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What is claimed is: _ Vs
-/
1. An isolated antibody or antigen-binding fragment thereof that specifically bind:g/
to an epitope within amino acids 303 through 547 of the sequence set forth in SEQ ID NO:1L. /’/
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2. The isolated antibody or antigen-binding fragment thereof of claim l,fp(?herein
the epitope comprises amino acids within a sequence selected from the group consi/sfing of SEQ

/

1D NOs:2, 3, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33, and 34. s
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3. The isolated antibody ¢ antigen-binding fragment theregf’%f claim 1, wherein
the epitope comprises amino acids within the sequence selected from ;;b‘é group consisting of SEQ
IDNOs: 2, 3,21, 22, 23, 24,27, 28, and 29.

4, . The isolated antibody or antigen-binding ﬁqg"éaem thereof of any of claims 1-3,
wherein the antibody or fragment inhibits enzymatic acti}ﬁif;/ of a LOXL2 polypeptide.
_ g ,
5. The isolated antibody or anti gﬁn—l}iﬁémg fragment thereof of any of claims -3,
wherein the antibody or fragment does not inhifgi{ enzymatic activity of a LOXL2 polypeptide,
6, The isolated antibody G{Jz{i‘;tigen-binding fragment thereof of any of claims 1-3,
wherein the antibody or fragment binﬁiéﬁ’;{) the epitope with an affinity of from about 10" M fo

about 10% M. yd
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7. The iselateg}:énﬁbody or antigen-binding fragment thereof of any of claims 1-6,
wherein the antibody or ‘frggmem comprises & heavy chain, and wherein the heavy chain of the
antibody s of the isotype IgG1, IgG2, 1gG3, or JgG4.
. /-') ’ .
g, /The isolated antibody or antigen-binding fragment thereof of any of claims 1-7,
wherein ﬁlgeﬂﬁtibody or fragment is a Fv, scFv, Fab, F(ab)2, or Fab'

,"“f 9. The isolated antibody or antigen-binding fragment thereof of any of claims 1-8,

w}mérein the antibody or fragment is humanized.
)




ey Qe Fhie 50 ated-aniibody-or-antigen-binding fragment-thereof-of any-of claims-1-By e

wherein the antibody or fragment is chimeric.

il The isolated antibody or antigen-binding fragment thereof of any of claims 110,
wherein the antibody or fragment comprises a covalently Hnked moiety selected from the group

consisting of a non-peptide synthetic polymer, a lipid, & fatty acid, a polysaccharide, 2 f.f"

/

carbohydrate, and a conirast agent. S/
&
i2. The isolated antibody or antigen-binding fragment thereof of/a‘gy of claims 1-11;
wherein the antibody or fragment is covalently or non-covalently linked tg A cancer

chemotherapeutic agent.

13, The isolated antibody or antigen-binding frag,rmepf/thereﬂf of any of claims 1-12,

wherein the antibody or fragment is detectably labeled. _ ;’/

.;f:/vv

14, The isolated antibody or antigen-binding fragment thereof of any of claims 1-13,

wherein the epitope comprises amino acids within the/sequence set forth in SEQ ID NO:2.

,-//'
5. The isolated antibody or antigen-binding fragment thereof of any of claims 1-13,

wherein the epitope comprises amnino acids ;ﬁfthin the sequence set forth in SEQ 1D NO:3.

)
/

16. A composition, comprising:
an isolated LOXL2 bindin/g agent, wherein the binding agent is the antibody or fragment

of any of claims 1-15; and

S

a pharmaceutically a}zéeptable carrier or exciplent.
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17, The-cgr"ﬁposition of claim 16, wherein said binding agent is present in an amount

effective to treat a qd:hdition associated with LOXL2, which condition is a tumor, a metastasis,

angiogenesis, or fibrosis.
y
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13;/ The composition of claim 16 or 17, wherein the LOXL.2 binding agent is linked

toa {iegﬁ"étable label, a therapeutic agent, or both,
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19 miethod, comprisings. .

assessing a level of LOXL2 in a sample obtained from a subject by contacting said

sample with the isolated antibody or fragment of any of claims [-15,

/

wherein a difference in the level of LOXL2 in the sample in comparison with a reference H{f

samptle indicates the presence of a condition associated with LOXL2 in the subject. y

20. . The method of claim 19, wherein said condition associated with LOXL.2 xsa
tumor, 2 metastasis, angicgenesis, or fibrosis.
21, The method of clatm 20, wherein an increase in the LOXL2 ]evpl’g in the sample

from the subject in comparison with a reference sample indicates the presen{‘;‘vs”bf & tumor or
metastasis thereof, or an increase in (umor or metastatic growth, 'k

22, The method of any of claims 19-21, wherein the reférence sample is a sample
taken from: the subject ai an eariier time poin't compared with thg=’§amp1&: from the subsect or from
unaffected tissue of the same type as that of the sample from thez subject, or is a sample from

another individeal.
23 The method of any of claims 19—22’h,;*‘i;\r1}erein the antibody is detectably labeled.

24, An in vitro method of inhihigifig LOXL2 activity, the method comprising:
contacting a sample or a cellular tissue Mggb’fﬂze isolated antibody or fragment of any of claims I-
15, wherein the contacting s carried ogt"‘fifz vitro or ex vive.

25. An antibody or fragment thereof of any one of claims 1-13, for use in inhibiting
1.OXL2 activity, wherein a sg}zﬁfiple or z celiular tissue is to be contacted with the isolated
antibody or fragment.

///

26. Usg;ff;f an antibody or fragment thereof of any one of claims 1-15 in the

manufacture of a}zﬁ;ledicament for inhibiting LOXL2 activity, wherein a sample or a celiular tissue

is to be contap{éd with the isclated antibody or fragment.
I
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2 The-antibody-or-fragment-of claim 25-or the use-of claim 26, wherein the—— /
centacting reduces a condition in a subject selected from the group consisting of tumor growth, /

angiogenesis, and fibrosis. s
y,

&

28. An antibody or fragment thereof according to any one of claims 1-15 fﬂrﬁge n
reducing growth of a temor in a subject. f’

265, Use of antibody or Tragment thereof according to any one of clmms 1-151in the

manufacture of a medicament for reducing growth of a tumor in a subject.

20, The antibody or fragment of claim 28 or the use of ciai;p*i’lQ, wherein said tumor

is a primary fwnor or & metastatic tamor.

31. The antibody or fragment of claim 28 or 30 or ;ﬁ% use of claim 29 or 30, wherein
said tumor is a solid tumor. "
32. An antibody or fragment thereof of anuy‘}c})f claims 1-15 for use in inkibiting

angiogenesis 1n a subject.

33, Useof antibody or fragment the}'e:{)f of anry of ¢laims 1-15 in the manufactme of

a medicament for inhibifing angiogenesis in‘a subject.

&

34.  Anantibody or ffagrpéﬂt thereof of any one of claims 1-15 for use in inhibiting a

fibrotic disease in 2 subject.

35, Useof an a;gzigody or fragment thereof of any of claims 1-15 in the manufacture

of a medicament for inhiiq:i.ti;;xg a fibrotic disease in a subject.
36, An gﬁf;ﬂbody or fragment thereof of any one of ¢laims 1-15 for use in monitoring
s
a subject’s respos_géé to an anti-LOXL2 therapy, wherein the use comprises detecting LOXL2

jevels and/or zgiévity in the subject using the antibody or fragment.

’7 An antibody or fragment thereof of any one of claims 1-15 for use in therapy.
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CLAIMS
What is claimed is:

1. An isolated antibody to lysyl oxidase-like-2 (LOXL2) or an antigen-
binding fragment thereof that specifically binds to an epitope within amino acids
325 through 434 of the sequence set forth in SEQ ID NO: 1,

2. The isolated antibody or antigen-binding fragment thereof of claim 1,
wherein the epitope comprises amino acids within the sequence TPAMGLQKK
{(SEQ ID NO: 2).

3. The isolated antibody or antigen-binding fragment thereof of claim 1,
wherein the isolated antibody or antigen binding fragment thereof inhibits enzymatic

activity of a LOXL2 polypeptide.

4, The isolated antibody or antigen-binding fragment thereof of claim 1,
wherein the isolated antibody or antigen binding fragment thereof binds the epitope
with an affinity of from about 10" M to about 10" M.

5. The isolated antibody or antigen-binding fragment thereof of claim 1,
wherein the isolated antibody or antigen binding fragment thereof comprises a
heavy chain, and wherein the heavy chain of the antibody is of the isotype 1gG1,
lgG2, IgG3, or 1gG4.

6. The isolated antibody or antigen-binding fragment thereof of claim 1,
wherein the isolated antibody or antigen binding fragment thereof is detectably
labeled.

7. The isolated antibody or antigen-binding fragment thereof of claim 1,

wherein the isolated antibody or antigen binding fragment thereof is a Fv, scFv, Fab,
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F(ab")2, or Fab'.

8. The isolated antibody or antigen-binding fragment thereof of claim 1,

wherein the isolated antibody or antigen binding fragment thereof is humanized.

9. The isolated antibody or antigen-binding fragment thereof of claim 1,

wherein the isolated antibody or antigen binding fragment thereof is chimeric.

10. The isolated antibody or antigen-binding fragment thereof of claim 1,
wherein the antibody or fragment is covalently or non-covalently linked to a
detectable label, a therapeutic agent, a non-peptide synthetic polymer, a lipid, a fatty

acid, a polysaccharide, a carbohydrate, or a contrast agent.

11.  The isolated antibody or antigen-binding fragment thereof of claim 10,

wherein the synthetic polymer is poly{ethylene glycol) polymer.

12.  The isolated antibody or antigen-binding fragment thereof of claim 1,
wherein the isolated antibody or antigen binding fragment thereof is immobilized on

a solid support.

13.  The isolated antibody or antigen-binding fragment thereof of claim 1,
wherein the isolated antibody or antigen binding fragment thereof comprises a

cancer chemotherapeutic agent covalently or non-covalently linked to the antibody.

14. A composition, comprising:
an isolated antibody or antigen binding fragment thereof according to any
one of ciaims 1 to 13; and

a pharmaceutically acceptable carrier or excipient.

15. The composition of claim 14, wherein said isolated antibody or

antigen binding fragment thereof is present in an amount effective to treat a
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condition associated with LOXL2, which condition is a tumor, a metastasis,

angiogenesis, ot fibrosis.

16. A kit for treating a condition associated with LOXL2 comprising a
composition comprising an isolated antibody or antigen binding fragment thereof of

claim 1 and a pharmaceutically acceptable carrier or excipient.

17. The kit of claim 16, wherein said condition associated with LOXL2 is a

tumor, a metastasis, angiogenesis, or fibrosis.

18.  The kit of claim 16, wherein the isolated antibody or antigen binding

fragment thereof comprises a detectable label, a therapeutic agent or both.

19.  An in vitro method, comprising:

assessing a level of LOXL2 in a sample from a subject by contacting said
sample with the isolated antibody or antigen binding fragment thereof of claim 1,

wherein a difference in the level of LOXL2 in the sample in comparison
with a reference sample indicates the presence of a condition associated with
LOXL2 in the subject.

20. The method of claim 19, wherein said condition associated with

LOXL2 is a tumor, a metastasis, angiogenesis, or fibrosis.

21.  An in vitro method of inhibitng LOXL2 activity, the method
comprising: contacting a sample or a cellular tissue with the isolated antibody or
antigen binding fragment thereof of claim 1, wherein the contacting is carried out

it vitro or ex vivo.

22. Use of antibody or fragment thereof according to any one of claims
1-13 in the manufacture of a medicament for reducing growth of a tumor in a

subject.
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23. Use of antibody or fragment thereof of any one of claims 1-13 in the

manufacture of a medicament for inhibiting angiogenesis in a subject.

24, Use of an antibody or fragment thereof of any of claims 1-13 in the

manufacture of a medicament for inhibiting a fibrotic disease in a subject.

25. An antibody or fragment thereof of any one of claims 1-13 for use in
therapy.
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