatment of hidradenitis suppurativa.

Description

Provided herein are methods of treating hidradenitis suppurativa in a human patient
in need thereof by administering to the human patient a therapeutically effective amount of
an antibody that binds all seven human ELR+ CXC chemokines, e.g., Antibody 1, or a
pharmaceutical composition comprising such an antibody. In some embodiments,

provided herein are methods of treating hidradenitis suppurativa in a human patient in need



10

15

thereof comprising administering to the human patient a therapeutically effective amount
of an antibody that binds human growth-regulated oncogene (“Gro”)-alpha, human Gro-
beta, human Gro-gamma, human epithelial neutrophil activating peptide-78, human
granulocyte chemotactic protein-2, human neutrophil activating protein-2, and human
interleukin-8, or a pharmaceutical composition comprising such an antibody, wherein the
antibody comprises light chain complementarity determining regions (“LCDR”) LCDRI,
LCDR2, LCDR3, and heavy chain complementarity determining regions (“HCDR”)
HCDR1, HCDR2, HCDR3, wherein LCDR1 comprises SEQ ID NO: 7, LCDR2 comprises
SEQ ID NO: 8, LCDR3 comprises SEQ ID NO: 9, HCDR1 comprises SEQ ID NO: 10,
HCDR2 comprises SEQ ID NO: 11, and HCDR3 comprises SEQ ID NO: 12. In some
embodiments, the antibody comprises a heavy chain variable region comprising the amino
acid sequence of SEQ ID NO: 2 and a light chain variable region comprising the amino
acid sequence of SEQ ID NO: 4. In some embodiments, the antibody comprises a heavy
chain having the amino acid sequence of SEQ ID NO: 1 and a light chain having the amino
acid sequence of SEQ ID NO: 3.

3a
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Also provided herein are antibodies that bind all seven human ELR+ CXC
chemokines, e.g., Antibody 1, or a pharmaceutical composition comprising such an
antibody, for use in the treatment of hidradenitis suppurativa. In some embodiments,
provided herein is an antibody that binds human growth-regulated oncogene (“Gro”)-
alpha, human Gro-beta, human Gro-gamma, human epithelial neutrophil activating
peptide-78, human granulocyte chemotactic protein-2, human neutrophil activating
protein-2, and human interleukin-8, wherein the antibody comprises light chain
complementarity determining regions (“LCDR”) LCDR1, LCDR2, LCDR3 and heavy
chain complementarity determining regions (“HCDR”) HCDR1, HCDR2, HCDR3,
wherein LCDR1 comprises SEQ ID NO: 7, LCDR2 comprises SEQ ID NO: 8, LCDR3
comprises SEQ ID NO: 9, HCDR1 comprises SEQ ID NO: 10, HCDR2 comprises SEQ ID
NO: 11, and HCDR3 comprises SEQ ID NO: 12, or a pharmaceutical composition
comprising such an antibody, for use in the treatment of hidradenitis suppurativa. In some
embodiments, the antibody comprises a heavy chain variable region comprising the amino
acid sequence of SEQ ID NO: 2 and a light chain variable region comprising the amino
acid sequence of SEQ ID NO: 4. In some embodiments, the antibody comprises a heavy
chain having the amino acid sequence of SEQ ID NO: 1 and a light chain having the amino
acid sequence of SEQ ID NO: 3.

Also provided herein are uses of antibodies that bind all seven human ELR+ CXC
chemokines, e.g., Antibody 1, in the manufacture of a medicament for the treatment of
hidradenitis suppurativa. In some embodiments, provided herein is use of an antibody that
binds human growth-regulated oncogene (“Gro”)-alpha, human Gro-beta, human Gro-
gamma, human epithelial neutrophil activating peptide-78, human granulocyte chemotactic
protein-2, human neutrophil activating protein-2, and human interleukin-8, wherein the
antibody comprises light chain complementarity determining regions (“LCDR”) LCDR1,
LCDR2, LCDR3 and heavy chain complementarity determining regions (“HCDR”)
HCDRI1, HCDR2, HCDR3, wherein LCDR1 comprises SEQ ID NO: 7, LCDR2 comprises
SEQ ID NO: 8, LCDR3 comprises SEQ ID NO: 9, HCDR1 comprises SEQ ID NO: 10,
HCDR2 comprises SEQ ID NO: 11, and HCDR3 comprises SEQ ID NO: 12, in the
manufacture of a medicament for the treatment of hidradenitis suppurativa. In some

embodiments, the antibody comprises a heavy chain variable region comprising the amino
4
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acid sequence of SEQ ID NO: 2 and a light chain variable region comprising the amino
acid sequence of SEQ ID NO: 4. In some embodiments, the antibody comprises a heavy
chain having the amino acid sequence of SEQ ID NO: 1 and a light chain having the amino
acid sequence of SEQ ID NO: 3.

In some embodiments, the antibody that binds all seven human ELR+ CXC
chemokines, e.g., Antibody 1, or a pharmaceutical composition comprising such an
antibody, is administered intravenously. In some embodiments, the antibody that binds all
seven human ELR+ CXC chemokines, e.g., Antibody 1, or a pharmaceutical composition

comprising such an antibody, is administered subcutaneously.

As discussed below, the terminal half-life (t1/2) for Antibody 1 is estimated to be
about 2 weeks. In some embodiments, the antibody that binds all seven human ELR+
CXC chemokines, e.g., Antibody 1, or a pharmaceutical composition comprising such an
antibody, is administered once every two weeks. In some embodiments, the antibody that
binds all seven human ELR+ CXC chemokines, e.g., Antibody 1, or a pharmaceutical

composition comprising such an antibody, is administered weekly.

In some embodiments, the antibody that binds all seven human ELR+ CXC
chemokines, e.g., Antibody 1, or a pharmaceutical composition comprising such an
antibody, is administered intravenously at a dose of about 100 mg to about 1000 mg (e.g.,
about 100 mg to about 1000 mg, about 150 mg to about 900 mg, about 200 mg to about
800 mg, about 250 mg to about 700 mg, about 300 mg to about 600 mg, about 100 mg,
about 150 mg, about 200 mg, about 250 mg, about 300 mg, about 350 mg, about 400 mg,
about 450 mg, about 500 mg, about 550 mg, about 600 mg, about 650 mg, about 700 mg,
about 850 mg, about 900 mg, about 950 mg, about 1000 mg).

In some embodiments, the antibody that binds all seven human ELR+ CXC
chemokines, e.g., Antibody 1, or a pharmaceutical composition comprising such an
antibody, is administered intravenously at a dose of about 100 mg to about 600 mg (e.g.,
about 100 mg to about 600 mg, about 200 mg to about 600 mg, about 300 mg to about 600
mg, about 400 mg to about 600 mg, about 500 mg to about 600 mg, about 100 mg to about
500 mg, about 200 mg to about 500 mg, about 300 mg to about 500 mg, about 400 mg to

about 500 mg, about 100 mg to about 400 mg, about 200 mg to about 400 mg, about 300
5
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mg to about 400 mg, about 100 mg to about 300 mg, about 200 mg to about 300 mg, about
100 mg to about 200 mg, about 100 mg, about 150 mg, about 200 mg, about 250 mg, about
300 mg, about 350 mg, about 400 mg, about 450 mg, about 500 mg, about 550 mg, about
600 mg).

In some embodiments, the antibody that binds all seven human ELR+ CXC
chemokines, e.g., Antibody 1, or a pharmaceutical composition comprising such an
antibody, is administered at a dose of about 100 mg to about 600 mg (e.g., about 100 mg to
about 600 mg, about 200 mg to about 600 mg, about 300 mg to about 600 mg, about 400
mg to about 600 mg, about 500 mg to about 600 mg, about 100 mg to about 500 mg, about
200 mg to about 500 mg, about 300 mg to about 500 mg, about 400 mg to about 500 mg,
about 100 mg to about 400 mg, about 200 mg to about 400 mg, about 300 mg to about 400
mg, about 100 mg to about 300 mg, about 200 mg to about 300 mg, about 100 mg to about
200 mg, about 100 mg, about 150 mg, about 200 mg, about 250 mg, about 300 mg, about
350 mg, about 400 mg, about 450 mg, about 500 mg, about 550 mg, about 600 mg) once

every two weeks intravenously.

In some embodiments, the antibody that binds all seven human ELR+ CXC
chemokines, e.g., Antibody 1, or a pharmaceutical composition comprising such an
antibody, is administered at a dose of about 600 mg to about 1000 mg (e.g., about 600 mg
to about 1000 mg, about 650 mg to about 950 mg, about 700 mg to about 900 mg, about
750 mg to about 850 mg, about 600mg, about 650mg, about 700mg, about 750mg, about
800mg, about 850mg, about 900mg, about 950mg, about 100mg) once every two weeks

intravenously.

In some embodiments, the antibody that binds all seven human ELR+ CXC
chemokines, e.g., Antibody 1, or a pharmaceutical composition comprising such an
antibody, is administered at a dose of about 200 mg to about 600 mg (e.g., about 200 mg,
about 250 mg, about 300 mg, about 350 mg, about 400 mg, about 450 mg, about 500 mg,

about 550 mg, about 600 mg) once every two weeks intravenously.

In some embodiments, the antibody that binds all seven human ELR+ CXC
chemokines, e.g., Antibody 1, or a pharmaceutical composition comprising such an

antibody, is administered at a dose of about 300 mg to about 600 mg (e.g., about 300 mg,
6
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about 350 mg, about 400 mg, about 450 mg, about 500 mg, about 550 mg, about 600 mg)

once every two weeks intravenously.

In some embodiments, the antibody that binds all seven human ELR+ CXC
chemokines, e.g., Antibody 1, or a pharmaceutical composition comprising such an
antibody, is administered at a dose of about 100 mg to about 150 mg once every two weeks

intravenously.

In some embodiments, the antibody that binds all seven human ELR+ CXC
chemokines, e.g., Antibody 1, or a pharmaceutical composition comprising such an

antibody, is administered at a dose of about 300 mg once every two weeks intravenously.

In some embodiments, the antibody that binds all seven human ELR+ CXC
chemokines, e.g., Antibody 1, or a pharmaceutical composition comprising such an

antibody, is administered at a dose of about 600 mg once every two weeks intravenously.

In some embodiments, the antibody that binds all seven human ELR+ CXC
chemokines, e.g., Antibody 1, or a pharmaceutical composition comprising such an
antibody, is administered with a loading dose prior to the specified intravenous dose. For
example, the loading dose can be a high intravenous dose (e.g., about 600 mg to about
1000 mg) with a shorter dosing interval (e.g., every week) for a few weeks (e.g., two,
three, or four weeks). In some embodiments, the loading dose is 600 mg intravenously
every week for a few weeks (e.g., two, three, or four weeks). In some embodiments, the
loading dose is 700 mg intravenously every week for a few weeks (e.g., two, three, or four
weeks). In some embodiments, the loading dose 1s 800 mg intravenously every week for a
few weeks (e.g., two, three, or four weeks). In some embodiments, the loading dose is 900
mg intravenously every week for a few weeks (e.g., two, three, or four weeks). In some
embodiments, the loading dose is 1000 mg intravenously every week for a few weeks (e.g.,

two, three, or four weeks).

As shown below, the bioavailability for subcutaneous injection of Antibody 1 is
estimated to be approximately 65% of intravenous injection of Antibody 1. In some
embodiments, the antibody that binds all seven human ELR+ CXC chemokines, e.g.,

Antibody 1, or a pharmaceutical composition comprising such an antibody, is administered

7
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subcutaneously at a dose of about 150 mg to about 1500 mg (e.g., about 150 mg to about
1500 mg, about 200 mg to about 1400 mg, about 250 mg to about 1300 mg, about 300 mg
to about 1200 mg, about 350 mg to about 1100 mg, about 400 mg to about 1000 mg, about
450 mg to about 900 mg, about 600 mg to about 900 mg, about 150 mg, about 200 mg,
about 250 mg, about 300 mg, about 350 mg, about 400 mg, about 450 mg, about 500 mg,
about 550 mg, about 600 mg, about 650 mg, about 700 mg, about 750 mg, about 800 mg,
about 850 mg, about 900 mg, about 950 mg, about 1000 mg, about 1050 mg, about 1100
mg, about 1150 mg, about 1200 mg, about 1250 mg, about 1300 mg, about 1350 mg, about
1400 mg, about 1450 mg, about 1500 mg).

In some embodiments, the antibody that binds all seven human ELR+ CXC
chemokines, e.g., Antibody 1, or a pharmaceutical composition comprising such an
antibody, is administered subcutaneously at a dose of about 150 mg to about 900 mg (e.g.,
about 150 mg to about 900 mg, about 300 mg to about 900 mg, about 450 mg to about 900
mg, about 600 mg to about 900 mg, about 750 mg to about 900 mg, about 150 mg to about
750 mg, about 300 mg to about 750 mg, about 450 mg to about 750 mg, about 600 mg to
about 750 mg, about 150 mg to about 600 mg, about 300 mg to about 600 mg, about 450
mg to about 600 mg, about 150 mg to about 450 mg, about 300 mg to about 450 mg, about
150 mg to about 300 mg, about 150 mg, about 200 mg, about 250 mg, about 300 mg, about
350 mg, about 400 mg, about 450 mg, about 500 mg, about 550 mg, about 600 mg, about
650 mg, about 700 mg, about 750 mg, about 800 mg, about 850 mg, about 900 mg).

In some embodiments, the antibody that binds all seven human ELR+ CXC
chemokines, e.g., Antibody 1, or a pharmaceutical composition comprising such an
antibody, is administered at a dose of about 150 mg to about 900 mg (e.g., about 150 mg to
about 900 mg, about 300 mg to about 900 mg, about 450 mg to about 900 mg, about 600
mg to about 900 mg, about 750 mg to about 900 mg, about 150 mg to about 750 mg, about
300 mg to about 750 mg, about 450 mg to about 750 mg, about 600 mg to about 750 mg,
about 150 mg to about 600 mg, about 300 mg to about 600 mg, about 450 mg to about 600
mg, about 150 mg to about 450 mg, about 300 mg to about 450 mg, about 150 mg to about
300 mg, about 150 mg, about 200 mg, about 250 mg, about 300 mg, about 350 mg, about
400 mg, about 450 mg, about 500 mg, about 550 mg, about 600 mg, about 650 mg, about

8
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700 mg, about 750 mg, about 800 mg, about 850 mg, about 900 mg) once every two weeks

subcutaneously.

In some embodiments, the antibody that binds all seven human ELR+ CXC
chemokines, e.g., Antibody 1, or a pharmaceutical composition comprising such an
antibody, is administered at a dose of about 900 mg to about 1500 mg (e.g., about 900 mg
to about 1500 mg, about 1000 mg to about 1400 mg, about 1100 mg to about 1300 mg,
about 1000 mg, about 1100 mg, about 1200 mg, about 1300 mg, about 1400 mg, about

1500 mg) once every two weeks subcutaneously.

In some embodiments, the antibody that binds all seven human ELR+ CXC
chemokines, e.g., Antibody 1, or a pharmaceutical composition comprising such an
antibody, is administered at a dose of about 300 mg to about 900 mg (e.g., about 300 mg,
about 350 mg, about 400 mg, about 450 mg, about 500 mg, about 550 mg, about 600 mg,
about 650 mg, about 700 mg, about 750 mg, about 800 mg, about 850 mg, about 900 mg)

once every two weeks subcutaneously.

In some embodiments, the antibody that binds all seven human ELR+ CXC
chemokines, e.g., Antibody 1, or a pharmaceutical composition comprising such an
antibody, 1s administered at a dose of about 450 mg to about 900 mg (e.g., about 450 mg,
about 500 mg, about 550 mg, about 600 mg, about 650 mg, about 700 mg, about 750 mg,

about 800 mg, about 850 mg, about 900 mg) once every two weeks subcutaneously.

In some embodiments, the antibody that binds all seven human ELR+ CXC
chemokines, e.g., Antibody 1, or a pharmaceutical composition comprising such an
antibody, is administered at a dose of about 300 mg once every two weeks subcutaneously.
In some embodiments, the antibody that binds all seven human ELR+ CXC chemokines,
e.g., Antibody 1, or a pharmaceutical composition comprising such an antibody, is
administered at a dose of about 450 mg once every two weeks subcutaneously. In some
embodiments, the antibody that binds all seven human ELR+ CXC chemokines, e.g.,
Antibody 1, or a pharmaceutical composition comprising such an antibody, is administered
at a dose of about 600 mg once every two weeks subcutaneously. In some embodiments,

the antibody that binds all seven human ELR+ CXC chemokines, e.g., Antibody 1, or a
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pharmaceutical composition comprising such an antibody, is administered at a dose of

about 900 mg once every two weeks subcutaneously.

In some embodiments, the antibody that binds all seven human ELR+ CXC
chemokines, e.g., Antibody 1, or a pharmaceutical composition comprising such an
antibody, is administered at a dose of about 150 mg to about 600 mg (e.g., about 150 mg to
about 600 mg, about 200 mg to about 500 mg, about 250 mg to about 450 mg, about 300
mg to about 450 mg, about 350 mg to about 450 mg, about 150 mg, about 200 mg, about
250 mg, about 300 mg, about 350 mg, about 400 mg, about 450 mg, about 500 mg, about
550 mg, about 600 mg) weekly subcutaneously. In some embodiments, the antibody that
binds all seven human ELR+ CXC chemokines, e.g., Antibody 1, or a pharmaceutical
composition comprising such an antibody, is administered at a dose of about 250 mg to
about 450 mg weekly subcutaneously. In some embodiments, the antibody that binds all
seven human ELR+ CXC chemokines, e.g., Antibody 1, or a pharmaceutical composition
comprising such an antibody, is administered at a dose of about 250 mg weekly
subcutaneously. In some embodiments, the antibody that binds all seven human ELR+
CXC chemokines, e.g., Antibody 1, or a pharmaceutical composition comprising such an
antibody, is administered at a dose of about 300 mg weekly subcutaneously. In some
embodiments, the antibody that binds all seven human ELR+ CXC chemokines, e.g.,
Antibody 1, or a pharmaceutical composition comprising such an antibody, is administered
at a dose of about 350 mg weekly subcutaneously. In some embodiments, the antibody that
binds all seven human ELR+ CXC chemokines, e.g., Antibody 1, or a pharmaceutical
composition comprising such an antibody, is administered at a dose of about 400 mg
weekly subcutaneously. In some embodiments, the antibody that binds all seven human
ELR+ CXC chemokines, e.g., Antibody 1, or a pharmaceutical composition comprising

such an antibody, is administered at a dose of about 450 mg weekly subcutaneously.

In some embodiments, the antibody that binds all seven human ELR+ CXC
chemokines, e.g., Antibody 1, or a pharmaceutical composition comprising such an
antibody, is administered with a loading dose prior to the specified subcutaneous dose. For
example, the loading dose can be a high subcutaneous dose (e.g., about 900 mg to about

1500 mg) with a shorter dosing interval (e.g., every week or every three days) for a few
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weeks (e.g., two, three, or four weeks) to a few months (e.g., one, two, or three months).

In some embodiments, the loading dose is 900 mg subcutaneously every week for a few
weeks (e.g., two, three, or four weeks) to a few months (e.g., one, two, or three months).

In some embodiments, the loading dose is 1000 mg subcutaneously every week for a few
weeks (e.g., two, three, or four weeks) to a few months (e.g., one, two, or three months). In
some embodiments, the loading dose is 1100 mg subcutaneously every week for a few
weeks (e.g., two, three, or four weeks) to a few months (e.g., one, two, or three months). In
some embodiments, the loading dose is 1200 mg subcutaneously every week for a few
weeks (e.g., two, three, or four weeks) to a few months (e.g., one, two, or three months). In
some embodiments, the loading dose is 1300 mg subcutaneously every week for a few
weeks (e.g., two, three, or four weeks) to a few months (e.g., one, two, or three months). In
some embodiments, the loading dose is 1400 mg subcutaneously every week for a few
weeks (e.g., two, three, or four weeks) to a few months (e.g., one, two, or three months). In
some embodiments, the loading dose is 1500 mg subcutaneously every week for a few

weeks (e.g., two, three, or four weeks) to a few months (e.g., one, two, or three months).

In some embodiments, the loading dose is 900 mg subcutaneously every three days
for a few weeks (e.g., two, three, or four weeks) to a few months (e.g., one, two, or three
months). In some embodiments, the loading dose is 1000 mg subcutaneously every three
days for a few weeks (e.g., two, three, or four weeks) to a few months (e.g., one, two, or
three months). In some embodiments, the loading dose is 1100 mg subcutaneously every
three days for a few weeks (e.g., two, three, or four weeks) to a few months (e.g., one, two,
or three months). In some embodiments, the loading dose is 1200 mg subcutaneously every
three days for a few weeks (e.g., two, three, or four weeks) to a few months (e.g., one, two,
or three months). In some embodiments, the loading dose is 1300 mg subcutaneously every
three days for a few weeks (e.g., two, three, or four weeks) to a few months (e.g., one, two,
or three months). In some embodiments, the loading dose is 1400 mg subcutaneously every
three days for a few weeks (e.g., two, three, or four weeks) to a few months (e.g., one, two,
or three months). In some embodiments, the loading dose is 1500 mg subcutaneously every
three days for a few weeks (e.g., two, three, or four weeks) to a few months (e.g., one, two,
or three months). The subcutaneous loading dose can be achieved in a single injection or in

a few separate injections (e.g., two, three or four injections).
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In some embodiments, the antibody that binds all seven human ELR+ CXC
chemokines, e.g., Antibody 1, or a pharmaceutical composition comprising such an

antibody, is administered without a loading dose prior to the specified dose.

As used herein, the term “human ELR+ CXC chemokines” refers to the seven
known CXC chemokines that have an E-L-R motif and that bind to CXCR 1 and/or
CXCR2 receptor. The human ELR+ CXC chemokines are human Gro-alpha (also known
as CXCL1) (SEQ ID NO: 13), human Gro-beta (also known as CXCL2) (SEQ ID NO: 14),
human Gro-gamma (also known as CXCL3) (SEQ ID NO: 15), human ENA-78 (also
known as CXCLS5) (SEQ ID NO: 16), human GCP-2 (also known as CXCL6) (SEQ ID
NO: 17), human NAP-2 (also known as CXCL7) (SEQ ID NO: 18), and human IL-8 (also
known as CXCL38) (SEQ ID NO: 19). Collectively, all seven human ELR+ CXC

chemokines are called “human pan-ELR+ CXC chemokines” herein.

The term “antibody,” as used herein, refers to monoclonal immunoglobulin
molecules comprising four polypeptide chains, two heavy (H) chains and two light (L)
chains inter-connected by disulfide bonds. Each heavy chain comprises a heavy chain
variable region (HCVR) and a heavy chain constant region. The heavy chain constant
region comprises three domains, CH1, CH2, and CH3. Each light chain is comprised of a
light chain variable region (LCVR) and a light chain constant region, CL. The HCVR and
LCVR regions can be further subdivided into regions of hypervariability, termed
complementarity determining regions (CDRs), interspersed with regions that are more
conserved, termed framework regions (FR). Each HCVR and LCVR is composed of three
CDRs and four FRs, arranged from amino-terminus to carboxyl-terminus in the following
order: FR1, CDR1, FR2, CDR2, FR3, CDR3, FR4. The CDR regions in HCVR are termed
HCDRI, HCDR2, and HCDR3. The CDR regions in LCVR are termed LCDRI, LCDR2,
and LCDR3. The CDRs contain most of the residues which form specific interactions with
the antigen. There are currently three systems of CDR assignments for antibodies that are
used for sequence delineation. The Kabat CDR definition (Kabat et al., “Sequences of
Proteins of Immunological Interest,” National Institutes of Health, Bethesda, Md. (1991))
is based upon antibody sequence variability. The Chothia CDR definition (Chothia ef al.,

“Canonical structures for the hypervariable regions of immunoglobulins”, Journal of
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Molecular Biology, 196, 901-917 (1987); Al- Lazikani et al., “Standard conformations for
the canonical structures of immunoglobulins”, Journal of Molecular Biology, 273, 927-948
(1997)) is based on three-dimensional structures of antibodies and topologies of the CDR
loops. The Chothia CDR definitions are identical to the Kabat CDR definitions with the
exception of HCDRI and HCDR2. For the purposes of the present invention, a hybrid of
the Kabat and Chothia definitions are used to define CDRs. The assignment of amino
acids in the HCVR and LCVR regions is in accordance with the Kabat numbering
convention. It is further understood that the term “antibody” encompasses any cellular
post-translational modifications to the antibody including, but not limited to, acylation and

glycosylation.

As used herein, the term “septa-specific antibody” refers to an antibody that binds
all seven human ELR+ CXC chemokines with high affinity (e.g., with binding affinity
(Kp) in the range of from about 5 x 107! M to about 1 x 10 M).

As used herein, a “patient” refers to a human with a disease, disorder, or condition
that would benefit from a decreased level of human ELR+ CXC chemokines or decreased

bioactivity induced by human ELR+ CXC chemokines.

As used herein, “treatment” or “treating” refers to all processes wherein there may
be a slowing, controlling, or stopping of the progression of the disorders disclosed herein,
but does not necessarily indicate a total elimination of all disorder symptoms. Treatment
includes administration of an antibody of the present invention for treatment of a disease or

condition in a patient, particularly in a human.

A Single-Ascending Dose Study to Evaluate the Safety, Tolerability, Pharmacokinetics,
and Pharmacodynamics of Antibody 1 in Healthy Subjects (NCT02148627)

The primary objective of this study is to explore the safety and tolerability of a
single dose of Antibody 1 in healthy subjects, including Japanese subjects, in order to
define an appropriate dose range for further clinical research. The endpoints for this
objective are incidence of SAEs (serious adverse events) and TEAEs (treatment-emergent

adverse events). The secondary objective of this study is to characterize the
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pharmacokinetics (PK) of Antibody 1, including estimation of the bioavailability following
subcutaneous (SC) administration of a single dose of Antibody 1, in healthy subjects,
including Japanese subjects. The endpoints include Cmax (maximum observed drug
concentration), tmax (time to reach Cmax), AUCs (area under the concentration-time curve

during dosing interval at steady) and the presence of antidrug antibodies.

In this study, Antibody 1 has been administered to 39 healthy subjects in a single-
ascending dose study in which doses of 10 mg, 30 mg, 100 mg, 200 mg, 400 mg, or 700
mg of Antibody 1 were administered as a slow intravenous (IV) infusion; or the dose of
100 mg of Antibody 1 was administered by SC injection to assess the bioavailability. In
addition, skin blisters were induced in subjects who received IV doses of 10 mg, 30 mg,
100 mg, 200 mg, and 400 mg of Antibody 1 to assess neutrophil chemotaxis and

accumulation.

There were no deaths or serious adverse events (SAEs) reported. Adverse events
(AEs) reported were graded using the Common Terminology Criteria for Adverse Events
(CTCAE). All AEs reported were Grade 1, except for 1 subject who reported a Grade 2

event, which the investigator considered to be unrelated to study drug.

There were no clinically significant changes in hematology (including peripheral

blood neutrophil counts) or urinalysis.

There were no clinically significant changes in vital signs or electrocardiograms

(ECG).

Antibody 1 exhibited linear PK in the dose range tested, with an estimated terminal
half-life (t1/2) of approximately 2 weeks. The estimated bioavailability for SC injection of
Antibody 1 is approximately 65% of IV injection.

The preliminary pharmacodynamic (PD) assessment was focused on the percentage
of neutrophils present in the blister fluid. The neutrophil data were highly variable, but a

trend of dose-dependent decreases of neutrophils in the blister fluid was observed.
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A Multiple-Dose, Dose-Escalation Study to Evaluate the Safety, Tolerability, and
Pharmacokinetics of Antibody 1 in Patients with Skin Diseases (NCT02896868)

The primary objective is to assess the safety and tolerability of multiple intravenous
doses of Antibody 1 in patients with skin disease, e.g., hidradenitis suppurativa. The
endpoints for this objective are incidence of SAEs (serious adverse events) and TEAEs

(treatment-emergent adverse events).

The secondary objectives are to estimate the PK parameters of Antibody 1
following IV administration in patients with skin disease, e.g., HS; and to assess the
potential development of antidrug antibodies and their impact on safety and PK of
Antibody 1. The endpoints include Cmax (maximum observed drug concentration), tmax
(time to reach Cmax), AUCs (area under the concentration-time curve during dosing

interval at steady) and the presence of antidrug antibodies.

The exploratory objectives are to explore the dose- and exposure-response
relationship for appropriate clinical endpoints for the dermatological condition and other
PD measures (e.g., clinical rating scores). The endpoints include HiSCR, abscess and
inflammatory nodule counts, modified Sartorius score, HS-PGA score, and Patient’s

Global Assessment of Skin Pain (via Numeric Rating Scale).

This is a multicenter, randomized, placebo-controlled, and multiple ascending dose
study in patients with skin disease, e.g., HS. The patient and investigator are blinded to
study treatment. Screening occurs up to 28 days prior to the first dose of Antibody 1.

Patients participating in the study receive a slow IV infusion over a minimum
period of 30 minutes, or longer after completion of the infusion, at the investigator’s
discretion. Antibody 1 or placebo is administered every 2 weeks (Q2W) for a total of 4
doses. The Q2W dosing frequency is selected because the t1/2 of Antibody 1 is
approximately 2 weeks. The dose levels for patients with HS are 300 mg and 600 mg of
Antibody 1, which are selected based on the NCT02148627 study.

Samples for PK analysis are taken prior to each infusion, at the end of the first
infusion, and for 12 weeks after the final dose. Clinical laboratory safety tests, vital signs,

and ECGs are assessed throughout the dosing period, and for 12 weeks after the final dose.
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Immunogenicity (antidrug antibodies) are assessed at multiple time points, with the final

sample being taken 12 weeks after the last infusion of study medication.

Eligibility of patients for study enrollment is based on the results of screening
medical history, physical examination (including weight, height, and temperature), vital

signs, clinical laboratory tests, and ECGs.

The nature of any conditions present at the time of the physical examination and

any preexisting conditions or relevant medical history are documented.

Screening may occur up to 28 days prior to enrollment. Patients who are not
enrolled within 28 days of screening may be subjected to an additional medical assessment
and/or clinical measurements to confirm their eligibility. Some tests may be repeated, at

the discretion of the investigator, and do not constitute “rescreening”.

Patients are eligible for inclusion in the study only if they meet all of the following

criteria at screening and/or enrollment:

[1] suffer from chronic Hidradenitis Suppurativa, and have a diagnosis of HS for at
least 1 year prior to baseline and have received previous antibiotic therapy and

meet the following criteria:

e have presence of HS lesions in at least 2 distinct anatomical areas, one

of which must be at least Hurley Stage II or Hurley Stage III;

e have Hidradenitis Suppurativa - Physician Global Assessment (HS-
PGA) score of at least moderate severity at Visit 2 with at least 3

abscesses and/or nodules;

e have experienced an inadequate response to oral antibiotics for

treatment of HS;
[2] are at least 18 years of age;

e male patients: agree to use an effective method of contraception and should
not donate sperm for the duration of the study plus 3 months following the

last dose of Antibody 1;
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e female patients: women not of childbearing potential may participate, and
include those who are infertile or postmenopausal;

e female patients: women of childbearing potential who test negative for
pregnancy prior to each dose of treatment based on a urine pregnancy test
may participate. They must agree to use 1 highly effective method of
contraception or a combination of 2 effective methods of contraception

during the study and for 3 months following the last dose of Antibody 1;
[3] have a minimum body weight of 50 kg at screening;

[4] have venous access sufficient to allow for blood sampling and administration of

Antibody 1, as per the protocol;

[5] are reliable and willing to make themselves available for the duration of the

study, and are willing to follow study procedures;
[6] are able and willing to give signed informed consent;
[7] have adequate organ function, including at screening:

e hematologic: absolute neutrophil count >1.8 X 10%/L, platelet count >100
X 10°/L, hemoglobin level >10.0 g/dL, absolute lymphocyte count >0.8 X
10°/L (patients >60 years of age) or 1.0 X 10%/L (patients <59 years of age),
and total white blood cell count >3.6 X 10°/L

e hepatic: bilirubin level <1.5 X the ULN (upper limit of normal) and

alkaline phosphatase (ALP), alanine aminotransferase (ALT), and aspartate
aminotransferase (AST) <1.5 X ULN

e renal: serum creatinine level <1.5 X ULN.
Exclusion criteria include:

e within 14 days prior to Day 1 of study (Visit 2), have received oral opioids for HS-

related pain, or are anticipated to take these during the study;

¢ have presence of more than 25 draining fistulae;
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have had surgical treatment for HS in the last 4 weeks prior to first dose of

Antibody 1;

are study site personnel directly affiliated with this study or their immediate
families. Immediate family is defined as a spouse, biological or legal guardian,

child, or sibling;

are Sponsor employees and alliance partners involved with the study who require

exclusion of their employees;

are currently enrolled in a clinical trial involving an Investigator Product (IP) or
any other type of medical research judged not to be scientifically or medically

compatible with this study;

have participated, within the last 30 days (at Visit 2) in a clinical trial involving an
IP. If the previous IP has a half-life of greater than 7 days, 3 months, or 5 half-

lives (whichever is longer) should have passed;

have previously completed or withdrawn from this study or any other study

investigating Antibody 1, and have previously received Antibody 1;

have known allergies to Antibody 1, related compounds, or any components of the

formulation, or history of significant atopy;

have an abnormality in the 12-lead ECG that, in the opinion of the investigator,

increases the risks associated with participating in the study;
have an abnormal blood pressure, as determined by the investigator;

have significant history of or current cardiovascular, respiratory, hepatic, renal,
gastrointestinal, endocrine, hematological, or neurological disorders capable of
significantly altering the absorption, metabolism, or elimination of drugs; of
constituting a risk when taking the IP; or of interfering with the interpretation of

data;
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have past history of significant neuropsychiatric disorders (including, but not
limited to, suicidal ideation, attempted suicide, bipolar disorder, and prolonged

depression) or clinically significant ongoing neuropsychiatric disorders;

regularly use known drugs of abuse and/or show positive findings on urinary drug

screening;

show evidence of human immunodeficiency virus (HIV) infection and/or positive

human HIV antibodies;
show evidence of hepatitis C and/or positive hepatitis C antibody;

show evidence of hepatitis B: positive for hepatitis B core antibody (HBcAb+)

and/or positive hepatitis B surface antigen;

have received any systemic (including oral) antibiotic or anti-infective treatment

within 28 days prior to baseline;

at the investigator’s discretion, have any significant infection within 28 days of

screening, or have evidence of active infection within 14 days prior to first dose;
in the opinion of the investigator, are at risk of septicemia;

are women who are lactating;

have donated blood of more than 500 mL within the last month (at screening visit);

have an average weekly alcohol intake that exceeds 21 units per week (male
patients up to age 65) and 14 units per week (male patients over 65 and female
patients); wherel unit = 12 oz or 360 mL of beer, 5 oz or 150 mL of wine, 1.5 oz

or 45 mL of distilled spirits;
have had symptomatic herpes zoster within 3 months of screening;

show evidence of active or latent tuberculosis (TB), as documented by medical

history and examination, chest x-rays (posterior-anterior and lateral), and TB

testing: either a negative tuberculin skin test defined as a skin induration <5 mm at

48 to 72 hours, or a negative (not indeterminate) QuantiFERON®-TB Gold test.
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Results:

The choice to perform a tuberculin skin test or a QuantiFERON-TB Gold test is
made by the investigator, according to local licensing and standard of care, but
should be used for patients who have previously received the Bacillus Calmette-
Guérin vaccine. The QuantiFERON-TB Gold test can only be used in countries
where it is licensed, and the use of this test is dependent on previous treatment(s).
This test may not be suitable if previous treatment(s) produce significant

immunosuppression;

have received attenuated live vaccine(s) within 1 month of screening, or intend to

during the study are immunocompromised;

have received treatment with biologic agents (such as monoclonal antibodies,
including marketed drugs) within 3 months or 5 half-lives (whichever is longer),
prior to baseline. Patients who have previously received biologics for the
indication of interest and have failed due to lack of primary efficacy are excluded

from participation in this study;
have significant allergies to humanized monoclonal antibodies;

have clinically significant multiple or severe drug allergies, or intolerance to
topical corticosteroids, or severe posttreatment hypersensitivity reactions
(including, but not limited to, erythema multiforme major, linear immunoglobulin

[Ig] A dermatosis, toxic epidermal necrolysis, or exfoliative dermatitis),

have had lymphoma, leukemia, or any malignancy within the past 5 years, except
for basal cell or squamous epithelial carcinomas of the skin that have been

resected, with no evidence of metastatic disease for 3 years;
have had breast cancer within the past 10 years;

in the opinion of the investigator or sponsor, are unsuitable for inclusion in the

study.
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Four HS patients have been intravenously dosed with 300 mg of Antibody 1 every
2 weeks (Q2W) for a total of 4 doses; and one HS patient received placebo with the same
dose and dosing regimen. After 8 weeks of treatment (2 weeks after the last dose), three of
the four HS patients dosed with 300 mg of Antibody 1 observed a >= 50% reduction in
their counts of abscesses and inflammatory nodules, with one of the four HS patients
meeting all of the criteria for the Hidradenitis Suppurativa Clinical Response (HiSCR)

endpoint.

Three HS patients have been intravenously dosed with 600 mg of Antibody 1 every
2 weeks (Q2W) for a total of 4 doses. After 8 weeks of treatment (2 weeks after the last
dose), all three HS patients dosed with 600 mg of Antibody 1 observed a >= 50% reduction
in their counts of abscesses and inflammatory nodules, and all three patients met all of the

criteria for the HISCR endpoint.

There have been no deaths, SAEs, or discontinuations due to AEs observed in this

study.

Therefore, Antibody 1 can be used to safely and effectively treat hidradenitis

suppurativa in human patients.
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Sequences

Antibody 1 Heavy chain amino acid sequence: SEQ ID NO: 1

QVOQLVQSGAEVKKPGASVKVSCKASGYEFTSYWIHWVRQAPGQGLEWMGNISP
NSGSANYNEKFKSRVTMTRDTSTSTVYMELSSLRSEDT AVYYCAREGPYSYYPS
REYYGSDLWGQGTL VIVSSASTKGPSVFPLAPCSRSTSEST AALGCL VKDYFPEP
VTVSWNSGALTSGVHTFP AVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSN
TKVDKRVESKYGPPCPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVS
QEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEY
KCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCL VKGFYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFL YSRLTVDKSRWQEGNVFSCSVMH
EALHNHYTQKSLSLSLG

Antibody 1 Heavy chain variable region: SEQ ID NO: 2
QVQLVQSGAEVKKPGASVKVSCKASGYEFTSYWIHWVRQAPGQGLEWMGNISP
NSGSANYNEKFKSRVTMTRDTSTSTVYMELSSLRSEDT AVYYCAREGPYSYYPS
REYYGSDLWGQGTLVTVSS

Antibody 1 Light chain amino acid sequence: SEQ ID NO: 3

EIVLTQSPATLSLSPGERATLSCRASQSISNNLHWYQOQKPGQAPRLLIYYTSRSVS
GIPARFSGSGSGTDFTL TISSLEPEDFA VYYCGQNNEWPEVFGGGTKVEIKRTV AA
PSVFIFPPSDEQLKSGT ASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQD
SKDSTYSLSSTLTLSKADYEKHKVY ACEVTHQGLSSPVTKSFNRGEC

Antibody 1 Light chain variable region: SEQ ID NO: 4
EIVLTQSPATLSLSPGERATLSCRASQSISNNLHWYQQKPGQAPRLLIYYTSRSVS
GIPARFSGSGSGTDFTL TISSLEPEDFAVYYCGQNNEWPEVFGGGTKVEIK

Antibody 1 Heavy chain DNA sequence: SEQ ID NO: 5

CAGGTGCAGCTGGTGCAGTCTGGTGCTGAAGTGAAGAAGCCTGGGGCCTCAG
TGAAGGTGTCCTGCAAGGCATCTGGCTACGAGTTCACCAGCTACTGGATTCAC
TGGGTGCGACAGGCCCCTGGACAAGGGCTTGAGTGGATGGGAAATATTTCTC
CTAATAGTGGTAGTGCTAACTACAATGAGAAGTTCAAGAGCAGAGTCACCAT
GACCAGGGACACGTCCACGAGCACAGTCTACATGGAGCTGAGCAGCCTGAGA
TCTGAGGACACGGCCGTGTATTACTGTGCGAGAGAGGGCCCTTACAGTTATTA
TCCGAGTAGGGAGTACTATGGCTCTGACCTCTGGGGGCAAGGGACCCTAGTC
ACAGTCTCCTCAGCCTCCACCAAGGGCCCATCGGTCTTCCCGCTAGCGCCCTG
CTCCAGGAGCACCTCCGAGAGCACAGCCGCCCTGGGCTGCCTGGTCAAGGAC
TACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGACCAGCG
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GCGTGCACACCTICCCGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGC
AGCGTGGTGACCGTGCCCTCCAGCAGCTTGGGCACGAAGACCTACACCTGCA
ACGTAGATCACAAGCCCAGCAACACCAAGG TGGACAAGAGAGTTGAGTCCA
AATATGGTCCCCCATGCCCACCCTGCCCAGCACCTGAGTTCCIGGGGGGACCA
TCAGTCTICCTGTTCCCCCCAAAACCCAAGGACAC TCICATGATCTCCCGGAC
CCCTGAGGTCACGTGCGTGGETGGTGGACGTGAGCCAGGAAGACCCCGAGGT C
CAGTTCAACTGGTACGTGGATGGCGETGGAGGTGCATAATGCCAAGACAAAGC
CGCGGGAGGAGCAGT TCAACAGCACGTACCGTGTGGTCAGCGTCCTICACCGT
CCTGCACCAGGACTGGCTGAACGGCAAGGAGTACAAGT GCAAGGTCTCCAAC
AANGGCCTCCCGTCCTCCATCGAGAAAACCATCTICCAAAGCCAAAGGGCAGC
CCCGAGAGCCACAGGT GTACACCCTGCCCCCATCCCAGGAGGAGAT GACCAA
GAACCAGGTCAGCCTGACCTGCCIGGTCAAAGGCTICTACCCCAGCGACATC
GCCGTGGAGTGGGAAAGCAATGGGCAGCCGGAGAACAAC TACAAGACCACG
CCTCCCGTGCTGGACTCCGACGGCTCCTICTICCTCTACAGCAGGCTAACCGT
GGACAAGAGCAGGT GGCAGGAGGGGAAT GTCTTCICATGCTCCGTGATGCAT
GAGGCTCTIGCACAACCACTACACACAGAAGAGCC TCTCCCTGTCICTGGGET

Antibody 1 Light chain DNA sequence: SEQ ID NO: 6

GAAATTGTGTTGACACAGTCICCAGCCACCCTGTCTITGTCTCCAGGGGAAAG
AGCCACCCTCICCTGCAGGGCCAGT CAAAGTATCAGCAATAACCTACACTGG
TACCAACAGAAACC  TGGCCAGGCTCCCAGGCTCCTCATCTATTATACTICCCG
GTCCGTCICTGGCATCCCAGCCAGGTTCAGTGGCAGTGGGETCTGGGACAGACT
TCACTCTCACCATCAGCAGCCTAGAGCCTGAAGATTTITGCAGTTTATTACTGT
GGACAGAATANACGAGT GGCCTGAGGTGTTCGGCGGAGGGACCAAGGT GGAG
ATCAAACGAACTGTGGCTGCACCATCIGTCTTCATCTTCCCGCCATCIGATGA
GCAGTTGAAATCTIGGAACTGCCICTGTTGTGTGCCTGCTGAATAACTICTATC
CCAGAGAGGCCAAAGTACAGT  GGAAGGTGGATAACGCCCTCCAATCGGGTAA
CICCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACC TACAGCCTC
AGCAGCACCC TGACGCTGAGCAAAGCAGACTACGAGAAACACAANGTCTAC
GCCIGCGAAGTCACCCATCAGGGCCTGAGCTCGCCCGTCACAAAGAGCTICA
ACAGGGGAGAGT GC

Antibody 1 LCDR1: SEQ ID NO: 7
RASQSISNNLH

Antibody 1 LCDR2: SEQ ID NO: 8
YTSRSVS

Antibody 1 LCDR3: SEQ ID NO: 9
GQNNEWPEV
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Antibody 1 HCDR1: SEQ ID NO: 10
GYEFTSYWIH

Antibody 1 HCDR2: SEQ ID NO: 11
NISPNSGSANYNEKFKS

Antibody 1 HCDR3: SEQ ID NO: 12
EGPYSYYPSREYYGSDL

Human Gro-alpha (CXCL1): SEQ ID NO: 13
ASVATELRCQCLQTLQGIHPKNIQSVNVKSPGPHCAQTEVIATLKNGRKACLNPA
SPIVKKIIEKMLNSDKSN

Human Gro-beta (CXCL2): SEQ ID NO: 14
APLATELRCQCLQTLQGIHLKNIQSVKVKSPGPHCAQTEVIATLKNGQKACLNPA
SPMVKKIIEKMLKNGKSN

Human Gro-gamma (CXCL3): SEQ ID NO: 15
ASVVTELRCQCLQTLQGIHLKNIQSVNVRSPGPHCAQTEVIATLKNGKKACLNPA
SPMVQKIIEKILNKGSTN

Human ENA-78 (CXCLS): SEQ ID NO: 16
AAVLRELRCVCLQTTQGVHPKMISNLQVFAIGPQCSKVEVVASLKNGKEICLDPE
APFLKKVIQKILDGGNKEN

Human GCP-2 (CXCL6): SEQ ID NO: 17
VSAVLTELRCTCLRVTLRVNPKTIGKLQVFPAGPQCSKVEVVASLKNGKQVCLD
PEAPFLKKVIQKILDSGNKKN

Human NAP-2 (CXCL7): SEQ ID NO: 18
AELRCMCIKTTSGIHPKNIQSLEVIGKGTHCNQVEVIATLKDGRKICLDPDAPRIK
KIVQKKLAGDESAD

Human IL-8 (CXCLS8): SEQ ID NO: 19

SAKELRCQCIKTY SKPFHPKFIKELRVIESGPHCANTEIIVKLSDGRELCLDPKENW
VQRVVEKFLKRAENS
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CLAIMS:

1. Use of an antibody that binds human growth-regulated oncogene (“Gro”)-alpha, human Gro-
beta, human Gro-gamma, human epithelial neutrophil activating peptide-78, human granulocyte
chemotactic protein-2, human neutrophil activating protein-2, and human interleukin-8, wherein
the antibody comprises light chain complementarity determining regions (“LCDR”) LCDRI1,
LCDR2, LCDR3 and heavy chain complementarity determining regions (“HCDR”) HCDRI,
HCDR2, HCDR3, wherein LCDR1 comprises SEQ ID NO: 7, LCDR2 comprises SEQ ID NO:
8, LCDR3 comprises SEQ ID NO: 9, HCDR1 comprises SEQ ID NO: 10, HCDR2 comprises
SEQ ID NO: 11, and HCDR3 comprises SEQ ID NO: 12, in the manufacture of a medicament

for the treatment of hidradenitis suppurativa.

2. The use of claim 1, wherein the antibody comprises a heavy chain variable region comprising
the amino acid sequence of SEQ ID NO: 2 and a light chain variable region comprising the

amino acid sequence of SEQ ID NO: 4.

3. The use of claim 1, wherein the antibody comprises a heavy chain having the amino acid

sequence of SEQ ID NO: 1 and a light chain having the amino acid sequence of SEQ ID NO: 3.

4. The use of claim 1, wherein the antibody is for intravenous administration at a dose of 100

mg to 1000 mg.

5. The use of claim 1, wherein the antibody is for subcutaneous administration at a dose of 150

mg to 1500 mg.

6. The use of claim 1, wherein the antibody is for administration once every two weeks.

7. The use of any one of claims 1-4 and 6, wherein the antibody is for intravenous administration

at a dose of 100 mg to 600 mg once every two weeks.
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8. The use of any one of claims 1-4 and 6, wherein the antibody is for intravenous administration

at a dose of 300 mg to 600 mg once every two weeks.

9. The use of any one of claims 1-4 and 6, wherein the antibody is for intravenous administration

at a dose of 100 mg to 150 mg once every two weeks.

10. The use of any one of claims 1-4 and 6, wherein the antibody is for intravenous

administration at a dose of about 300 mg once every two weeks.

11. The use of any one of claims 1-4 and 6, wherein the antibody is for intravenous

administration at a dose of about 600 mg once every two weeks.

12. The use of claim 7, wherein the antibody is for administration with a loading dose prior to the

specified dose.

13. The use of claim 12, wherein the loading dose is 600 mg to 1000 mg intravenously every

week for three weeks.

14. The use of any one of claims 1-3, 5, and 6, wherein the antibody is for subcutaneous

administration at a dose of 150 mg to 900 mg once every two weeks.

15. The use of any one of claims 1-3, 5, and 6, wherein the antibody is for subcutaneous

administration at a dose of 450 mg to 900 mg once every two weeks.

16. The use of any one of claims 1-3, 5, and 6, wherein the antibody is for subcutaneous

administration at a dose of about 300 mg once every two weeks.
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17. The use of any one of claims 1-3, 5, and 6, wherein the antibody is for subcutaneous

administration at a dose of about 450 mg once every two weeks.

18. The use of any one of claims 1-3, 5, and 6, wherein the antibody is for subcutaneous

administration at a dose of about 600 mg once every two weeks.

19. The use of any one of claims 1-3, 5, and 6, wherein the antibody is for subcutaneous

administration at a dose of about 900 mg once every two weeks.

20. The use of any one of claims 1-3 and 5, wherein the antibody is for subcutaneous

administration at a dose of 250 mg to 450 mg weekly.

21. The use of claim 14, wherein the antibody is for administration with a loading dose prior to

the specified dose.

22. The use of claim 21, wherein the loading dose is 900 mg to 1500 mg subcutaneously every

week or every three days for three weeks.

23.  The use of any one of claims 1-3, 5 or 6, wherein the antibody is for administration at a

dose of 600 mg to 900 mg once every two weeks subcutaneously.

24. The use of any one of claims 1-3, 5 or 6, wherein the antibody is for administration at a

dose of 1200 mg once every two weeks subcutaneously.
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