of at least one gene set forth in Table 1 in a sample obtained from the patient, wherein
an increased expression level of the at least one gene in the sample as compared to a
reference sample indicates that the patient may benefit from treatment with the anti-
- cancer therapy other than or in addition to a VEGF antagonist.
- [0008a] In one aspect, there is provided a method of identifving a patient who
may benefit from treatment with an anti-cancer therapy other than or in addition to a

VEGE-A antagonist, the method comprising: determining expression levels of at least

one gene set forth in Table 1 in a sample obtained from the patient, wherein an

increased expression level of said at least one gene in the sample as compared to a
reference sample indicates that the patient may benefit from treatment with the anti-
cancer therapy.

[0009] Another embodiment of the invention provides methods of identifying
a patient who may benefit from treatment with an anti-cancer therapy other than or in
addition to a VEGF antagonist. The methods comprise: determining expression levels
of at least one gene set forth in Table 1 in a sample obtained from the patient, wherein
a decreased expression level of the at least one gene in the sample as compared to a
reference sample indicates that the patient may benefit from treatment with the anti-
cancer therapy other than or in addition to a VEGF antagonist.

[0009a] In one aspect, there is provided a method of identifying a patient who
may benefit from treatment with an anti-cancer therapy other than or in addition fo a
VEGF-A antagonist, the method comprising: determining expression levels of at least
one gene set forth in Table 1 in a sample obtained from the patient, wherein a

decreased expression level of said at least one gene in the sample as compared to a

- reference sample indicates that the patient may benefit from treatment with the anti-
cancer therapy.

[0009b] In one aspect, there is provided a method of ontimizing therapeutic

efficacy for freatment of cancer, the method comprising determining expression levels

of at least one gene set forth in Table 1 in a sample obtained from the patient, wherein

an increased expression level of said at least one gene in the sample as comnared to a
reference sample indicates that the patient has increased likelihood of benefit from an
anti-cancer therapy other than or in addition to a VEGF-A antasonist.

[0009¢] In one aspect, there is provided a method of optimizing therapeutic

efficacy for treatment of cancer, the method comprising determining expression levels

of at least one gene set forth in Table 1in a sample obtained from the patient, wherein
a decreased expression level of said at least one gene in the sample as compared to a
reference sample indicates that the patient has increased likelihood of benefit from an
anti-cancer therapy other than or in addition to a VEGF-A antagonist.




[00\10] A further embodiment of the invention provides methods of predicting
responsiveness of a patient suffering from cancer to treatment with an anti-cancer
therapy other than or in addition to a VEGF antagonist. The methods comprise
determining expression levels of at least one gene set forth in Table 1 in a sample
obtained from the patient, wherein an increased expression level of the at least one
gene in the sample as compared to a reference sample indicates that the patient is.
more likely to be responsive to treatment with the anti-cancer therapy other than or in
addition to a VEGF antagonist.

[0011] Yet another embodiment of the invention provides methods of
predicting responsiveness of a patient suffering from cancer to treatment with an anti-
cancer therapy other than or in addition to a VEGF antagonist. The methods
comprise: determining expression levels of at least one gene set forth in Table 1 in a
sample obtained from the patient, wherein a decreased expression level of the at least
one gene in the sample as compared to a reference sample indicates that the patient is
more likely to be responsive to treatment with the anti-cancer therapy other than or in
addition to a VEGF antagonist. '

[0012] Even another embodiment of the invention provides methods for
determining the likelihood that a patient with cancer will exhibit benefit from anti-
cancer therapy other than or in addition to a VEGF antagonist. The methods
comprise: determining expression levels of at least one gene set forth in Table 1 in a
sample obtained from the patient, wherein an increased expression level of the at least
one gene in the sample as compared to a reference sample indicates that the patient



level of the at least one gene in a reference sample indicates that the patient may benefit from
treatment with a VEGF-C antagonist. In some embodiments of the invention, the compounds
are polynucleotides. In some embodiments of the invention, the compounds are proteins,
such as, for example, antibodies.

[0103] One embodiment of the invention provides methods of identifying a
patient suffering from cancer who may benefit from treatment with an EGF-like-domain,
multiple 7 (EGFL7) antagonist. The methods comprise determining expression levels of at
least one gene selected from: VEGF-C, BVS, CSF2, TNFa, CXCL2, PDGF-C, and Mincle in
a sample obtained from the patient, wherein increased expression levels of the at least one
gene in the sample as compared to a reference sample indicates that the patient may benefit
from treatment with the EGFL7 antagonist. ’

[0103a] In one aspect, there is provided a method of identifving a patient suffering
from cancer who may benefit from treatment with an BEGF-like-domain, multiple 7 (EGFL7)
antagonist, the methed comprising determining expression levels of at least one gene selected
from the group consisting of: VEGF-C, BVE, CSF2, TNFe. CXCLZ, PDGF-C, and Mincle in
a sample obtained from the patient, wherein increased expression levels of said at least one

vene in the sample as compared to a reference sample indicates that the patient may benefit
from treatment with the BGFL7 antagonist, '

[0104] Another embodiment of the invention provides methods of identifying a
patient suffering from cancer who may benefit from treatment with an EGFL7 antagonist.
The methods comprise determining expression levels of at least one gene selected from:
Sema3B, FGF9, HGF, RGS5, NRP1, FGF2, CXCR4, cMet, FN1, Fibulin 2,
Fibulind/EFEMP2, MFAPS, PDGF-C, Sema3F, and FN1 in a sample obtained from the
patient, wherein decreased expression levels of the at least one gene in the sample as
compared to a reference sample indicates that the patient may benefit from treatment with the
EGFL7 antagonist. _

[0104a] In one aspect, there is provided a method of identifying a patient suffering
from cancer who may benefit from treatment with an BEGFL7 antagonist, the method

comprising deternuning expression levels of at least one gene selected from the group

Fibulind/EFEMP2. MFAPS, PDGF-C, Sema3F, and FN1 in a sample obtained from the
patient, wherein decreased expression levels of said at least one gene in the sample as
compared to a reference sample indicates that the patient may benefit from treatment with the
EGFL7 antagonist '

[0105] A further embodiment of the invention provides methods of predicting
responsiveness of a patient suffering from cancer to treatment with an EGFL7 antagonist.
The methods comprise determining expression levels of at least one gene selected from:
VEGF-C, BV8, CSF2, TNFa, CXCL2, PDGF-C, and Mincle in a sample obtained from the
patient, wherein increased expression levels of the at least one gene in the sample as
compared to a reference sample indicates that the patient is more likely to be responsive to
treatment with the EGFL7 antagonist.

[0106] Yet another embodiment of the invention provides methods of predicting
responsiveness of a patient suffering from caricer to treatment with an EGFL7 antagonist.
The methods comprise determining expression levels of at least one gene selected from:
Sema3B, FGF9, HGF, RGS5, NRP1, FGF2, CXCR4, cMet, FN1, Fibulin 2,
Fibulind/EFEMP2, MFAP5, PDGF-C, Sema3F, and FN1 in a sample obtained from the
patient, wherein decreased expression levels of the at least one gene
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in the sample as compared to a reference sample indicates that the patient is more likely to be
responsive to treatment with the EGFL7 antagonist.

[0107] Even another embodiment of the invention provides methods of
determining the likelihood that a patient will exhibit a benefit from treatment with an
EGFL7 antagonist. The methods comprise determining expression levels of at least
one gene selected from: VEGF-C, BV8, CSF2, TNFa, CXCL2, PDGF-C, and Mincle
in a sample obtained from the patient, wherein increased expression levels of the at
least one gene in the sample as compared to a reference sample indicates that the

- patient has increased likelihood of benefit from treatment with the EGFL7 antagonist.

[0108] - Yet a further embodiment of the invention provides methods of

" determining the likelihood that a patient will exhibit a benefit from treatment with an EGFL7
antagonist. The methods comprise determining expression levels of at least one gene selected
from: Sema3B, FGF9, HGF, RGS5, NRP1, FGF2, CXCR4, cMet, FN1, Fibulin 2,

"Fibulind/EFEMP2, MFAP35, PDGF-C, Sema3F, and FN1 in a sample obtained from the
patient, wherein decreased expression levels of the at least one gene in the sample as
compared to a reference sample indicates that the patient has increased likelihood of benefit
of treatment with the EGFL7 antagonist.
' [0109] Even another embodiment of the invention provides methods of
optimizing therapeutic efficacy of an EGFL7 antagonist. The methods comprise determining
expression levels of at least one gene selected from: VEGF-C, BV8, CSF2, TNFa, CXCL2,
PDGF-C, and Mincle in a sample obtained from the patient, wherein increased expression
levels of the at least one gene in the sample as compared to a reference sample indicates that
the patient has increased likelihood of benefit from treatment with the EGFL7 antagonist.

10109a] In one aspect, there is provided a method of optimizing theraveutic efficacy

of an EGFEL7 antagonist, the method comprising determining expression levels of at least one
gene selected from the eroup consisting off VEGE-C, BVE, CSF2, TNFo, CXCL2. PDGE-C
and Mincle i a sample obtained from a patient, wherein increased expression levels of said at

least one gene m the sample as compared to a reference sample indicates that the patient has
increased likelthood of benefit from treatment with the EGFL7 antagonist.

[0110] Yet a further embodiment of the invention provides methods of
optimizing therapeutic efficacy of an EGFL7 antagonist. The methods comprise determining
expression levels of at least one gene selected from: Sema3B, FGF9, HGF, RGSS, NRP1,
FGF2, CXCR4, cMet, FN1, Fibulin 2, Fibulind/EFEMP2, MFAPS, PDGF-C, Sema3F, and
FN1 in a sample obtained from the patient, wherein decreased expression levels of the at least
one gene in the sample as compared to a reference sample indicates that the patient has
increased likelihood of benefit of treatment with the EGFL7 antagonist.

{0110a] In one aspect, there is provided a method of optimizing therapeutic efficacy
of an EGFL7 antagonist, the method comprising determining expression levels of at least one
gene selected from the group consisting of Sema3B, FGF9, HGF, RGSS5, NRPI, FGF2Z,
CXCR4, cMet, FN1, Fibulin 2, Fibulind/EFEMP2, MEAPS. PDGF-C, Semal3F, and FN1 in a
sample obtained from a patient, wherein decreased expression levels of said at least one gene

in the sample as compared to a reference sample indicates that the patient has increased

likelihood of benefit of treatment with the HGFL7 antagonist. ’
[0111]  Another embodiment of the invention provides methods for

treating a cell proliferative disorder in a patient. The methods comprise determining
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that a sample obtained from the patient has increased expression levels, as compared
to a reference sample, of at least one gene selected from: VEGF-C, BVS, CSF2,
TNFa, CXCL2, PDGF-C, and Mincle, and administering to the patient an effective
amount of an EGFL7 antagonist, whereby the cell proliferative disorder is treated.
[0111a]lIn one aspect, there is provided use of an BGFL7 antagonist in the
manufacture of a medicament for the treatment of a cell proliferative disorder in a patient

wherein the patient is one whose sample has increased expression levels, as compared to a
reference sample, of at least one gene selected from the group consisting of. VEGF-C, BVS,
CSFZ, TNFa, CXCLZ, PDGF-C, and Mincle,

[0112] A further embodiment of the invention provides methods for
treating a cell proliferative disorder in a patient. The methods comprise determining
that a sample obtained from the patient has decreased expression levels, as compared
to a reference sample, of at least one gene selected from: Sema3B, FGF9, HGF,
RGSS5, NRP1, FGF2, CXCR4, cMet, FN1, Fibulin 2, Fibulind/EFEMP2, MFAPS,
PDGEF-C, Sema3F, and FN1, and administering to the patient an effective amount of
an EGFL7 antagonist, whereby the cell proliferative disorder is treated.

[0112a] In one aspect, there is provided use of an BGFL7 antagonist in the
manufacture of a medicament for the treatment of a cel] proliferative disorder in a patient,

wherein the patient is one whose sample has decreased expression levels, as compared toa
reference sample, of at least one gene selected from the group consisting of: SemalB, FGF9,
HGF, RGSS, NRPL, FGE2, CXCRA4, cMet, FNT, Fibulin 2. Fibulind/HEFEMP2, MFAPS
PDOE-C, SemalF, and FNI.

[0113] In some embodiments of the invention, the sample obtained from
the patient is selected from: tissue, whole blood, blood-derived cells, plasma, serum,
and combinations thereof. In some embodiments of the invention, the expression
level is mRNA expression level. In some embodiments of the invention, the
expression level is protein expression level. In some embodiments of the invention,
the EGFL7 antagonist is an anti-EGFL7 antibody.

} [0114] In some embodiments of the invention, the methods further
comprises administering a VEGF-A antagonist to the patient. In some embodiments
of the invention, the VEGF-A antagonist and the EGFL7 antagonist are administered
concurrently. In some embodiments of the invention, the VEGF-A antagonist and the
EGFL7 antagonist are administered sequentially. In some embodiments of the
invention, the VEGF-A antagonist is an anti-VEGF-A antibody. In some
embodiments of the invention, the anti-VEGF-A antibody is bevacizumab. -

[0115] A further embodiment of the invention provides methods of
identifying a patient suffering from cancer who may benefit from treatment with an
EGFL7 antagonist. The methods comprise determining expression levels of VEGF-C
in a sample obtained from the patient, wherein increased expression levels of VEGF-
C in the sample as compared to a reference sample indicates that the patient may
benefit from treatment with the EGFL7 antagonist.

[0116] Another embodiment of the invention provides methods of
predicting responsiveness of a patient suffering from cancer to treatment with an
EGFL7 antagonist. The methods comprise determining expression levels of VEGF-C
in a sample obtained from the patient, wherein increased expression levels of VEGF-
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CLAIMS

1. A method of identifying a patient who may benefit from treatment with an anti-
cancer therapy other than or in addition to a VEGF-A :antagonist, the method comprising:

determining expression levels of at least one gene set forth in Table 1 in a sample
obtained from the patient, wherein an increased expression level of said at least one gene in the
sample as compared to a reference sample indicates that the patient may benefit from treatment

with the anti-cancer therapy.

2. A method of identifying a patient who may benefit from treatment with an anti-
cancer therapy other than or in addition to a VEGF-A antagonist, the method comprising:
~ determining expression levels of at least one gene set forth in Table 1 in a sample
obtained from the patient, wherein a decreased expression level of said at least one gene in the
sample as compared to a reference sample ir}dicates that the patient may benefit from treatment

with the anti-cancer therapy.

3. A method of optimizing therapeutic efficacy for treatment of cancer, the method
comprising

determining expression levels of at least one gene set forth in Table 1 in a sample

obtained from the patient, wherein an increased expression level of said at least one gene in the . _

sample as compared to a reference sample indicates that the patient has increased likelihood of

benefit from an anti-cancer therapy other than or in addition to a VEGF-A antagonist.

4. A method of optimizing therapeutic efficacy for treatment of cancer, the method
comprising |

determining expression levels of at least one gene set forth in Table 1 in a sample
obtained from the patient, wherein a decreased expression level of said at least one gene in the
sample as compared to a reference sample indicates that the patient has increased likelihood of

benefit from an anti-cancer therapy other than or in addition to a VEGF-A antagonist.
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5. The method of any one of claims 1-4, wherein the sample obtained from the
patient is a member selected from the group consisting of: tissue, whole blood, blood-derived

cells, plasma, serum, and combinations thereof.

6. The method of any one of claimsi-4, wherein the expression level is selected

from mRINA expression level, protein expression level, and combinations thereof.

7. The method of any one of claims 1-4, further comprising detecting the expression
of at least a second, third, fourth, ﬁfth,‘ sixth, seventh, eighth, ninth, or tenth gene set forth in
Table 1.

8. The method of any one of claims 1-4, wherein an effective amount of the anti-

cancer therapy other than a VEGF-A antagonist is to be administered to said patient,

9. The method of claim 8, wherein the anti-cancer therapy is a member selected

from the group consisting of: an antibody, a small molecule, and an siRNA.

10.  The method of claim 8, wherein the anti-cancer therapy is a member selected
from the group consisting of: an EGFL7 antagonist, a NRP1 antagonist, and a VEGF-C

antagonist.
11, The method of claim 10, wherein the EGFL7 antagonist is an antibody.
12.  The method of claim 10, wherein the NRP1 antagonist is an antibody.
13.  The method of claim 10, wherein the VEGF-C‘antaéonist is an antibody.

14,  The method of claim 8 wherein the VEGF-A antagonist is to be administered to

said patient.

15.  The method of claim 14, wherein the VEGF-A antagonist is an anti-VEGF-A
antibody.
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16.  The method of claim 15, wherein the anti-VEGF-A antibody is bevacizumab.

17.  The method of claim 14, wherein the anti-cancer therapy and the VEGF-A

antagonist are to be administered concurrently.

18. The method of claim 14, wherein the anti-cancer therapy and the VEGF-A

antagonist are to be administered sequentially.

19. A method of identifying a patient suffering from cancer who may benefit from
treatment with an EGF-like-domain, multiple 7 (EGFL7) antagonist, the method comprising

determining expression levels of at least one gene selected from the group consisting of:
VEGF-C, BV8, CSF2, TNFo, CXCL2, PDGF-C, and Mincle in a sample obtained from the
patient, wherein increased expression levels of said at least one gene in the sample as compared
to a reference sample indicates that the patient may benefit from treatment with the EGFL7

antagonist.

20. A method of identifying a patient suffering from cancer who may benefit from
treatment with an EGFL7 antagoniét, the method comprising

determining expression levels of at least one gene selected from the group consisting of:
Sema3B, FGF9, HGF, RGS5, NRP1, FGF2, CXCR4, cMet, FN1, Fibulin 2, Fibulind/EFEMP2,
MFAPS5, PDGF-C, Sema3F, and FN1 in a sample obtained from the patient, wherein decreased
expression levels of said at least one gene in the sample as compared to a reference sample

indicates that the patient may benefit from treatment with the EGFL7 antagonist.

21. A method of optimizing therapeutic efficacy of an EGFL7 antagonist, the method
comprising

determining expression levels of at least one gene selected from the group consisting of:
VEGF-C, BVS§, CSF2, TNFa, CXCL2, PDGF-C, and Mincle in a sample obtained from a
patient, wherein increased expression levels of said at least one gene in the sample as compared
to a reference sample indicates that the patient has increased likelihood of benefit from treatment

with the EGFL7 antagonist.
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22. A method of optimizing therapeutic efficacy of an EGFL7 antagonist, the method
comprising
determining expression levels of at least one gene selected from the group consisting of:
Sema3B, FGF9, HGF, RGS5, NRP1, FGF2, CXCR4, cMet, FN1, Fibulin 2, Fibulind/EFEMP?2,
MFAPS, PDGF-C, Sema3F, and FN1 in a sample obtained from a patient, wherein decreased
expression levels of said at least one gene in the sample as compared to a reference sample
indicates that the patient has increased likelihood of benefit of treatment with the EGFL7
antagonist. |
23, Theuse of an EGFL7 antagonist in the manufacture of a medicament for the
treatment of a cell proliferative disorder in a patient, wherein the patient is one whose sample has
increased expression levels, as compared to a reference sample, of at least one gene selected
 from the group consisting of: VEGE-C, BVS, CSF2, TNFo, CXCL2, PDGE-C, and Mincle.
24.  The use of an EGFL7 antagonist in the manufacture of a medicament for the
treatment of a cell proliferative disorder in a patient, wherein the patient is one whose sample has
| decreased expression levels, as compéred to a reference sample, of at least one gene selected
from the group consisting of: Sema3B, FGF9, HGF, RGSS5, NRP1, FGF2, CXCR4, cMet, FN1,
Fibulin 2, Fibulin4/EFEMP2, MFAPS5, PDGF-C, Sema3F, and FNI1.

25. The method of any one of claims 19, 20, 21, or 22, wherein an EGFL7 antagonist

is to be administered to the patient.

26. The use of claim 23 or 24, or the method of claim 25, wherein the EGFL7
“antagonist is an anti-EGFL7 antibody.

27. The use of claim 23 or 24, or the method of claim 25, wherein a VEGF-A

antagonist is to be administered to said patient.
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1. A method of identifying a patient who may benefit from treatment with an
anti-cancer therapy other than or in addition to 2 VEGF-A antagonist, the method
comprising: ‘

determining expression levels of at least one gene set forth in Table 1 ina
sample obtained from the patient, wherein an increased expression level of said ¢’
least one gene in the sample as compared to a reference sample indicates that ghe

patient may benefit from treatment with the anti-cancer therapy,

2. A method of identifying a patient who may benefit from trea ent with an
anti~cancer therapy other than or in addition to a VEGF-A antagon# “ the method
comprising: /
determining expression levels of at least one gene s¢; rth inTable Ina
sample obtained from the patient, wherein a decreased eyfression level of said at least
one gene in the sample as compared to a reference sap le indicates that the patient

may benefit from treatment with the anti-cancer therapy.

3, A method of predicting responsiveneg¢ of a patient suffering from cancer to

treatment with an anti-cancer therapy othe? than or in addition to a VEGF-A
antagonist, the method comprising: |

determining expression at least one gene set forth in Table 1ina
sample obtained from the patien herein an increased expression level of said at
least one gene in the sample g4 ompared to a reference sample indicates that the

patient is more likely to besponsive to treatment with the anti-cancer therapy.

4, A method of predicting responsiveness of a patient suffering from cancer to

treatment with an, dnti-cancer therapy other than or in addition to a VEGF-A

one g éne in the sample as compared to a reference sample indicates that the patient is

bre likely to be responsive to treatment with the anti-cancer therapy.




5. Amethod for determining the likelihood that a patient with cancer will exhibit
benefit from anti-cancer therapy other than or in addition to 2 VEGF-A. antagonist,
the method comprising:
determining expression levels of at least one gene set forthin Table Iina

sample obtained from the patient, wherein an increased expression level of said

6. A method for &etezmining the likelihood that a patient with cagcer will exhibit

benefit from anti-cancer therapy other than or m addition to a VEGF-A. antagonist,

the method comprising:

determining expression levels of at least one gene sef/forth in Table 1in a

sample obtained from the patient, wherein a decreased ? ression level of said at least
]

one gene in the sample as compared to a reference sample indicates that the patient

has increased likelihood of benefit from the anti-cayicer therapy.

7. A method of optimizing therapeutic efficacy for treatment of cancer, the
method comprising '

determining expression levels of, 4t least one gene set forthin Table I ina
sample obtained from the patient, wh rem an increased expression level of said at
least one gene in the sample as copipared to a reference sample indicates that the
patient has increased likelihood/of benefit from an anti-cancer therapy other than or in
addition to a VEGF-A antagonist.

R. A method of optimizing therapeutic efficacy for treatment of cancer, the

method comprising

determinjig expression levels of at least one gene set forth in Table 1ina

d from the patient, wherein a decreased expression level of said at least
one gene ip the sample as compared to a reference sample indicates that the patient
has incpéased likelihood of benefit from an anti-cancer therapy other than or in

addiffon to a VEGF-A antagonist.

A method for treating cancer in a patient, the method comprising




determining that a sample obtained from the patient has increased expression

levels, as compared to a reference sample, of at least one gene set forth in Table 1,

and

administering an effective amount of an anti-cancer therapy other than or i

addition to a VEGF-A antagonist to said patient, whereby the cancer is treated,

10. A method for treating cancer in a patient, the method comprising
determining that a sample obtained from the paticnt has decreased expression
levels, as compared to a reference sample, of at least one gene set fogth in Table 1,
and
administering an effective amount of an anti-cancer thefapy other than or in

additionto a VEGF-A antagonist to said patient, whereby the cancer is freated.

11, The method of any one of claims 1 to 10, whergin the sample obtained from

the patient is a member selected from the group condisting of: tissue, whole blood,

blood-derived cells, plasma, serum, and combingfions thereof.

12, The method of any one of claims 1 t¢ 10, wherein the expression leve] is

mRNA expression level.

13, The method of any one of clgims 1 to 10, wherein the expression level is

protein expression level,

14, The method of any ofic of claims 1 o 10, further comprising detecting the

expression of at least a sefond gene set forth in Table 1.

15, The method of claim 14, further comprising detecting the expression of at least
a third gene set fofth in Table 1.

16.  The miethod of claim 15, further comprising detecting the expression of at least
a fourth géne set forth in Table 1.

Y/
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The method of claim.17, further comprising detecting the expression of at least
a sixth gene set forth in Table 1.




19.  The method of claim 18, further comprising detecting the expression of at least

a seventh gene set forth in Table 1.

20.  The method of claim 19, further comprising detecting the expression of at le
an eighth gene set forth in Table 1.

21, The method of claim 20, further comprising detecting the expression of

a minth gene set forth in Table 1.

22, The method of claim 21, further comprising detecting the expréssion of at least

a tenth gene set forth in Table 1,

23, The method of any one of claims 1 to 8, further compyising administering an
effective amount of the anti-cancer therapy other than a VEGF-A antagonist to said

patient.

24.  The method of claim 23, wherein the anti-cédncer therapy is a member selected

from the group consisting of: an antibody, a smyéll molecule, and an sIRNA.

25. The method of claim 23, whereizye anti-cancer therapy is a member selected

from the group consisting of: an EGFL7 antagonist, a NRP1 antagonist, and a VEGF-

C antagonist.
26.  The method of claim 25/wherein the EGFL7 antagonist is an antibody.

27.  The method of claish 25, wherein the NRP1 antagonist is an antibody.

28.  The method of'claim 25, wherein the VEGF-C antagonist is an antibody.

29.  The m? d of claim 9, 10, or 23 further comprising administering the VEGF~
A antagonist t6 said patient.

30. ’Dl(e/mc‘chcvd of claim 29, wherein the VEGF-A antagonist i8 an anti-VEGF-A
antibody.

The method of claim 30, wherein the anti-VEGF-A antibody is bevacizumab.

32.  The method of claim 29, wherein the anti-cancer therapy and the VEGF-A

antagonist are administered concurrently.
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33, ‘Themethod of claim Y, wherem the anti-cancer therapy and the VEGE-A

antagonist are administered sequentially.

34, AKit for determining whether a patient may benefit from treatment with an

anti-cancer therapy other than or in addition to a VEGF-A antagonist, the kit
comprising |
an array comprising polynucleotides capable of specifically hybridfzing to at
least one gene set forth in Table 1 and
instructions for using said array to determine the expression fevels of said at

least one gene to predict responsiveness of a patient to treatment Avith an anti-cancer

therapy in addition to a VEGF-A antagonist, wherein an incrgdse in the expression
level of said at least one gene as compared to the expression level of said at least one
gene in a reference sample indicates that the patient may benefit from treatment with

the anti-cancer therapy other than or in addition to a VEGF-A antagonist.

35.  AXkit for determining whether a patient phay benefit from treatment with an
anti-cancer therapy other than or in addition to a VEGF-A antagomst, the kit
comprising '

an array comprising polynucleptides capable of specifically hybridizing to at
least one gene set forth in Table 1 gid

instructions for using said array to determine the expression levels of said at
least one gene to predict respgusiveness of a patient to treatment with an anti-cancer
therapy in addition to a VEGF-A antagonist, wherein a decrease in the expression

level of at least one of gaid genes as compared to the expression level of said at least

one gene in a refm?ncc sample indicates that the patient may benefit from treatment

with an anti-cancér therapy other than or in addition to a VEGF-A antagonist.

36. A setof compounds for detecting expression levels of at least one gene set

forth in Pable 1, the set comprising

at least one compound capable of specifically hybridizing to at least one gene
se '61*th in Table 1, wherein an increase in the expression level of said at least one
ene as compared to the expression level of said at least one gene in a reference
sample indicates that the patient may benefit from treatment with an anti-cancer

therapy other than or in addition to a2 VEGF-A antagonist.




37/, ASEtof compoundas Ior Geieclng eXpression 1eVels OT a1 1east one gene set
forth in Table 1, the set comprising

at least one compound that specifically hybridizes to at least one gene set forth / |
in Table 1, wherein a decrease in the expression level of said at least one gene as
compared to the expression level of said at least one gene in a reference sample \
indicates that the patient may benefit from treatment with an anti-cancer thergpy other

than or in addition to a VEGF-A antagonist.

38.  The set of compounds of claim 36 or 37, wherein the compou ds are

polynucleotides,

39, The set of compounds of claim 38, wherein the polyny€leotides comprise three

sequences set forth in Table 2.
40.  The set of compounds of claim 36 or 37, wherdm the compounds are proteins,
41, The set of compounds of claim 40, whereir the proteins are antibodies.

42.. A method of identifying a patient suffering from cancer who may benefit from
treatment with a neuropilin-1 (NRP1) anj4 onist, the method comprising

determining expression levels of at least one gene selected from the group
consisting of: TGFB1, BvE, Sema¥A, PIGF, LGALSI, ITGa$5, CSF2, Vimentin,
CXCLS5, CCL2, CXCL2, Alkl, dnd FGFS in a sample obtained from the patient,
wherein increased expressioy levels of said at least one gene in the sample as
compared to a reference sémple indicates that the patient may benefit from treatment

with the NRP1 antagopist.

43. A method 6f identifying a patient suffering from cancer who may benefit from
treatment with 4 neuropilin-1 (NRP1) antagonist, the method comprising

deterimining expression levels of at least one gene selected from the group

expression levels of said at least one gene in the sample as compared to a reference
feample indicates that the patient may benefit from treatment with the NRP1

antagonist.
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44. A method of predicting reSponsiveness of a panent surfering rrom cancer o
treatment with a NRP1 antagonist, the method comprising

determining expression levels of at least one gene selected from the group
consisting of: TGFB1, Bv8, Sema3A, PIGF, LGALS1, ITGa5, CSF2, Vimentin,
CXCL5, CCL2, CXCL2, Alkl, and FGF8 in a sample obtained from the patient, |
wherein increased expression levels of said at least one gene in the sample as ’
compared to a reference sample indicates that the patient is more likely to

responsive to treatment with the NRP1 antagonist.

45. A method of predicting responsiveness of a patient suffering B cancer to
treatment with a NRP1 antagonist, the method comprising

determining expression levels of at least one gene from the group

consisting of TGFB1, BvS, Sij, PIGF, LGALS1, ITGa5, CSF2, Vimentin,

CXCLs, CCL2, CXCL2, AlkY, and FGF8 in a sample obtained from the batient,

wherein increased express) dn levels of said at least one géne in the sample as
compared to a referencampl@ indicates that the patient has increased likelihood of

benefit from freatmerft with the NRP1 antagonist.

/

£xpression levels of said at least one gene in the sample as compared to a reference

’ sample indicates that the patient has increased likelihood of benefit of treatment with

the NRP1 antagonist.




48. A method of optimizing therapeutic efficacy of a NRP] antagonist, the method
comprising

determining expression levels of at least one gene selected from the group
consisting of: TGFB1, Bv8, Sema3A, PIGF, LGALS1, ITGa5, CSF2, Vimentin,
CXCL35, CCL2, CXCL2, Alkl, and FGF8 in a sample obtained from a patient,
wherein increased expression levels of said at least one gene in the sample
compared to a reference sample indicates that the patient has increased li dihood of

benefit from treatment with the NRP1 antagonist.

49. A method of optimizing therapeutic efficacy of a NRP1 antagonist, the method
comprising

determining expression levels of at least one gene selécted from the group
' consisting of: Prox1, RGSS, HGF, SemalB, Sema3lF, LS’Z, FGRF4, PLC,
IGFBA4, and TSP1 in a sample obtained from a patient/ her@in decreased expression
levels of said at least one gene in the sample as cop ared to a reference sample
indicates that the patient has increased likelihood benefit of treatment with the

NRPI antagonist.

50. A method for treating a cell proli erative disorder in a patient, the method
comprising

determining that a sample gbtained from the patient hag increased expression
levels, as compared to a refere 6{ sample, of at least one gene selected from the group
consigting of: TGFB1, Bv8,Sema3A, PIGF, LGALS1, ITGa3, CSF2, Vimentin,
CXCL5, CCL2, CXCL2 Alkl, and FGFS, and

administering 10 said patient an effective amount of a NRP1 antagonist,

whereby the cell ppéliferative disorder is treated.

ctermining that a sample obtained from the patient has decreased expression
levelg, as compared to a reference sample, of at least one gene selected from the group
.c é':ting of: Prox1, RGS5, HGF, Sema3B, SemalF, LGALS7, FGRF4, PLC,
GTB4, and TSPI, and
admunistering to said patient an effective amount of a NRP1 antagonist,

whereby the cell proliferative disorder is treated.
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52. ‘The method ot any one of claims 42 to 51, wherein the sampic oblamed rom
the patient is a member selected from the group consisting of! tissue, whole blood,

blood-derived cells, plasma, serum, and combinations thereof.

53, The method of any one of claims 42 to 51, wherein the expression level

" mRNA expression level.

54, The method of any one of claims 42 to 51, wherein the expressionf level is

protein expression level.

55.  The method of any one of claims 42 to 49, further compriging administering 2

NRP1 antagonist to the patient.

56.  The method of any one of claims 42 to 51 or 55, ¥
is an anti-NRP1 antibody.

ereint the NRP1 antagonist

57. e method of claim 50, 51, or 55 whereid the method further comprises

administering a VEGF-A antagonist to said.? ient.

58.  The method of claim 57, where:?t ¢ VEGF-A antagonist and the NRP1

antagonist are administered concurrently.

59, The method of claim 57, wheremn the VEGF-A antagonist and the NRP1

antagonist are administered seguentially.

60. The method of clgi
antibody.

57, wherein the VEGF-A antagonist is an anti-VEGF-A

61.  The methpd of claim 60, wherein the anti-VEGF-A antibody is bevacizumab.

od of identifying a patient suffering from cancer who may benefit from
ith a NRP1 antagonist, the method comprising

determining expression levels of PIGF in a sample obtained from the patient,
whefein increased expression levels of PIGF in the sample as compared to a reference
mple indicates that the patient may benefit from treatment with the NRP1

antagonist,
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63. A method of predicting responsiveness of a patient suffering from cancer to
treatment with a NRP1 antagonist, the method comprising
determining expression levels of PIGF in a sample obtained from the patient,
wherein increased expression levels of PIGF in the sample as compared to a
reference sample indicates that the patient is more likely to be responsive to treatment
with the NRP1 antagonist.

64, A method of determining the likelihood that a patient will exhibit 2 benefit
from freatment with a NRP1 antagonist, the method comprising

determining expression levels of PIGF in a sample obtained ffom the patient,

wherein increased expression levels of PIGF in the samplg/ as compared to a

) od of benefit from

reference sample indicates that the patient has increased likeli

treatment with the NRP1 antagonist.

65. A method of optimizing therapeutic efficacy NRP1 antagonist, the method
comprising
determining expression levels of PIGF in éample obtained from a patient,
wherein increased expression levels o in the sample as compared to a
reference sample indicates that the patieny {las increased likelihood of benefit from

treatment with the NRP1 antagonist. /

66. A method for treating ac proliferative disorder in a patient, the method

comprising

determining that a gdmple obtained from the patient has increased expression

levels of PIGF as compy fed to a reference sample, and
administering/to said patient an effective amount of a NRP1 antagonist,

whereby the cell {oliferative disorder is treated.

67. A

from tre

thod of identifying a patient suffering from cancer who may benefit
ent with a neuropilin-1 (NRP1) antagonist, the method comprising

determining expression levels of Sema3A in a sample obtained from the
pa
reference sample indicates that the patient may benefit from treatment with the
MNRP1 antagonist.

fent, wherein increased expression levels of Sema3A in the sample as compared to

o
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- 0¥, A method of predicting reSponsIveness ot a patient Surierng rrom cancer to
treatment with a NRP1 antagonist, the method comprising

determining expression levels of Serma3A in a sample obtained from the -

treatment with the NRP1 antagonist.

69. A method of determining the likelibood that a patient will exhib benefit
from treatment with a NRP1 antagonist, the method comprising ~ / /

determining expression levels of Sema3A in a sample 01 d from the

2]

patient, wherein increased expression levels of Sema3A in the sdmple as compared to

a reference sample indicates that the patient has increased likélihood of benefit from

treatment with the NRP1 antagonist.

70. A method of optimizing therapeutic efficacy 4f a NRP1 antagonist, the method
comprising '

determining expression levels of SemadA in a sample obtained from a patient,

wherein increased expression levels of Se? 3A in the sample as compared to a

reference sample indicates that the patiey has increased likelihood of benefit from

treatment with the NRP1 antagonist. /

71. A method for treating a cél

| proliferative disorder in a patient, the method
comprising

determining that a gample obtained from the patient has increased expression
levels of Sema3A as corfipared to a reference sample, and

administering’to said patient an effective amount of a NRP1 antagonist,

whereby the cell groliferative disorder is treated

72. - Amethod of identifying a patient suffering from cancer who may benefit from
treatment/fith a neuropilin-1 (NRP 1) antagonist, the method comprising

/determining expreséion levels of TGFPB! in a sample obtgin ed from the patient,
whefein increased expression levels of TGFB1 in the sample as compared to a

tference sample indicates that the patient may benefit from treatment with the NRP1

antagonist,




73. A method of predicting responsiveness of a patient sutfermg from cancer to
treatment with a NRP1 antagonist, the method comprising

determining expression levels of TGEP1 in a sample obtained from the patient,
wherein increased expression levels of TGFB1 in the sample as compared toa
reference sample indicates that the patient is more likely to be responsive to treatrhent

/
with the NRP1 antagonist. /

74, A method of determining the likelihood that a patient will exilibiyﬁ benefit
from treatment with 2 NRP| antagonist, the method comprising /

determining expression levels of TGFB! in a sample obtainéd from the patient
wherein increased expression levels of TGFB1 in the sample j}/ ompared to a

reference sample indicates that the patient has increased likelihood of benefit from

treatment with the NRP1 antagonist.

75. A method of optimizing therapeutic efficacy/6f a NRP1 antagonist, the method
comprising

determining expression levels of TGER! in a sample obtained from a patient,
wherein increased expression levels of TGFBI in the sample as compared to a
reference sample indicates that the paﬂ; 0t has increased likelihood of benefit from

treatment with the NRP1 antacomst/

76. A method for treating a zz/cfii proliferative disorder in a patient, the method
comprising . - ' /

determining that a/sample obtained from the patient has increased expression
levels of TGFB1 as ¢ r’r/l/;;ared to a reference sample, and

administerifg to said patient an effective amount of a NRP1 antagonist,

whereby the cell proliferative disorder is treated

77, The/method of any one of claims 62 to 65, 67 to 70, or 72 to 75, further

comprising administering a NRP1 antagonist to the patient.

78 The method of any one of claims 62 to 77, wherein the NRP1 antagonist is an
wti-NRP1 antibody.

79. The method of claim 66, 71, 76, or 77 wherein the method further comprises
administering a VEGF-A antagonist to said patient,
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80.  The method of claim 79, wherein the VEGF-A antagonist and the NRP1

antagonist are administered concurrently.

81.  The method of claim 79, wherein the VEGF-A antagonist and the NRP1

antagonist are administered sequentially.

82.  The method of claim 79, wherein the VEGF-A antagonist is an anti-VE GF-A
antibody. /

83.  The method of claim 82, wherein the anti-VEGE-A antibody , evacizumab.

84, A kit for determining the expression levels of at least one; selected from
the group consisting of TGFB1, Bv8, Sema3A, PIGF, ITGas, CSF2,
Vimentin, CXCL5, CCL2, CXCL2, Alkl, and FGF8, the "comprising

an array comprising polynucleotides capable oecifically hybridizing to at
least one gene selected from the group consisting ofy/ TGF 81, Bvg, Sema3A, PIGF,
LGALSI, ITGa5, CSF2, Vimentin, CXCLS, CC CXCL2, Alkl, and FGF8, and

instructions for using said array to - ine the expression levels of said at
least one gene to predict responsiveness of 2 atient to treatment with a NRP1
aﬁtagonist, wherein an increasé in the ex ession level of said at least one gene ag
compared 1o the expression level of sgid at least one gene in a reference sample

indicates that the patient may benefit from treatment with the NRP1 antagonist,

85.  Akit for determining the expression levels of at least one gene selected from
1, RGS5, HGF, Semal3B, Semal3F, LGALS7, FGRF4,

the kit comprisiﬁg

the group consisting of Pro
PLC, IGFB4, and TSP

an array co rising polynucleotides capable of specifically hybridizing to at
least one gene selécted from the group consisting of: Prox1, RGSS, HGF, Sema3B,
Sema3F, LGALS7, FGRF4, PLC, IGFB4, and TSP1 and

instrictions for using said array to determine the expression levels of said at
least ong’gene to predict responsiveness ofa patient to treatment with a NRP1
antagdnist, wherein a decrease in the expression level of said at least one gene as
corpared to the expression level of said at least one gene in a reference sample

indicates that the patient may benefit from treatment with the NRP1 antagonist.

3
-
~3



86. A set of compounds capable of detecting expression levels of at least one gene
selected from the group consisting of: TGFB1, Bv8, Sema3A, PIGF, LGALSI,
ITGa3, CSF2, Vimentin, CXCL5, CCL2, CXCL2, Alkl, and FGF8, the set
comprising

at least one compound capable of specifically hybridizing to at least ong/gene
selected from the group ccinsisﬁng of: TGFBI, Bv8, Sema3A, PIGF, LGALR],
ITGaS, CSF2, Vimentin, CXCL35, CCL2, CXCL2, Alkl, and FGF8, whepéin an
increase in the expression level of said at least one gene as comparcd/zzhe expression
level of said at least one gene in a reference sample indicates that the patient may

benefit from treatment with a NRP1 antagonist.

87. A set of compounds capable of detecting expressior/levels of at least one gene
selected from the group consisting of: Prox1, RGSS5, HGF, Sema3B, Sema3F,
LGALS7, FGRF4, PLC, IGFB4, and TSP1, the set ¢

at least one compound capable of specifica

prising
y hybridizing to at least one gene
S5, HGF, SemalB, SemalF,

selected from the group consisting of: Prox1, R4
LGALST7, EGRF4, PLC, IGFB4, and TSP, »

of said at least gene as compared to the e

herein a decrease in the expression level
pression level of said at least one gene in a
reference sample indicates that the patient may benefit from treatment with a NRP1

antagonist.

88.  The setof compoundsclaims 86 or 87, wherein the compounds are

polynucleotides.

89.  The set of com pounds of claim 88, wherein the polynucleotides comprise three

sequences set 1 Table 2.

f:rens‘; with 2 Vascular Endothelial Growth Factor C (VEGF-C) antagonist, the
fhethod comprising
determining expression levels of at least one gene selected from the group

consisting of: VEGF-C, VEGF-D, VEGFR3, FGF2, RGS5/CDHS, 1L-8, CXCL1, and
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CXCL2 in a sample obtained from the patient, wherein increased expression levels of
said at least one gene in the sample as compared to a reference sample indicates that

the patient may benefit from treatment with the VEGF-C antagonist.

93. A method of identifying a patient suffering from cancer who may benefit from

treatment with a VEGF-C antagonist, the method comprising

. expression levels of said at least one gene in the sample as compaptd to a reference

sample indicates that the patient may benefit from treatment with the VEGF-C

antagonist.

94. A method of predicting responsiveness of a patjé t suffering from cancer to
treatment with 8 VEGF-C antagonist, the method n’sing

determining expression levels of at least g gene selected from the group
consisting of: VEGF-C, VEGF-D, VEGFR3, ¥GF2, RGS5/CDHS, IL-8, CXCLI, and
CXCIL2 in a sample obtained from the v wherein increased expression levels of
said at least one gene in the sample as cp pared to a reference sample indicates that

the patient is more likely o be respoy ive 1o treatment with the VEGF-C antagonist,

95. A method of predicting 1 onsiveness of a patient suffering from cancer to
treatment with a VEGF-C aonist, the method comprising

determining expreg on levels of at least one gene selected from the group
consigting of: VEGF-4 4 CSF2, Prox1, ICAMI1, ESMI, PIGF, ITGa5, TGFR, Hhex,
Coldal, Colda2, angd Ikl in a sample obtained from the patient, wherein decreased
expression levels said at least one gene in the sample as compared to a reference

sample indicatbs that the patient is more likely to be responsive to treatment with the

frorh treatment with a VEGF-C antagonist, the method comprising
determining expression levels of at least one gene selected from the group
consisting of: VEGF-C, VEGE-D, VEGFR3, FGF2, RGS5/CDHS, IL-8, CXCL1, and

CXCL2 in a sample obtained from the patient, wherein increased expression levels of
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said at least one gene in the sample as compared to a reference sample indicates that"
the patient has increased likelihood of benefit from treatment with the VEGF-C

antagonist.

97. A method of determining the likelihood that a patient will exhibit a benefit
from treatment with a VEGF-C antagonist, the method comprising

determining expression levels of at least one gene selected from the
consisting of: VEGF-A, CSF2, Prox1, ICAM], ESMI, PIGF, I1TGa3, TGFp, Hhex,
Coldal, Col4a2, and Alk] in a sample obtained from the patient, wh xén decreased
expression levels of said at least one gene in the sample as compa e/cf to a reference
sample indicates that the patient has increased likelihood of be é’c of treatment with
the VEGF-C antagonist. ’

98. A method of optimizing therapeutic efficacy of  VEGF-C antagonist, the

method comprising

determining expression levels of at least ople gene selected from the group
consisting of: VEGF-C, VEGF-D, VEGFR3, FGF2, RGS5/CDHS, IL-8, CXCLI1, and
CXCL2 in 2 sample obtained from a patient/wherein increased expression levels of
said at least one gene in the sample as coﬁé)ared to a reference sample indicates that
the patient has increased likelihood o éneﬁt from treatment with the VEGE-C

antagonist.

99. A method of optimizing therapeutic efficacy of a VEGFE-C antagonist, the
method comprising /

determining expréssion levels of at least one gene selected from the group
consisting of: VEGF;A, CSF2, Prox1, ICAMI, ESMI, PIGF, ITGa$, TGFp, Hhex,
Coldal, Col4a2, and Alkl in a sample obtained from a patient, wherein decreased
expression 16\7& of said at least one gene in the sample as compared to a reference
'sample indicdtes that the patient has increased likelihood of benefit of treatment with
the VEGE4C antagonist.

100.

cothprising

A method for treating a cell proliferative disorder in a patient, the method

determining that a sample obtained from the patient has increased expression

levels, as compared to a reference sample, of at least one gene selected from the group

20

Uk




consisting of: VRUER-C, vEUE-L, VEUGERKS, PGEL, KUSH/CDIHD, 1L-8, CAULL and
CXCL2, and
administering to said patient an effective amount of a VEGF-C antagonist,

whereby the cell proliférative disorder is treated.

101. A method for treating a cell proliferative disorder in a patient, the metilod
comprising

determining that a sample obtained from the patient has decreased expression
levels, as compared to a reference sample, of at least one gene selectgd from the group
consisting of: VEGF-A, CSF2, Prox1, ICAMI, ESMI, PIGF, ITGa5, TGFf, Hhex,

Coldal, Cold4a2, and Alkl, and

adminigtering to said patient an effective amount of o/VEGF-C antagonist,

whereby the cell proliferative disorder is treated.

102.  The method of any one of claims 92 to 101, wherein the sample obtained from

the patient is a member selected from the group cgsisting of: tissue, whole blood,

blood-derived cells, plasma, serum, and combi Ations thereof,

103,  The method of any one of claims 92'to 101, wherein the expression level is

mRNA expression level,

104, The method of any one of claims 92 to 101, wherein the expression level is

protein expression level.

105.  The method of any ofie of claims 92 to 99, further comprising administering a

VEGF-C antagonist to the patient.

106.  The method gf any one of claims 92 to 10 or 105, wherein the VEGE-C
antagonist is an apiti-VEGF-C antibody.

107. The rdethod of claim 100, 101, or 105, wherein the method further comprises
administeying a VEGF-A antagonist to said patient.

108.

anthgonist are administered concurrently.

The method of claim 107, wherein the VEGF-A antagonist and the VEGF-C




109.  ‘'the method ot claim (U7, wherein the VEGE-A antagomst and the VEGE-C

antagonist are administered sequentially.

110.  The method of claim 107, wherein the VEGF-A antagonist is an anti-VEGF-A
antibody.

111, The method of claim 110, wherein the anti~-VEGF-A antibody is bevaci

112. A method of identifying a patient suffering from cancer who may benefit from
{reatment with a VEGF-C antagonist, the method comprising

determining expression levels of VEGF-C in a sample obtaingd from the
patient, wherein increased expression levels of VEGE-C in the sapiple as compared to
a reference sample indicates that the patient may benefit from ffeatment with the

VEGF-C antagonist,

113. A method of predicting responsiveness of a patient suffering from cancer to
treatment with a VEGF-C antagonist, the method
determining expression levels of VEGF-¢ in a sample obtfained from the
patient,
wherein increased expression level§ of VEGE-C in the sample as compared to
a reference sample indicates that the pafient is more likely to be responsive to

treatment with the VEGF-C antagopist.

114. A method of determinipg the likelihood that a patient will exhibit a benefit
from treatment with a VEGF-C antagonist, the method comprising

determining expression levels of VEGF-C in a sample obtained from the
patient,

wherein ingreagsed expression levels of VEGF-C in the sample as compared to

a reference sa {1@ indicates that the patient has an increased likelihood of benefit
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wherein increased expression levels of VEGE-C in the sample as compared to
a reference sample indicates that the patient has an increased likelihood of benefit

from treatment with the VEGF-C antagonist.

116. A method for treating a cell proliferative disorder in a patient, the method
comprising

determining that a sample obtained from the paitient has increased expréssion
levels of VEGF-C as compared 10 a reference sample, and

administering to said patient an effective amount of a VEGF-C adtaponist,

whereby the cell proliferative disorder is treated.

117. A method of identifying a patient suffering from canc?g/ ho may benefit
sing

determining expression levels of VEGF-D in a sa

from treatment with a VEGF-C antagonist, the method comp,
éz obtained from the

patient, wherein increased expression levels of VEGF-B in the sample as compared to
a reference sample indicates that the patient may bedefit from treatment with the

VEGF-C antagonist.

118. A method of predicting responsivepess of a patient suffering from cancer to
treatment with a VEGE-C antagonist, ?y’téeihod comprising

determining expression levels, 0f VEGF-D in a sample obtained from the
patient, wherein increased expressi 1 levels of VEGF-D in the sample as compared to
a reference sample indicates that the patieht is more likely to be responsive to
treatment with the VEGF-C X

ntagonist.
119. A method of deﬁéning the likelihood that a patient will exhibit a benefit
from treatment withy/é VEGF-C antagonist, the method comprising
determin n{gl) expression levels of VEGF-D in a sample obtained from the
patient, Wh@l/‘y{ increased expression levels of VEGE-D in the sample as compared to
a referencg/’gampie indicates that the patient has an increased likelihood of benefit

from tr;z'é‘c/ment with the VEGF-C antagonist.

/

1200 A method of optimizing therapeutic efficacy of a VEGF-C antagonist, the
é;thod comprising
determining expression levels of VEGF-D in a sample obtained from a patient,

wherein increased expression levels of VEGFE-D in the sample as compared to a
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reference sample indicates that the patient has an increased likelihood of benefit from

treatment with the VEGE-C antagonist.

121. A method for treating a cell proliferative disorder in a patient, the method

comprising

» | determining that a sample obtained from the patient has increaséd expressit ‘

levels of VEGF-D as compared to a reference sample, and ‘
administering to said patient an effective amount of a VEGF-C antagonist,

whereby the cell proliferative disorder is treated

122. A method of identifying a patient suffering from cancer who/may benefit from
treatment with a VEGF-C antagonist, the method comprising
determining expression levels of VEGFR3 in a samplg/obtained from the
patient, wherein increased expression levels of VEGFR3 ip'the sample as compared to
a reference sample indicates that the patient may benefit from treatment with the
VEGF-C antagonist.

123. A method of predicting responsiveness of a patient suffering from cancer to
treatment with a VEGF-C antagonist, the method comprising
determining expression levels of VEGFR3 in a sample obtained from the
patient, wherein increased expression Jevels of VEGFR3 in the sample as compared to
a reference sample indicates that the patient is more likely to be responsive to

treatment with the VEGF-C antagonist,

124. A method of determining the likelihood that a patient will exhibit a benefit
from treatment with a VEGF-C antagonist, the method comprising

determining eXpression levels of VEGFR3 in a sample obtained from the
patient, wherein icreased expression levels of VEGFR3 in the sample as compared to
a reference sapdple indicates that the patient has an increased likelihood of benefit

from treatmént with the VEGF-C antagonist.

125.

method comprising

A method of optimizing therapeutic efficacy of a VEGF-C antagonist, the

determining expression levels of VEGFR3 in a sample obtained from a

patient, wherein increased expression levels of VEGFR3 in the sample as compared to
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a reference sample indicates that the patient has an increased likelihood of benefit

from treatment with the VEGF-C antagonist.

126. A method for treating a cell proliferative disorder in a patient, the method
comprising
determining that a sample obtained from the patient has increased exppéssion

levels of VEGFR3 as compared to a reference sample, and

administering to said patient an effective amount of a VEGF-C gntagonist,

whereby the cell proliferative disorder is treated

127. A method of identifying a patient suffering from cancer who may benefit from
treatment with a VEGF-C antagonist, the method comprising
determining expression levels of FGF2 in a sampleObtained from the patient,
wherein increased expression levels of FGF2 in the sample as compared to a reference
sample indicates that the patient may benefit from trgatment with the VEGFE-C

antagonist.

128. A method of predicting responsiveness of a patient suffering from cancer to
treatment with a VEGF-C antagonist, the piethod comprising

GF2 in a sample obtained from the patient,

determining expression levels of
wherein increased expression levels gf FGF2 in the sample as compared to a reference
sample indicates that the patient ig’more likely to be responsive to treatment with the
VEGF-C antagonist.

129. A method of dete

from treatment with a

ining the likelihood that a patient will exhibit a benefit
GF-C antagonist, the method comprising

determining gxpression levels of FGF2 in a sample obtained from the patient,
wherein increased expression levels of FGF2 in the sample as compared to 2 reference
sample indica ts/zhat the patient has an increased likelihood of benefit from treatment
gF -C antagonist.
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sample indicates that the patient has an increased likelihood of benefit from treatment
with the VEGF-C antagonist.

131, A method for treating a cell proliferative disorder in a patient, the method

comprising - ’
determining that a sample obtained from the patient has increased expres'n

levels of FGF2 as compared to a reference sample, and /
administering to said patient an effective amount of a VEGF-C an nist,

whereby the cell proliferative disorder is treated

132. A method of identifying a patient suffering from cancer whe' a.y benefit from
treatment with a VEGF-C antagonist, the method comprising

determining expression levels of VEGF-A in a sampbtained from the
patient, wherein decreased expression levels of VEGF-A i ‘the sample as compared to
a reference sample indicates that the patient may bene om treatment with the

VEGF-C antagonist. |

133. A method of predicting responsiveness gt a patient suffering from cancer to
freatment with a VEGF-C antagonist, the method comprising

determining expression levels of GF-Aina sarnple obtained from the
patient, wherein decreased expressio léels of VEGF-A in the sample as compared to
a reference sample indicates that ;}fp/atient is more likely to be responsive to

treatment with the VEGF-C antggonist.

134, A method of detern ing the likelihood that a patient will exhibit a benefit
from treatment with a VJ GP-C antagonist, the method comprising
ressi,cm levels of VEGF-A in a sample obtained from the

detemﬁniny
patient, wherein décreased expression levels of VEGF-A in the sample as compared to

a reference sample indicates that the patient has an increased likelihood of benefit

metiod comprising
determining expression levels of VEGF-A in a sample obtained from a patient,

wherein decreased expression levels of VEGF-A in the sample as compared to a
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reference sample indicates that the patient has an increased likelihood of benefit from

treatment with the VEGF-C antagonist.

136. A method for treating a cell proliferative disorder in a patient, the method
comprising ’
determining that a sample obtained from the patient has decreased expr ‘;mn
levels of VEGF-A as compared to a reference sample, and )
administering to said patient an effective amount of a VEGFE-C gonist,

whereby the cell proliferative disorder is treated.

137. A method of identifying a patient suffering from cancer / méy benefit from
treatment with a VEGF-C antagonist, the method comprising
determining expression levels of PIGF in a sample “-,'i' from the patient,
wherein decreased expression levels of PIGF in the samyp A as compared to a reference
sample indicates that the patient may benefit from trent with the VEGE-C

antagonist.

138. A method of predicting responsivenef a patient suffering from cancer to
treatment with & VEGE-C antagoﬁist, the hoé comprising

d.étermiﬁing expi‘ession levels of PIGF in a sample obtained from the patient,
wherein decreased expression levels 6f PIGF in the sample as compared to a reference
sample indicates that the patient ig'more likely to be responsive to treatment with the

VEGF-C antagonist.

139. A method of dete 'ning the likelihood that a patient will exhibit a benefit
from treatment with a ¥EGF-C antagonist, the method comprising

xpression levels of PIGF in a sample obtained from the patient, |

wherein decreased expression levels of PIGF in the sample as compared to a reference
cates that the patient has an increased likelihood of benefit from treatment

sample md;}
with the VEGF-C antagonist.

140. /' A method of optimizing therapeutic efficacy of a VEGF-C antagonist, the

method comprising

determining expression levels of PIGF in a sample obtained from a patient,

wherein decreased expression levels of PIGF in the sample as compared to a reference
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sample indicates that the patient has an increased likelihood of benefit from treatment
with the VEGF-C antagonist.

141. A method for treating a cell proliferative disorder in a patient, the method

comprising J
determining that 2 sample obtained from the patient has decreased expressio

levels of PIGF as compared to a reference sample, and
administering to said patient an effective amount of a VEGF-C antagp st,

whereby the cell proliferative disorder is treated.

142, The method of any one of claims 112 to 115, 117 fo 120, 1224 125, 127 to
130, 132 to 135, or 137 to 140, further comprising administering g VEGE-C

antagonist to the patient.

143.  The method of any one of claims 112 to 142, whegéin the VEGF-C antagonist
is an anti-VEGF-C antibody.

144, The method of claim 116, 121, 126, 131, .6, 141, or 142 wherein the

method further comprises administering a VEGF-A antagonist to said patient.

145. The method of claim 144, whereinthe VEGF-A antagonist and the VEGF-C
antagonist are administered concu7 .

146.  The method of claim 142}/ herein the VEGF-A antagonist and the VEGF-C

antagonist are administered segentially.

147, The method of cla'A4, wherein the VEGE-A antagonist is an anti-VEGF-A
antibody.

148.  The method of claim 147, wherein the anti-VEGPF-A antibody is bevacizumab.

149. A l;i/ﬁor determining the expression levels of at least one gene selected from
the group gonsisting oft VEGF-C, VEGF-D, VEGFR3, FGF2, RGS5/CDHS, 1L-8,
CXCL

LN\

, and CXCL2, the kit comprising

an array comprising polynucleotides capable of specifically hybridizing to at
lgast one gene selected from the group consisting of; VEGF-C, VEGF-D, VEGFR3,
FGF2, RGS5/CDHS, IL-8, CXCL1, and CXCL2, and
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instructions for using said array to determine the expression levels of said at
least one gene to predict responsiveness of a patient to treatment with a VEGF-C
antagonist, wherein an increase in the expression level of said at least one gene as
compared to the expression level of said at least one gene in a reference sample

indicates that the patient may benefit from treatment with the VEGE-C antagonigt.

/
7

the group consisting of: VEGF-A, CSF2, Proxl, ICAMI1, ESMI, PIGF, }' ,
TGFB, Hhex, Coldal, Colda2, and Alkl, the kit comprising

ICAMI, ESM1, PIGF, ITGa5, TGFB, Hhex, Coldal, Alkl and
instructions for using said zirray to determine the ex _cssion levels of said at

least one gene to predict responsiveness of a patient to f atment with a VEGF-C

antagonist, wherein a decrease in the expression lev said at least one gene as

compared to the expression level of said at least giie gene in a reference sample

indicates that the patient may benefit from treagfment with the VEGF-C antagonist.

151. A set of compounds capable of dgtecting expression levels of at least one gene
EGE-C, VEGF-D, VEGFR3, FGF2,
RGS5/CDHS, IL-8, CXCL1, and CXCL2, the set comprising

at least one compound cgpable of specifically hybridizing to at least one gene
selected from the group consjsting of: VEGF-C, VEGF-D, VEGFR3, FGF2,
RGS5/CDHS, IL-8, CXCIA, and CXCL2, wherein an increase in the expression level

of said at least one genesas compared to the expression level of said at least one gene

selected from the group consisting of:

in a reference samplg/indicates that the patient may benefit from treatment with a
VEGF-C antagonj t.

152, A set6f compounds capable of detecting expression levels of at least one gene
selected fybm the group consisting of: VEGF-A, CSF2, Prox1, ICAM1, ESM1, PIGF,
1TGa5/TGFB, Hhex, Coldal, Colda2, and Alkl, the set comprising

at least one compound capable of specifically hybridizing to at least one gene
ected from the group consisting of: VEGF-A, CSF2, Prox1, ICAMI, ESMI, PIGF,
ITGa5, TGFB, Hhex, Coldal, Colda2, and Alkl, wherein a decrease in the expression

level of said at least gene as compared to the expression level of said at least one gene




in a reference sample indicates that the patient may benefit from treatment with a
VEGF-C antagonist.

153.  The set of compounds of claims 151 or 152, wherein the compounds are

polynucleotides.

154, The set of compounds of claim 153, wherein the polynucleotides compfi

three sequences set forth in Table 2.

155,  The set of compounds of claims 151 or 152, wherein the compdunds are

proteins.
156. The set of compounds of claim 155, wherein the proteigs are antibodies.

157, A method of identifying a patient suffering from céncer who may benefit from
treatment with an EGF-like-domain, multiple 7 (EGFL/) antagonist, the method
comprising

determining expression levels of at least
consisting of: VEGF-C, BVS, CSF2, TNFa,

sample obtained from the patient, wherein i

e gene selected from the group
CL2, PDGF-C, and Mincle in a
creased expression levels of said at least-
one gene in the sample as compared to g'reference sample indicates that the patient

may benefit from treatment with the EGFL7 antagonist.

158. A method of identifyin
treatment with an EGFL7 anfégonist, the method comprising

patient suffering from cancer who may benefit from

determining expregsion levels of at least one gene selected from the group
FGF9, HGFE, RGS3, NRP1, FGF2, CXCR4, cMet, FN1,
EMP2, MFAPS, PDGFE-C, Sema3F, and FN1 in a sample

obtained from the/ patient, wherein decreased expression levels of said at least one

congisting of: Sema3
Fibulin 2, Fibulin4/

gene in the sg as compared to a reference sample indicates that the patient may
benefit fro treatment with the EGFL7 antagonist.




sample obtained from the patient, wherein increased expression levels of said at least
one gene in the sample as compared to a reference sample indicates that the patient is

more likely to be responsive to treatment with the EGFL7 antagonist.

160. A method of predicting responsiveness of a patient suffering from cancef to
treatment wifﬁ an EGFL7 antagonist, the method comprising
determining expreséi@m levels of at least one gene selected from the group
consisting of: Sema3B, FGF9, HGF, RGS5, NRP1, FGF2, CXCR/—E—, cilet, FN1,
Fibulin 2, Fibulind/EFEMP2, MFAPS, PDGFE-C, Sema3F, and FN}/in a sample
obtained from the patient, wherein decreased expreésion levels of said at least one
gene in the sample as compared to a reference sample indi?@ghat the patient is

more likely to be responsive to treatment with the EGFL7 dntagonist.

161. A method of determining the likelihood that apatient will exhibit a benefit
from treatment with an EGFL7 antagonist, the metfiod comprising

determining expression levels of at least, e gene selected from the group
consisting of: VEGF-C, BVS, CSF2, TNFo, A XCLZ, PDGEF-C, and Mincle ina

sample obtained from the patient, whereiy/mcreased expression levels of said at least

one gene in the sample as compared to/ reference sample indicates that the patient

has increased likelihood of benefit ‘m treatment with the EGFL7 antagonist.

162. A method of determining the likelihood that a patient will exhibit a benefit
from treatment with an EGEL antagonist, the method comprising

ion levels of at least one gene selected from the group
! FGF9, HGF, RGS5, NRP1, FGF2, CXCR4, cMet, FN1,
Fibulin 2, Fibulind/ 'EMP2, MFAPS, PDGF-C, Sema3F, and FN1 in a sample

obtained from thé patient, wherein decreased expression levels of said at least one

determining exprgf

consigting of: Sema3}3

afple as compared to a reference sample indicates that the patient has

increased J celihood of benefit of treatment with the EGFL7 antagonist.

163. / ‘ method of optimizing therapeutic efficacy of an EGFL7 antagonist, the

mg comprising

v : determining expression levels of at least one gene selected from the group
consisting of: VEGF-C, BV8, CSF2, TNFa, CXCL.2, PDGF-C, and Mincle in a

sample obtained from a patient, wherein increased expression levels of said at least
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one gene in the sample as compared to a reference sample indicates that the patient

has increased likelihood of benefit from treatment with the EGFL7 antagonist.

164. = A method of optimizing therapeutic efficacy of an EGFL7 antagonist, the
method comprising

determining expression levels of at least one gene selected from the gpdup
consisting of: Sema3B, FGF9, HGF, RGSS, NRP1, FGF2, CXCR4, cMet, Z
Fibulin 2, Fibulind/EFEMP2, MFAPS, PDGP-C, Sema3F, and FNI in

obtained from a patient, wherein decreased expression levels of said 4t least one gene

in the sample as compared to a reference sample indicates that the/patient has

increased likelihood of benefit of treatment with the EGFL'?/ax agonist.

165. A method for treating a cell proliferative disorder i a patient, the method

comprising
determining that a sample obtained from the/patient has increased expression

levels, as compared to a reference sample, of at Jéast one gene selected from the group

consisting of: VEGF-C, BV, CSF2, TNFu, £XCL2, PDGF-C, and Mincle, and
administering to said patient an effgCtive amount of an EGFL7 antagonist,

whereby the cell proliferative disorder j€ treated.

166. A method for treating a ceroliferative disorder in a patient, the method
comprising ,

determining that a sap 13 obtained from the patient has decreased expression
levels, as compared to a rence sample, of at least one gene selected from the group
consisting of: Sema3B, RGF9, HGF, RGSS, NRP1, FGF2, CXCR4, cMet, FN1,
Fibulin 2, Fibulind/EFEMP2, MFAPS, PDGF-C, Sema3F, and FNI, and

administes ng to said patient an effective amount of an EGFL7 antagonist,

whereby the ¢ £l proliferative disorder is treated.

167. 7 , method of any one of claims 157 to 166, wherein the sample obtained
from the patient is a member selected from the group consisting of: tissue, whole

blgbd, blood-derived cells, plasma, serum, and combinations thereof,

/ 168. The method of any one of claims 157 to 166, wherein the expression level is

mRNA expression level.




169. The method of any one of claims 157 o 166, wherein the expression level 18

protein expression level.

170.  The method of any one of claims 157 to 164, further comprising administer]

an EGFL7 antagonist to the patient.

171,  The method of any one of claims 157 to 166, or 170, wherein the EGFL7
- antagonist 15 an anti-EGFL7 antibody.

172.  The method of claim 165, 166, or 170 wherein the method fyfther comprises

administering a VEGF-A antagonist to said patient.

173.  The method of claim 172, wherein the VEGF-A antagonist and the EGFL7

antagonist are administered concurrently.

174. The method of claim 172, wherein the VEGFAA antagonist and the EGFL7

antagonist are administered sequentially.

175.  The method of claim 172, wherein the’VEGEF-A antagonist is an anti~-VEGF-A
antibody.

176.  The method of claim 175, whefein the anti-VEGE-A antibody is bevacizumab.

177. A metbod of identifying ¢/patient suffering from cancer who may benefit from
treatment with an EGFL7 antggonist, the method comprising

determining expresgion levels of VEGF-C in a sample obtained from the
patient, wherein increasgd expression levels of VEGF-C in the sample as compared
to a reference sampledndicates that the patient may benefit from treatment with the

EGFL7 antagonist/

178. A method of predicting responsiveness of a patient suffering from cancer to

treatment

ith an EGFL7 antagonist, the method comprising

etermining expression levels of VEGE-C in a sample obtained from the

wherein mcereased expression levels of VEGF-C in the sample as compared to
reference sample indicates that the patient is more likely to be responsive to

treatment with the EGFL7 antagonist.
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179. A method of determining the likelihood that a patient will exhibit a benefit
from treatment with an EGFL7 antagonist, the method comprising

determining expression levels of VEGE-C in a sample obtained from the
patient, |

wherein increased expression levels of VEGF-C in the sample as compéred to
a reference sample indicates that the patient has an increased likelihood of penefit

from treatment with the EGFL7 antagonist.

180. A method of optimizing therapeutic efficacy of an EGFL7 apftagonist, the
method comprising
determining expression levels of VEGEF-C in a sample 6btained from a patient,
wherein increased expression levels of VEGE-C in the sample as compared to
a reference sample indicates that the patient has an incrca{cd likelihood of benefit
from treatment with the EGFL7 antagonist.

181. A method for ﬁ'eétiﬁg a cell proliferative disorder in a patient, the method
comprising
determining that a sample obtained fom the patient has increased eﬁipressien
levels of VEGE-C as compared to a reference sample, and
administering to said patient gh effective amount of an EGFL7 anfagonist,

whereby the cell proliferative disorder is treated.

182, A method of identt

from treatment with an EGFL7 antagonist, the method comprising

ing a patient suffering from cancer who may benefit

determining expression levels of BVS8 in a sample obtained from the patient,
wherein increased expression levels of BV in the sample as compared to a reference
sample indicates tiat the patient may benefit from treatment with the EGFL7

antagonist.

183. A fnethod of predicting responsiveness of a patient suffering from cancer to
treatment with an EGFL7 antagonist, the method comprising

/" determining expression levels of BV in a sample obtained from the patient,
wh 'ein increased expression levels of BVS in the sample as compared to a reference
ample indicates that the patient is more likely to be responsive to treatment with the

" BGFL7 antagonist.
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184. A method of determining the likelihood that a patient will exhibit a benefit
from treatment with an EGFL7 antagonist, the method comprising ‘
determining expression levels of BV8 in a sample obtained from the patient,
wherein increased expression levels of BVS in the sample as compared to a reference,
sample indicates that the patient has an increased likelihood of benefit from treat:
with the EGFL7 antagonist.

nt

185, A method of optimizing therapeutic efficacy of an EGFL7 antagonjét, the

method comprising

determining expression levels of BV8 in a sample obtained f36m a patient,
wherein increased expression levels of BVS in the sample as cor ﬂz/ed to a reference
sample indicates that the patient has an increased likelihood o 2

with the EGFL7 antagonist.

enefit from treatment

186. A method for treating a cell proliferative disordér in a2 patient, the method
comprising
determining that a sample obtained from the patient has increased expression

rﬁ/é, and

administering to said patient an effeCtive amount of an EGFL7 antagonist,

levels of BVR as compared to a reference s

whereby the cell proliferative disorder ig treated

187. A method of identifying a pﬁ{i/;t suffering from cancer who may benefit from
treatment with an EGFL7 antaggnist, the method comprising

determining expressign levels of CSF2 in a sample obtained from the patient,
wherein increased expresgion levels of CSF2 in the sample as compared to a reference
sample indicates that e patient may benefit from treatment with the EGFL7

antagonist.

188. A mett
freatment

d of predicting responsiveness of a patient suffering from cancer to

(th an EGFL7 antagonist, the method comprising

termining expression levels of CSF2 in a sample obtained from the patient,

whergin increased expression levels of CSF2 in the sample aé compared to a reference

sarhple indicates that the patient is more likely to be responsive to treatment with the
GF1.7 antagonist. .




189. A method of determining the likelihood that a patient will exhibit a benefit
from treatment with an EGFL7 antagonist, the method comprising

determining expression levels of CSF2 in a sample obtained from the patient,
wherein increased expression levels of CSF2 in the sample as compared o a refe nce
sample indicates that the patient has an increased likelihood of benefit fro?n treftment
with the EGFL7 antagonist.

190. A method of optimizing therapeutic efficacy of an EGFL7 antagonist, the
method comprising '
determining expression levels of CSF2 in a sample obtainéd from a patient,
wherein increased expression levels of CSE2 in the sample as dompared to a reference
sample indicates that the patient has an increased likelihood of benefit from treatment

with the EGFL7 antagonist.

191. A method for treating a cell proliferative dig6rder in a patient, the method
comprising |
determining that a sample obtained fromm the patient has increased expression
levels of CSF2 as compared to a reference gample, and
administering to said patient an gffective amount of an EGFL7 antagonist,

whereby the cell proliferative disordgr is treated

192. A method of identifying 4 patient suffering from cancer who may benefit from
treatment with an EGFL7 angdgonist, the method comprising

determining expregéion levels of TNFo in a sample obtained from the patient,
wherein increased expréssion levels of TNFo in the sample as compared to a
reference sample ingicates that the patient may benefit from treatment with the
EGFL7 antagonist,

193. Am 4 of predicting responsiveness of a patient suffering from cancer to
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194. A method of determining the likelihood that a péﬁent will exhibit a benefit
from treatment with an EGFL7 antagonist, the method comprising

determining expression levels of TNFa in a sample obtained from the patient,
wherein increased expression levels of TNFa in the sample as compared to a | g
reference sample indicates that the patient has an increased likelihood of benefit om

treatment with the EGFL7 antagomnast.

. 195. A method of optimizing therapeutic efficacy of an EGFL7 antago f
method corhprising . '
determining expression levels of TNFa in a sample obtained/4rom a patient,
wherein increased expression levels of TNFe in the sample as corhpared o a
reference sample indicates that the patient has an increased li

treatment with the EGFL7 antagonist.

lithood of benefit from

196. A method for treating a cell ﬁmiiferative disorder in a patient, the method
comprising

determining that a sample obtained from the patient has increased expression
levels of TNFo as compared to a reference sample, and

administering to said patient an efféctive amount of an EGFL7 antagonist,

whereby the cell proliferative disorder j§ treated

197. A method of identifying a patient suffering from cancer who may benefit from
treatment with an EGFL7 aﬂtagjznisi, the method comprising

determining e’ﬁpress’ n levels of Sema3B in a sample obtained from the
patient, wherein decreased expression levels of Sema3B in the sample as compared to
a reference sample indicates that the patient may benefit from treatment with the
EGFL7 antagonist.

198. A methéd of predicting responsiveness of a patient suffering from cancer to
treatrent with an EGFL7 antagonist, the method comprising

dtermining expression levels of Semal3B in a sample obtained from the
patie (} wherein decreased expression levels of Sema3B in the sample as compared to
a re%:;ence sample indicates that the patient is more likely to be responsive to

catment with the EGFL7 antagonist.
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199. A method of determmng the likehihood that a patient will exhibit a benerst
from treatment with an EGFL7 antagonist, the method comprising
determining expression levels of Sema3B in a sample obtained from the
patient, wherein decreased expression levels of Sema3B in the sample as compared §6
“a reference sample indicates that the patient has an increased likelihood of benefj

from treatment with the EGFL7 antagonist.

200. A method of optimizing therapeutic efficacy of an EGFL7 antagopist, tﬁe
method comprising

determining expression levels of Semaz3B in a sample obtaipéd from a patient,
wherein decreased expression levels of Sema3B in the sample ay/cotapared to a
reference sample indicates that the patient has an increased likelihood of benefit from
treatment with the EGFL7 antagonist.

201. A method for treating a cell prolifefaﬁve disopder in & patient, the method
comprising

determining that a sample obtained fronythe patient has decreased expression
levels of Sema3B as compared to a reference/sample, and

administering to said patient an effective amount of an EGFL7T antagonist,

whereby the cell proliferative disorder s treated.

202. A method of identifying a patient suffering from cancer who may benefit from
freatment with an EGFL7 antagonist, the method comprising

determining expression levels of FGF9 in a sample obtained from the patient,
wherein decreased expregsion levels of FGF9 in the sample as compared to a

reference sample indigates that the patient may benefit from treatment with the
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204. A method of determining the likelihood that a patient will exhibit a benefit
from treatment with an EGFL7 antagonist, the method comprising

determining expression levels of FGF9 in a sample obtained from the patient, :
wherein decreased expression levels of FGF9 in the sample as compared to a
reference sample indicates that the patient has an increased likelihood of bene From

treatment with the EGFL7 antagonist.

205. A method of optimizing therapeutic efficacy of an EGFL7 antag .ist, the
method comprising ;

determining expression levels of FGF9 in a sample obtaing 4 from a patient,
wherein decreased expression levels( of FGF9 in the sample as gompared to a
reference sample indicates that the patient has an increased Jikelibood of benefit from

treatment with the EGFL7 antagonist.

206. A method for treating a cell proliferative disprder in a patient, the method
comprising /
determining that a sample obtained frog  the patient has decreased expression
ievels of FGF9 as compared to a reference and
" administering to said patient an ¢ fective amount of an EGFL7 antagonist,

whereby the cell proliferative disordey is treated.

207. A method of identifying 3atient suffering from cancer who may benefit from
reatment with an EGFL7 ant onist, the method comprising

determining expresgi n levels of HGF in a sample obtained from the patient,
wherein decreased exprgssion levels of HGF in the sample as compared to a reference
sample indicates thaty he patient may benefit from treatment with the EGFL7

antagonist.

208. A megl d of predicting responsiveness of a patient suffering from cancer to
treatmen ith an BGFL7 antagonist, the method comprising ‘

, termining expression levels of HGF in a sample obtained from the patient,
wherbin decreased expression levels of HGF in the saraple as compared to a reference
ple indicates that the patient is more likely to be responsive to treatment with the
/ GFL’Z antagonist.




209. A method of determining the likelihood that a patient will exhibit a benefit
from treatment with an EGFL7 antagonist, the method comprising

determining expression levels of HGF in a sample obtained from the patient,
wherein decreased expression levels of HGF in the sample as compared to a refcr
sample indicates that the patient has an increased likelihood of benefit from fent
with the EGFL7 antagonist. |

-210. A method of optimizing therapeutic efficacy of an BGFL7 antagofist, the
method comprising ,
determining expression levels of HGF in a sample obtained from a paticnt,
wherein decreased expression levels of HGF in the sample as cgt wpared to a reference
sarmple indicates that the patient has an’increased likelihood ¢ ‘benefit from treatment
with the EGFL7 antagonist. |

211. A method for treating a cell proliferative disogder in a patient, the method
compri sing | |
determining that a sample obtained fromythe patient has decreased expression
levels of HGF as compared to a reference sa 1,65 and
administering to said patient an efﬁéé/tive amount of an EGFL7 antagonist,

whereby the cell proliferative disorder is treated.

212. A method of identifying a yféi;/i;t suffering from cancer who may benefit from
treatment with an EGFL7 antagénist, the method comprising

determining expressigh levels of RGS5 in a sample obtained from the patient,
wherein decreased expression levels of RGS5 in the sample as compared to a
reference sample indicgtes that the patient may benefit from treatment with the

EGFL7 antagonist.

213, A methdd of predicting responsiveness of a patient suffering from cancer to
treatment wiz an BGFL7 antagonist, the method comprising

dgtermining expression levels of RGSS5 in a sample obtained from the patient,
where'{ decreased expression levels of RGSS5 in the sample as compared to a
rcf@éme sample indicates that the patient is more likely to be responsive to treatment

ith the EGFL7 antagonist.
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214. A method of determining the likelihood that a patient will exhibit a benefit
from treatment with an EGFL7 antagonist, the method comprising

determining expression levels of RGSS5 in a sample obtained from the patient,
wherein decreased expression levels of RGSS5 in the sample as compared to a /
reference sample indicates that the patient has an increased likelihood of benefit, :

om
treatment with the EGFL7 antagonist.

215, A method of optimizing therapeutic efficacy of an EGFL7 -
method comprising / |
determining expression levels of RGSS in a sample obtaing d from 2 patient,

wherein decreased expression levels of RGS5 in the sample as ¢ mpared toa

>

reference sample indicates that the patient has an increased likelihood of benefit from

treatment with the EGFL7 antagonist.

216. A method for treating a cell proliferative dis ,er in a patient, the method
comprising
determining that a sample obtained frog patient has decreased expression
Jevels of RGS5 as compared to a referenceple, and |
administering to said patiént an gffective amount of an EGFL7 antagonist,

whereby the cell proliferative disorder is treated.

217. A method of identifying & patient suffering from cancer who may benefit from
treatment with an EGFL7 an dgmist, the method comprising

determining exprgséiin levels of NRP1 in a sample obtained from the patient,
wherein decreased exp és{sion levels of NRP1 in the sample as compared to a

reference sample i/rfl};hcates that the patient may benefit from treatment with the

EGFL7 antagonist.
218 A mﬁ{i of predicting responsiveness of a patient suffering from cancer to
treatme: t/éith an EGFL7 antagonist, the method comprising
" determining expression levels of NRP1 in a sample obtained from the patient,
wherein decréased expression levels of NRP1 in the sample as compared to a
eference sample indicates that the patient is more likely to be respbnsive to treatment

with the EGFL7 antagonist.




219. A method of determining the likelihood that a patient will exhibit a benefit
from treatment with an EGFL7 antagonist, the method comprising

determining expression levels of NRP1 in a sample obtained from the

wherein decreased expression levels of NRP1 in the sample as compared to a ,
reference sample indicates that the patient has an increased likelihood of benefif

treatment with the EGFL7 antagonist.

220. A method of optimizing therapeutic efficacy of an EGFL7 antagghist, the
method comprising ' '
detem;iﬁing expression levels of NRP1 in a s;d,mpie obtained from a patient,
wherein decreased expression levels of NRP1 in the sample as gompared to a
reference sample indicates that the patient has an increased Jkelihood of benefit from

treatment with the EGFL7 antagonist.

221. A method for treating a cell proliferative disgfder in & patient, the method
comprising
determining that a sample obtained fropd the patient has decreased expression
levels of NRP1 as compared to a reference sample, and
adminigtering to said patient an effective amount of an EGFL7 antagonist,

whereby the cell proliferative disordey/is treated.

222, A method of identifying e/patient suffering from cancer who may benefit from |
treatment with an EGFL7 antagonist, the method comprising

‘ determining expres 4& levels of NRP1 in a sample obtained from the patient,
wherein decreased expreSsion levels of NRP1 in the sample as compared to a

reference sample indiCates that the patient may benefit from treatment with the

223. A method of predicting responsiveness of a patient suffering from cancer to
treatment with an BEGFL7 antagonist, the method comprising

é{c;emxining expression levels of NRP1 in a sample obtained from the patient,
wherein decreased expression levels of NRP1 in the sample as compared to a
reéference sample indicates that the patient is more likely to be responsive to treatment
with the EGFL7 antagonist.




224, A method of determining the likelihood that a patient will exhibit a benefit
from treatment with an EGFL7 antagonist, the method comprising

 determining expression levels of NRP1 in a sample obtained from the patient, /

wherein decreased expression levels of NRP1 in the sample as compared to a
reference sample indicates that the patient has an increased likelihood of benefi

treatment with the EGFL7 antagonist.

225, A method of optimizing therapeutic efficacy of an EGFL7 antaggnist, the
method comprising | '
determining expression levels of NRP1 in a sample obtaingd from a patient,
wherein decreased expression levels of NRP1 in the sample as gompared to a
reference sample indicates that the patient has an increased [felihood of benefit from

treatment with the EGFL7 antagonist.

226. A method for treating a cell ‘pm}iferative disorder in a patient, the method
comprising
determining that a sample obtained frony'the patient has decreased expression
levels of NRP] as compared to a reference sgimple, and
: administering to said patient an efféctive amount of an EGFL7 antagonist,

whereby the cell proliferative disorder i treated.

227. A method of identifying a patient suffering from cancer who may benefit from
treatment with an EGFL7 antagénist, the method comprising

determining expressigh levels of FGF2 in a sample obtained from the patient,
wherein decreased expresgion levels of FGF2 in the sample as compared to a
reference sample indicgtes that the patient may benefit from treatment with the
" EGFLT antagonist.

228. A method of predicting responsiveness of a patient suffering from cancer to
treatment with an EGFL7 antagonist, the method comprising
d

whereiy decreased expression levels of FGF2 in the sample as compared to a

ermining expression levels of FGF2 in a sample obtained from the patient,

refepénce sample indicates that the patient is more likely to be responsive to treatment

with the EGFL7 antagonist.




229. A method of determining the likelihood that a patient will exhibit a benefit
from treatment with an EGFL7 antagonist, the method comprising

determining expression levels of FGF2 in a sample obtained from the patient, / |
wherein decreased expression levels of FGF2 in the sample as -compared toa |
reference sample indicates that the patient has an increased likelihood of benefit/from
treatment with the EGFL7 antagonist.

230. A method of optimizing therapeutic efficacy of an EGFL7 antagofis
method comprising

determining expression levels of FGF2 in a sample obtained om a patient,
wherein decreased expression levels of FGF2 in the sample as parf;d to a
reference sample indicates that the patient has an increased Lik tlihood of benefit from

treatment with the EGFL7 antagonist.

231, A method for treating a cell proliferative disopder in a patient, the method

comprising

determining that a sample obtained fromythe patient has decreased expression

levels of FGF2 as compared to a reference safple, and
administering to said patient an efféctive amount of an EGFL7 antagonist,

whereby the cell proliferative disorder i§ treated.

232. A method of identifying a patient suffering from cancer who may benefit from
treatment with an EGFL7 antagdnist, the method comprising

determining expressigh levels of CXCR4 in a sample obtained from the
patient, wherein decrea?d expression levels of CXCR4 in the sample as compared to

a reference sample indiCates that the patient may benefit from treatment with the

EGFL7 antagonist.
d of predicting responsiveness of a patient suffering from cancer to

233, Amet
treatment fz an BEGFL7 antagonist, the method comprising

dfaZrmming expression levels of CXCR4 in a sample obtained from the
patient; wherein decreased expression levels of CXCR4 in the sample as compared to
ar é‘ence sample Indicates that the patient is more likely to be responsive to

catment with the EGFL7 antagonist,

g
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234, A method of determining the likelihood that a patient will exhibit a benefit
from freatment with an EGFL7 antagonist, the method comprising
determining expression levels of CXCR4 in a sample obtained from the

patient, wherein decreased expression levels of CXCR4 in the sample as compared

a reference sample indicates that the patient has an increased likelihood of bene

from treatment with the EGFL7 antagonist.

235, A method of optimizing therapeutic efficacy of an EGFL7 antag
method comprising _
determining expression levels of CXCR4 in a sample obtaiped from a patient,
wherein decreased expression levels of CXCR4 in the sample /c/:imparad toa
reference sample indicates that the patient has an increased Ij Iihood of benefit from

treatment with the EGFL7 antagonist.

236, A method for treating a cell proliferative disos c“' in a patient, the method
comprising | J

determining that a sample obtained frony patient has decreased expression
levels of CXCR4 as compared to a referencmpie, and
administering to said patient an amount of an EGFL7 antagonist,

whereby the cell proliferative discrde' treated.

237. A method of identifying a fatient suffering from cancer who may benefit from
treatment with an EGFL7 antaist, the method comprising

determining expression levels of cMet in a sample obtained from the patient,
wherein decreased expregsion levels of cMet in the sample as compared to a reference
sample indicates that the patient may benefit from treatment with the EGFL7

antagonist.

238. A method of predicting responsiveness of a patient suffering from cancer to
treatment with an BGFL7 antagonist, the method comprising
etermining expression levels of cMet in a sample obtained from the patient,
wheréin decreased expression levels of cMet in the sample as compared to a reference
o

safnple indicates that the patient is more likely to be responsive to treatment with the

{GF1.7 antagonist.
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239. A method of determining the likelihood that a patient will exhibit a benefit
from treatment with an EGFL7 antagonist, the method comprising

determining expression levels of cMet in a sample obtained from the patient,
wherein decreased expression levels of cMet in the sample as compared to a reference
sample indicates that the patient has an increased likelihood of benefit from treatment
with the EGFL7 antagonist.

240, - A method of optimizing therapeutic efficacy of an EGFL7 antagonigt, the
method comprising .

determining expression levels of cMet in a sample obtained frgm a patient,
wherein decreased expression levels of cMet in the sample as compfared to a reference
sample indicates that the patient has an increased likelihood of Wenefit from treatment

with the EGFL7 antagonist.

241. A method for treating a cell proliferative disordef in a patient, the method

comprising

determining that a sample obtained from e patient has decreased expression

242. A method of identifying a suffering from cancer who may benefit from
treatment with an EGFL7 antagg s‘tS the method comprising

determining expressior levels of EN1 in a sample obtained from the patient,
wherein decreased express ’n levels of FNI in the sample as compared to a reference
sample indicates that th { paticnt may benefit from treatment with the EGFL7

antagonist.

243, Amethp 4 of predicting responsiveness of a patient suffering from cancer to
treatment f an EGFL7 antagonist, the method comprising

dg ﬁing expression levels of FN1 in a sample obtained from the patient,
wherei | decreased expression levels of FN1 in the sample ag compared to a reference
say indicates that the patient is more likely to be responsive to treatment with the

' antagonist.
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244, A method of determining the likelihood that a patient will exhibit a benefit
from treatment with an EGFL7 antagonist, the method comprising
determining expression levels of FN1 in a sample obtained from the patient,

wherein decreased expression levels of FN1 in the sample as compared to a refereng

sample indicates that the patient has an increased likelihood of benefit from treatp ent

with the EGFL7 antagonist.

245, A method of optimizing therapeutic efficacy of an EGFL7 antagor the
method comprising v
determining expression levels of FN1 in a sample obtained b a patient,
wherein decreased expression levels of FN1 in the sarople as co ‘;-“-'” 10 a reference
sample indicates that the patient has an increased likelihood of/ eneﬁt from treatment

with the EGFL7 antagonist.

246. A method for treating a cell proliferative disordér in a patient, the method
comprising

determining that a sample obtained from the patient has decreased expression

247, A method of identifying a ftient suffering from cancer who may benefit from
treatment with an EGFL7 antaj9~st, the method comprising

determining expression levels of Fibulin 2 in a sample obtained from the

patient, wherein decreased£xpression levels of Fibulin 2 in the sample as compared to
a reference sample indi
EGFL7 antagonist.

tes that the patient may benefit from treatment with the

248. A method of predicting responsiveness of a patient suffering from cancer to
treatment witd an EGFL7 antagonist, the method comprising

rmining expression levels of Fibulin 2 in a sample obtained from the

a reférence sample indicates that the patient is more likely to be responsive to
tréatment with the EGFL7 antagonist.
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249, A method of determining the likelihood that a patient will exhibit a benefit
from treatment with an EGFL7 antagonist, the method comprising
determining expression levels of Fibulin 2 in a sample obtained from the

patient, wherein decreased expression levels of Fibulin 2 in the sample as compared

a reference sample indicates that the patient has an increased likelihood of benefi

from treatment with the EGFL7 antagonist.

250. A method of optimizing therapeutic efficacy of an EGFL7 antagopist, the
method comprising

determining expression levels of Fibulin 2 in a sample obtaiped from a patient,
wherein decreased expression levels of Fibulin 2 in the sample ag/compared to a
reference sample indicates that the patient has an increased lik

treatment with the EGFL7 antagonist.

251. A method for treating a cell proliferative disordér in a patient, the method
comprising

determining that a sample obtained from the patient has decreased expression

levels of Fibulin 2 as compared to a referencegample, and
administering to said patient an effgbtive amount of an EGFL7 antagonist,

whereby the cell proliferative disorder i¢ treated.

252. A method of identifying a
treatment with an EGFL7 antagghist, the method comprising
determining expression levels of Fibulind in a sample obtained from the
patient, wherein decreased/expression levels of Fibulind in the sample as compared to
a reference sample indigates that the patient may benefit from treatment with the

EGFL7 antagonist.

283, A method of predicting responsiveness of a patient suffering from cancer to

treatment with an EGFL7 antagonist, the method comprising

arp ference sample indicates that the patient is more likely to be responsive to

a with the EGFL7 antagonist.

248




254, A method of cietemﬁning the likelihood that a patient will exhibit a benefit
from treatment with an BGFL7 antagonist, the method comprising

determining expression levels of Fibuling in a sample obtained from the
patient, wherein decreased expression levels of Fibulin4 in the sample as compay {0
a reference sample indicates that the patient Has an increased likelithood of bt

from treatment with the EGFL7 antagonist.

255. A method of optimizing therapeutic efficacy of an EGFL7 ants, nist, the

method comprising

reference sample indicates that the patient has an increascfelihood of benefit from

treatment with the EGFL7 antagonist.

256. A method for treating a cell proliferative diéer in a patient, the method
comprising
determining that a sample obtained fro 4 the patient has decreased expression

levels of Fibulind as compared to a 1'eferen sample, and

i

/ - .
administering to said patient an effective amount of an EGFL7 antagonist,

whereby the cell proliferative disordg; /is treated.
.‘//

257. A method of identifying atient suffering from cancer who may benefit from

N

treatment with an EGFL7 ar;}nist, the method comprising
determining expr?'on fevels of MFAPS in a sample obtained from the
patient, wherein decrej;;d expression levels of MEFAPS in the sample as compared to

a reference sample indicates that the patient may benefit from treatment with the

258, Ameth 6d of predicting responsiveness of a patient suffering from cancer to
treatment an BEGFL7 antagonist, the method comprising

'e:rmining expression levels of MFAPS in a sample obtained from the
patiery S /Wherein decreased expression levels of MFAPS in the sample as compared to
CRY ference sample indicates that the patient is more likely to be responsive to

p catment with the EGFL7 antagonist.
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259. A method of determining the likelihood that a patient will exhibit a benefit
from treatment with an EGFL7 antagonist, the method comprising

determining expression levels of MFAPS in a sample obtained from the
patient, wherein decreased expression levels of MFAPS in the sample as compared
a reference sample indicates that the patient has an increased likelihood of beneﬁ/o

from treatment with the EGFL7 antagonist.

260. A method of optimizing therapeutic efficacy of an EGFL7 antagor st, the
method comprising ’

determining expression levels of MFAPS in a sample obtaingd from a patient,
wherein decreased expression levels of MEAPS in the sample as gompared to a
reference sample indicates that the patient has an increased lik eﬁ{h.ood of benefit from

treatment with the EGFL7 antagonist.

261. A method for treating a cell proliferative disorgér in a patient, the method
comprising
determining that a sample obtained from the patient has decreased expression

levels of MFAPS as compared to a reference éépie, and

administering to said patient an effgCtive amount of an EGFL7 antagonist,

whereby the cell proliferative disorder i freated.

262. A method of identifying a p fient suffering from cancer who may benefit from

treatment with an EGFL7 antago {ist, the method comprising

N

determining expressioy levels of PDGF-C in a sample obtained from the
patient, wherein decreased, /pression levels of PDGF-C in the sample as compared to
a reference sample indi@ﬁ{;s that the patient may benefit from treatment with the

BGFL7 antagonist.

263, A method of predicting responsiveness of a patient suffering from cancer to
treatment witlf an EGFL7 antagonist, the method comprising

detérmining expression levels of PDGF-C in a sample obtained from the

herein decreased expression levels of PDGF-C in the sample as compared to
a refgrence sample indicates that the patient is more likely to be responsive to

tréatment with the EGFL7 antagonist.
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264. A method of determining the likelihood that a patient will exhibit a benefit
from treatment with an EGFL7 antagonist, the method comprising

determiriing expression levels of PDGF-C in a sample obtained from the
patient, wherein decreased expression levels of PDGFE-C in the sample as compared/fo
a reference sample i-ndicates‘that the patient has an increased likelihood of benefj

from treatment with the EGFL7 antagonist.

265. A method of optimizing therapeutic efficacy of an EGFL7 antagoy st, the
method comprising /

determining expression levels of PDGF-C in a sample tha,d from a patient,
wherein decreased expression levels of PDGF-C in the sample ompared toa
reference éémpie indicates that the patient has an increased f"- lihood of benefit from

treatment with the EGFL7 antagonist.

266. A method for treating a cell proliferative disar in a patient, the method
comprising

determining that a sample obtained fro patient has decreased expression
levels of PDGF-C as compared to a referencmp},e, and

administering to said patient an ef] tive amount of an EGFL7 antagonist,

whereby the cell proliferative disorder 18 treated.

267. A method of identifying a
treatment with an EGFL7 antagenist, the method comprising

atient suffering from cancer who may benefit from
determining expressigh levels of Sema3F in a sample obtained from the
patient, wherein decrea?;i expression levels of Sema3F in the sample as compared to

ates that the patient may benefit from treatment with the

a reference sample indj

BGFL7 antagonist. /




269. A method of determining the likelihood that a patient will exhibit a benefit

from treatment with an EGFL7 antagonist, the method comprising

determining exﬁression levels of Sema3F in & sample obtained from the
patient, wherem decreased expreséion levels of Sema3F in the sample as compared'to
a reference sample indicates that the patient has an increased likelihood of benefit
from treatment with the EGFL.7 antagonist.

270. A method of optimizing therapeutic efficacy of an EGFL7 antaggnist, the
method comprising

" determining expression levels of Sema3F in a sample obtajfed from a patient,
wherein decreased expression levels of Sema3F in the sample ag’ compared 1o a
reference sample indicates that the patient has an increased ljKelthood of benefit from

treatment with the EGFL7 antagonist.

271. A method for treating a cell proliferative disoyder in a patient, the method
éomprisin g

determining that a sample obtained fronythe patient has decreased expression
levels of Sema3F as compared to a reference fample, and

administering to said patient an efféctive amount of an EGFL7 antagonist,

Whereby the cell proliferative disorder }6 treated.

272.  The method of any one of glaims 177 to 180, 182 to 185, 187 to 190, 192 to
195, 197 to 200, 202 to 205, 20710 210, 212 to 215, 217 to 220, 222 t0 225, 227 fo
230, 232 to 235, 237 to 240, 242 to 245, 247 to 250, 252 to 255, 257 to 260, 262 to
265, or 267 to 270 further Comprising administering an EGFL7 antagonist to the

patient,

273. The method of any one of claims 177 to 272, wherein the EGFL7 antagonist is
an apti- EGFL7/Antibody.

274, Thé method of any one of claims 181, 186, 191, 196, 201, 206, 211, 216,
221,226/231, 236, 241, 246, 251, 256, 261, 266, 271, or 272, wherein the method
furthef comprises administering a8 VEGF-A antagonist to said patient.

5. The method of claim 274, wherein the VEGE-A antagonist and the EGFL7

antagonist are administered concurrently.
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276. The method of claim 274, wherein the VEGF-A antagonist and the EGFL7

antagonist are administered sequentially.

277.  The method of claim 274, wherein the VEGF-A antagonist is an anti-VEGF-,
antibody.

278. The method of claim 277, wherein the anti-VEGF-A antibody is bez;;; izumab.

279.  AKkit for determining the expression levels of at least one gene sg lected from
the group consisting of; VEGF-C, BV8, CSF2, TNFo, CXCL2, PD(H -C, and

Mincle, the kit comprising

an array comprising polynuclectides capable of specific hybridizing to at
least one geneselected from the group consisting of: BVS, CSF2, TNFg,
CXCL2, PDGE-C, and Mincle, and /
ingtructions for using said array o determine t ¢ expression levels of said at
least one gene to predict responsiveness of a patieny/to treatment with an EGFL7
antagonist, whereim an increase in the express?;?/ evel of gaid at least one gene as
compared to the expression level of said at leabt one gene in a reference sample

indicates that the patient may benefit fromAreatment with the EGFL7 antagonist.

280. A kit for determining the expression levels of at least one gene selected from
the group consisting of: Sema3B, FGF9, HGF, RGSS, NRP1, FGF2, CXCR4, cMet,
FNI, Fibulin 2, Fibulind/EFEMP2, MFAPS, PDGF-C, Sema3F, and FN1, the kit

comprising

an array comprising polynucleotides capable of specifically hybridizing to at
least one gene selected from the group consisting of: Sema3B, FGF9, HGF, RGSS,

NRP1, FGF2, CXCRA, cMet, FN1, Fibulin 2, Fibulin4/EFEMP2, MFAPS, PDGF-C,

Sema3F, and Fl‘%zd

instructions for using said array to determine the expression levels of said at
least one gere to predict responsiveness of a patient to treatment with an EGFL7
antagonigt, wherein a decrease in the expression level of said at least one gene as
compafed to the expression level of said at least one gene in a reference sample

indjtates that the patient may benefit from treatment with the EGFL7 antagonist.




281. A set of compounds capable of detecting expression levels of at least one gene
selected from the group consisting of: VEGF-C, BV, CSF2, TNFo, CXCL2, PDGF-
C, and Mincle, the set comprising

at least one compound capable of specifically hybridizing to at least one gene
selected from the group consisting of VEGF-C, BVS, CSF2, TNFe, CXCL2, PDG)
C, and Mincle: wherein an increase in the expression level of said at least one g,zle as
compared to the expression level of said at least one gene in a reference samyple

indicates that the patient may benefit from treatment with an EGFL7 antagonist,

282. A set of compounds capable of detecting expression levels of/at least one gene
selected from the group consisting of: SemalB, FGF9, HGF, RGES5, NRP1, FGF2,
CXCR4, cMet, FN1, Fibulin 2, Fibulin4/EFEMP2, MFAPS, PBGF-C, Sema3F, and
FIN1, the set comprising

at least one compound that specifically hybridize€ to at least one gene selected
from the group consisting of: Sema3B, FGF9, HGF, RGSS, NRP1, FGF2, CXCR4,
c¢Met, FN1, Fibulin 2, Fibulin4/EFEMP2, MFAP5/PDGF-C, Sema3F, and FNI1,
wherein a decrease in the expression level of 7’(1 at least gene as compared to the
expression level of said at least one gene in g'reference sample indicates that the

patient may benefit from treatment with g EGFL7 antagonist.

283. The set of compounds of claizis 281 or 282, wherein the compounds are

polynucleotides.

284,  The set of compoundg of claim 283, wherein the polynucleotides comprise

three sequences from Table 2.

285. The set of copipounds of claims 281 or 282, wherein the compounds are

proteins.

286. The st of compounds of claim 285, wherein the proteins are antibodies.
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