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Claims

1\ A specific binding member that binds the Extra Domain-A (ED-A)

inflalmatory bowel disease (IBD), such as Crohn’s disease (CD) or

ulcerathve colitis (UC).

2. Use of a\specific binding member that binds the ED-A isoform
of fibronectiN for the manufacture of a medicament for treating

IBD, such as CD\pr UC,

3. A method of trealing IBD in a patient, the method comprising
administering to a pakient a therapeutically effective amount of
a medicament comprising\a specific binding member which binds the

ED-A isoform of fibronect\n.

4. The specific binding membeX for use according te c¢laim 1, the
use of claim 2, or the method c¥ claim 3, wherein the specific

binding member binds the ED-A of Xibronectin.

5. The specific binding member for uswy according to claim 1 or 4,
the use of claim 2 or 4, or the method Wf claim 3 or 4, wherein
the specific binding member is conjugated\to an immunosuppressive

or anti-inflammatory molecule, such as IL-T

6. The specific binding member for use accordi to, the use or
methed of claim 5, wherein the specific binding mber is

conjugated to the bicactive molecule by a cleavabléy linker.

7. A specific binding member that binds the ED-A isofo of

fibronectin for use in a method of diagnosis of IBD.

8. The specific binding member for use according to claim 7,
wherein the specific binding member binds the ED-A of

fibronectin.
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9. The specific binding member for use according to claim 7 or 8,
herein the specific binding member is conjugated to a detectable

labgl or a radicisotcpe.

10.

tibronectyn for use in the delivery to the neovasculature of IBD

ANpecific binding member that binds the ED-2A iscform of
tissue of a\molecule conjugated to the specific binding member.
11. The specifid binding member for use acceording to claim 10,
wherein the specifNc binding member binds the ED-A of
fibronectin.
12. The specific binding\member for use according to claim 10 or
an immunosuppressive or anti-

11, wherein the molecule i

inflammatcory molecule, such ag IL-10.

13. The specific binding member f&r use according to any one of
claims 1 and 4-12, the use of claim¥\Z, or the method of claim 3,
wherein the specific binding member copprises a VH domain
comprising a framewcrk and a set of complementarity determining
regions HCDR1, HCDR2 and HCDR3, wherein
HCDR1 has amino acid sequence SEQ ID N
HCDRZ has amino acid sequence SEQ ID NO:
HCDR3 has amino acid sequence SEQ ID NO: 3;
or wherein the VH domain comprises a set of complemgntarity
determining regions having ten or fewer amino acid sugstitutions
within the complementarity determining regions HCDR1, HEDR2Z and

HCDR3.

14. The specific binding member for use according to, the use
the method of claim 13, wherein the VE domain framework is a

human germline framewcrk.

15. The specific binding member for use according to, the use or
the method of claim 14, wherein the VH domain has amino acid

sequence SEQ ID NO: 7.
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16. The specific binding member for use according to, the use or
the method of any cof one of claims 13-15, wherein the specific
inding member further comprises a2 VL domain comprising a set of

cogplementarity determining regions LCDR1, LCDRZ and LCDR3 and a

17. The ‘specific binding member for use according o, the use or

the methed, of claim 16, wherein

LCDR2Z hay aminc acid sequence SEQ ID NO: 5, and

LCDR3 has wmino acid sequence SEQ ID NO: 6;
or wherein the VL\domain comprises a set of complementarity
determining regicns\having ten or fewer amino acid substitutions
within the complementyrity determining regions LCDR1, LCDR2 and
LCDR3.

18. The specific binding meyber for use according to, the use or
the method of claim 16 or 17,\wherein the VL domain framework is

a human germline framework.

1%9. The specific binding member fol\ use according to, the use or
the method of claim 18, wherein the domain has amino acid

sequence SEQ ID NOQ: 8.

20. The specific binding member for use actording to, the use or
the method cf any cne of claims 17-19, wherel\n the specific

binding member comprises a single chain Fv.

21. The specific binding member for use according %o, the use or
the method of claim 20, wherein the binding member ig§ a small

immunoprotein (SIP).

22. The specific binding member for use according to, the
the method of any one of the preceding claims, wherein the

not ulcerative colitis (UC),
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23. The specific binding

the method of any one of
llagenous colitis.

24, e specific binding

the metRhod of any one of

lymphocytsc colitis.

25. The speci¥ic binding

the methoed of aRy cne of

ischaemic colitis

26. The specific bind\ng
the method of any one o
diversion colitis.

27. The specific kinding
the method of any one of
Behget’s disease.

28. The specific binding
the method cf any one of
indeterminate colitis.
29. The specific binding
the method cf any one of

Crohn’s disease (CD}.

30. A conjugate comprising a binding member which bin
isoform of fibronectin conjugated to IL-10,

has the sequence shown in SEQ ID NO:
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member for use according to, the use or

the preceding claims, wherein the IBD is

member for use according to, the use or

the preceding claims, wherein the IBD is

member for use accerding te, the use or

the preceding claims, wherein the IBD is

member for use according to, the use or

the preceding claims, wherein the IBD is

membar for use according to, the use or

the prageding claims, wherein the IBD is

member for u according teo, the use or

the preceding aims, wherein the IBD is

member for use accorang tc, the use or

the preceding claims, erein the IBD is

the ED-A

wherein the

onjugate

13.
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Claims

1. Use of an antibody conjugate for the preparation of a medicament for the treatment of
inflammatory bowel disease (IBD), wherein the antibody conjugate comprises an antibody, or an
antigen-binding fragment thereof, that binds the Extra Domain-A (ED-A) of fibronectin and is
conjugated to an immunosuppressive or anti-inflammatory molecule, said antibody comprising a
Vy domain and a Vi domain, wherein

the Vi; domain comprises the heavy chain CDR1, CDR2 and CDR3 amino acid
sequences in SEQ ID NO: 7; and

the Vi domain comprises the light chain CDR1, CDR2 and CDR3 amino acid sequences
in SEQ ID NO: 8.

2. Use of an antibody conjugate for the preparation of a medicament for the delivery of an
immunosuppressive or anti-inflammatory molecule to sites of inflammatory bowel disease (IBD)
in a patient, wherein the antibody conjugate comprises an antibody, or an antigen-binding
fragment thereof, that binds the Extra Domain-A (ED-A) of fibronectin and is conjugated to the
immunosuppressive or anti-inflammatory molecule, said antibody comprising a Vi domain and a
Vi domain, wherein

the Vi domain comprises the heavy chain CDR1, CDR2 and CDR3 amino acid
sequences in SEQ ID NO: 7; and

the Vi domain comprises the light chain CDR1, CDR2 and CDR3 amino acid sequences
in SEQ ID NO: 8.

3. The use according to claim 1 or 2, wherein the Vg domain and/or the Vi domain

comprises a human germline framework.

4, The use according to claim 3, wherein the human germline framework in the Vy domain
is from a human DP47 gene and/or the human germline framework in the Vi domain is from a
human DPK22 gene.

5. The use according to claim 1 or 2, wherein the Vi domain comprises the amino acid

sequence of SEQ ID NO: 7; and the V| domain comprising the amino acid sequence of SEQ ID
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NO: 8.

6. The use according to any one of claims 1-5, wherein said antibody or antigen-binding

fragment is conjugated to a detectable label.

7. The use according to claim 6, wherein the detectable label is a radioisotope.

8. The use according to any one of claims 1-7, wherein said anti-inflammatory molecule is a
cytokine.

9. The use according to claim 8, wherein said cytokine is human interkeukin-10 (IL-10).

10.  The use according to any one of claims 1-9, wherein said antibody or antigen-binding
fragment is conjugated to said immunosuppressive or anti-inflammatory molecule by a cleavable

linker.

11.  The use according to any one of claims 1-9, wherein said antibody or antigen-binding
fragment is conjugated to said immunosuppressive or anti-inflammatory molecule via a peptide
linker.

12.  The use according to claim 11, wherein said peptide linker comprises 15 amino acids.

13.  The use according to claim 12, wherein said peptide linker consists of the amino acid
residues (SSSSG); (SEQ ID NO: 10).

14.  The use according to any one of claims 1-13, wherein the antibody conjugate comprises

an antigen-binding fragment of said antibody.

15.  The use according to claim 14, wherein said antigen-binding fragment comprises a small

immunoprotein (SIP).
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16.  The use according to claim 14 or 15, wherein said antigen-binding fragment comprises a

single chain Fv (scFv).

17.  The use according to claim 16, wherein the Vy domain and the Vi domain in the scFv are

conjugated to each other via an amino acid linker.

18.  The use according to claim 17, wherein said amino acid linker comprises 5 to 25 amino

acids.

19.  The use according to claim 14 or 15, wherein said antigen-binding fragment is a diabody
that comprises a polypeptide comprising the Vi and Vi, domains, wherein the Vy and Vi
domains in the polypeptide are conjugated to each other via an amino acid linker comprising 1-5

amino acids.

20.  The use according to claim 19, wherein said amino acid linker consists of the amino acid

residues GGSGG (SEQ ID NO: 9).

21.  The use according to claim 20, wherein said antibody conjugate comprises (i) the diabody
and (ii) human interleukin-10 (IL-10) conjugated to the V| domain of the diabody via a peptide
linker comprising the amino acid residues (SSSSG); (SEQ ID NO: 10).

22.  The use according to claim 20, wherein said antibody conjugate consists of (i) the
diabody and (ii) human interleukin-10 (IL-10) conjugated to the V| domain of the diabody via a
peptide linker consisting of the amino acid residues (SSSSG); (SEQ ID NO: 10).

23.  Use of an antibody conjugate for the preparation of a medicament for the treatment of
inflammatory bowel disease (IBD), wherein said antibody conjugate comprises the amino acid

sequence of SEQ ID NO: 13.
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24.  Use of an antibody conjugate for the preparation of a medicament for the treatment of
inflammatory bowel disease (IBD), wherein said antibody conjugate consists of the amino acid

sequence of SEQ ID NO: 13.

25.  Use of an antibody conjugate for the preparation of a medicament for the delivery of
human JL-10 to sites of inflammatory bowel disease (IBD) in a patient, wherein said antibody

conjugate comprises the amino acid sequence of SEQ ID NO: 13.

26.  Use of an antibody conjugate for the preparation of a medicament for the delivery of
human IL-10 to sites of inflammatory bowel disease (IBD) in a patient, wherein said antibody

conjugate consists of the amino acid sequence of SEQ ID NO: 13.

27.  The use according to any one of the preceding claims, wherein said IBD is selected from
any of the following: ulcerative colitis (UC), collagenous colitis, lymphocytic colitis, ischaemic

colitis, diversion colitis, Behcet’s disease, indeterminate colitis, and Crohn’s disease (CD).




