CLAIMS

What is claimed is:

I. Use of an isolated Iysyl oxidase-related-2 (LOXL2) inhibitor in the man;.écture
/
of a medicament for the prevention of, treatment of, or reversing a symptom of a pulfnonary
fibrotic disorder in a subject, wherein the inhibitor is antibody that specifically bﬁds toa LOXL2
/

protein. J
/
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2. Use of an isolated lysyl oxidase-related-2 (LOXL2) inhi?for in the manufacture

of a medicament for the prevention of, treatment of, or reversing a s;{zf;ﬁ?t@m of a pulmonary

fibrotic disorder in a subject, wherein the inhibitor inhibits the acti;ffty of a LOXL2 protein.

3. The use of claim 2, wherein the inhibitor is ar}ébody that specifically binds to

the LOXL2 protein. 4

/
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4. The use of claim 1 or 3, wherein the gﬁtibody specifically binds to the SRCR4
/

domain of the LOXL2 protein. /
/
5. The use of any of claims 1, 3{ and 4, wherein the antibody comprises:

a heavy chain having a CDR3 W}t‘h an amino acid sequence of NWMNFDY; and
a light chain having CDR3 W/i}ﬁ an amino acid sequence of MQHLEYPYT
/
; )
6. The use of ciain}_ﬁ, wherein:
the heavy chain furti}e‘{ comprises a CDR1 with an amino acid sequence of
GYAFTYYLIE and a CI?R’:Z with an amino acid sequence of VINPGSGGTNYNEKFKG; and
the light chain /_ﬁi!;*ther comprises a CDR1 with an amino acid sequence of

RSSKSLLHSNGN}}{'LY and a CDR2 with an amino acid sequence of RMSNLAS.
/

7. fﬂihe use of claim 6, wherein the heavy chain comprises the amino acid sequence
set forth infSEQ ID NO:1 and the light chain comprises the amino acid sequence forth in SEQ ID

NO:2. Xg’
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8. The use of any of claims 1 and 3-6, wherein the antibody is humanized. ﬁ,
fé{
/
9. The use of claim 8, wherein the antibody comprises a heavy chain comprﬁmg the

amino acid sequence set forth in SEQ ID NO:3 and a light chain comprising the amn}eff acid
sequence set forth in SEQ ID NQO:4. /
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10.  The use of any of claims 1-9, wherein the pulmonary ﬁbroticﬁi‘sorder is selected

£
from the group consisting of interstitial pneumonia, acute respiratory distress syndrome (ARDS),
and idiopathic pulmonary fibrosis (IPF). yd
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11.  The use of claim 10, wherein the pulmonary ﬁbrqﬁé disorder is IPF.

12. A pharmaceutical composition for the prevq;ﬁfon of, treatment of, or reversing a
/
symptom of a pulmonary fibrotic disorder in a subject, Lﬁlgs""e of a pharmaceutical composition
comprising the inhibitor of any of claims 1-11 and a pl%énnaceuticaﬂy acceptable excipient in the

manufacture of a medicament. /
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13. A method for diagnosing a p’t%ﬁimnary fibrotic disorder, the method comprising
determining a level of LOXL.2 in a sample’of pulmonary tissue from a subject, wherein an
increased level of LOXL2 in the samplﬂ_fa’ffrom the subject, compared to a control sample,

indicates the existence of a pulmonzg;f; fibrotic disorder in the subject.
[4. A method for m{’ihitoring response to a treatment of a pulmonary fibrotic disorder,
the method comprising determmmg alevel of LOXL2 in a sample of pulmonary tissue from a

subject, wherein a decreased level of LOXL2 in the sample from the subject, compared to a

j

control sample, mdm%tes an amelioration of the pulmonary fibrotic disorder in the subject.
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5. ;l_}fife method of claim 14, wherein the treatment comprises an inhibitor of LOXL2.
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16.  The method of any of claims 13-15, wherein the pulmonary fibrotic disorder is fﬁ
selected from the group consisting of interstitial pneumonia, acute respiratory distress syndg}ﬁne
(ARDDS) and idiopathic pulmonary fibrosis (IPF). 4
17.  The method of any of claims 13-16, wherein the level of LOXL2 is dé‘émnined by
contacting the sample from the subject with an antibody to LOXIL.2, so as to allow the formation
of a complex between the antibody and the LOXL2 in the sample, and measu;}ng the amount of

complex that is formed. f
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18, The method of claim 17, wherein the antibody comprisés:
a heavy chain having a CDR3 with an amino acid sequencegéﬂf NWMNFDY; and
a light chain having a CDR3 with an amino acid sequen/g,efof MQHLEYPYT.

19.  The method of claim 18, wherein: ff

the heavy chain further comprises a CDR1 with /41{ amino acid sequence of
GYAFTYYLIE and a CDR2 with an amino acid sequénce of VINPGSGGTNYNEKFKG; and

the light chain further comprises a CDR1 vmth an amino acid sequence of
RSSKSLLHSNGNTYLY and a CDR2 with an, ammo acid sequence of RMSNLAS.

/

20.  The method of clalm 19, Wherem

the heavy chain comprises the a,mmo acid sequence set forth in SEQ ID NO:1 and the
light chain comprises the amino ac1g,_fsequence forth in SEQ ID NO:2; or

the heavy chain compriseﬁfﬁle amino acid sequence set forth in SEQ ID NO: 3 and the
light chain comprises the amiz}gfgcid sequence set forth in SEQ D NO: 4.
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21.  The methgé; of any of claims 17-20, wherein the antibody is humanized.




CLAIMS

What is claimed is:

I. Use of an isolated anti-lysyl oxidase-related-2 (LOXL2) antibody in the
manufacture of a medicament for reversing or reducing a symptom of a pulmonary fibrotic
disorder in a subject, wherein the symptom is an increase in pulmonary leukocyte number in the

subject,

2. The use of claim 1, wherein the anti-LOXL2 antibody specifically binds to the
SRCR4 domain of the LOXL2 protein.

3. The use of any of claims 1 and 2, wherein the anti-LOXL2 antibody comprises:
a heavy chain having a CDR3 with an amino acid sequence of NWMNFDY; and
a light chain having CDR3 with an amino acid sequence of MQHLEYPYT.

4, The use of claim 3, wherein:

the heavy chain further comprises a CDR1 with an amino acid sequence of
GYAFTYYLIE and a CDR2 with an amino acid sequence of VINPGSGGTNYNEKFKG; and

the light chain further comprises a CDR1 with an amino acid sequence of

RSSKSLLHSNGNTYLY and a CDR2 with an amino acid sequence of RMSNLAS,

5. The use of claim 4, wherein the heavy chain comprises the amino acid sequence
set forth in SEQ ID NO:1 and the light chain comprises the amino acid sequence forth in SEQ ID
NO:2.

6. The use of any of claims 1-5, wherein the anti-LOXL2 antibody is humanized.

7. The use of claim 6, wherein the anti-LOXI.2 antibody comprises a heavy chain

comprising the amino acid sequence set forth in SEQ ID NO:3 and a light chain comprising the

amino acid sequence set forth in SEQ D NO:4.
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8. The use of any of claims 1-7, wherein the pulmonary fibrotic disorder is selected
from the group consisting of interstitial pneumonia, acute respiratory distress syndrome (ARDS),

and idiopathic pulmonary fibrosis (IPF).
9. The use of claim 8, wherein the pulmonary fibrotic disorder is IPF.

10.  The use of any one of claims 1-9, wherein the pulmonary leukocyte number is

measured by number of leukocytes in bronchicalveolar favage (BAL) thaid.

1. A pharmaceutical composition for use in reversing or reducing a symptom of a
pulmonary fibrotic disorder in a subject, the pharmaceutical composition comprising the anti-
LOXL2 antibody of any of claims 1-7 and a pharmaceutically acceptable excipient, wherein the

symptom is an increase in pulmonary leukocyte number in the subject.

12, The pharmaceutical composition of claim 11, wherein the pulmonary leukocyte

number is measured by number of leukocytes in BAL fluid.
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