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What is\claimed is:

A pharmaceutical composition comprising an anti-IL-6R antibody or antigen-
binding fragment thereof for use ity inhibiting or atienuating the growth of an anti-VEGFesistant

2.
binding fragment therRof for use in inhibiting or atienuating the growth of a tumor in a subject,

rmaceutical composition comprising an anti-IL-8R antibody or antigen-

wherein the tumor exhibifs increased H.-6/STATS3 signaling.

3. The pharmaodgutical composition of claim 1 or 2, wherein the anti-iL-6R antibody
or antigen-specific hinding frajyment thereof comprises a heavy chain variabie region (MCVR)
and a light chain variable region\L.CVR), wherein the HCVR comprises the complementarity
determining regions (CDRs) of SER ID NQ:2, and wherein the LCVR comprises the CDRs of

SEQ D NO:S.

4, The pharmacsutical composition of claim 3, wherein the HCVR comprises CDRs
having the amino acid sequences of SEQ I NOs:4, 5, and &; and wherein LCVR comprises
CDRs having the amino acid sequences of SKQ 1D NOs:7, 8and 9.

5, The pharmaceutical composition Of any one of ¢lairns 1 to 4, further comprising

an EGFR antagonist.

8. The phammaceutical composition of clairk §, wherein the EGFR antagonist is
selected from the group consisting of an anti-EGFR antibydy, an anti-EGFRv antibody, an

anti-ErbB2 antibody, an anti-ErbB3 antibody, and an anti-EB4 antibody.

7. The pharmaceutical composition of any one of cigims 1 to 4, further comprising a
VEGF antagonist.

8. The pharmaceutical composition of claim 7, wherein thg VEGF antagonistis an

antigen-specific binding protein that specifically binds VEGF,

9. The pharmaceutical composition of claim 8, wherein the anligen-specific binding
protein is fusion protein comprising ig domain 2 of VEGFR1, ig domain 3 of VRGFR2, and a
multimerizing domain.

10. The pharmaceutical composition of claim 8, wherein the g domain 2gf VEGFR1
comprises amino acids 27 to 129 of SEQ 1D NO:11, the Ig domain 3 of VEGFR2 com
amino acids 130 to 231 of SEQ D NO:11, and the multimerizing domain comprises amit
232 o 457 of SEQ ID NO:11.
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1. A method for inhibiting or atlenuating the growth of an anti-VEGF-resistant tumor
i a subject, the method comprising administering to the subject an iL-6 antagonist and a VEGF

antagonist.

12,
signaling tn a tumyr biopsy from a subject; and (i) administering an IL-6 antagonist to the
subject if the tumor Riopsy exhibits increased IL-6/STATS signaling.

method of cancer therapy comprising: (i) measuring the level of IL-8/STAT3

13, The method of claim 12, further comprising administering 1o the subject a VEGF

antagonist.

14. The method ofclaim 11 or 12, wherein the 1L-8 antagonist is an antigen-specific
hinding protein that specifically kinds IL-8.

15, The method of claim\14, wherein the antigen-specific binding protein is an anti-

17, The method of claim 18, wherein\the antigen-specific binding protein is an anti-
{IL-BR antibody or antigen-binding fragment thered{,

18.  The msthod of claim 17, whersin the
binding fragment thereof comprises a heavy chain vari
variable region (LCVR), whetein the HCVR comprises the\complementarity determining ragions
{CDRs) of SEQ ID NO:2, and wherein the LCVR comprises e CDORs of SEQ D NO:3.

ti-IL-6R antibody or antigen-specific
fe ragion (HCVR) and a fight chain

19, The method of claim 18, wherein the HCVR comiyrises CDRs having the amino
acid sequencas of BEQ ID NOs:4, 5, and 6; and wherein LCVR prises CDRs having the
amino acid sequences of SEQ 1D NOs:7, 8 and 9.

20.  The method of claim 11 or 13, wherein the VEGF antagoNist is an antigen-

specific binding protein that specifically binds a VEGF receptor.
21, The method of claim 20, wherein the VEGF receptor is VEGFRY or VEGFR2.

22, The method of claim 21, wherein the antigen-specific binding protelp is an anti-

VEGFR1 antibody or antigen-binding fragment thereof,

23. The method of claim 21, wherein the antigen-specific binding protein is ay anti-
VEGFR2 antibody or antigen-binding fragment thereof.
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4.  The method of claim 11 or 13, wherein the VEGF antagonist is an antigen-

specific Bipding protein that specifically binds VEGF.

25,
VEGF antibody)

The method of claim 24, wherein the antigen~-specific binding protein is an anti-

28.
protein comprising fg Xomain 2 of VEGFR1, Ig domain 3 of VEGFR2, and a multimerizing

The nethod of claim 24, wherein the antigen-specific binding protein is fusion

domain.

27 The method &f claim 24, wherein the g domain 2 of VEGFR1 comprises amino
acids 27 to 128 of SEQ 1D NOX11, the ig domain 3 of VEGFR2 comprises antine agids 130 io
231 of SEQ ID NO 11, and the nwitimerizing domain comprises amino acids 232 to 457 of SEQ
D NO:11.

28, A method for inhibiting
in a subject, the method comprising admipistering 1o the subject an iL-6 antagonist and a VEGF

attenuating the growth of an antkbVEGFresistant tumor

antagonist,
wherein the IL-6 antagonist is an anti-K-6R antibody or antigen-spedific binding

entarity determining regions (MCDRs)

comprising the amine acid sequences of SEQ D NDs:4, 5, and 6, and light chain

complementarity determining regions comprising the\amino acid sequences of SEQ 1D NOs:7, 8

and 9; and

fragment thereof comprising heavy chain comp!

wherein the VEGF antagonist is an VEGF-specific\pinding protein comprises amino
acids 27-457 of SEQ 1D N1,

29. A method for detemnining if a tumor-bearing patiégl has an anli-VEGF-rasistant
tumor, the method comprising measuring the level of IL-8/STAT3 3ignaling in a tumor biopsy
from the patient, wherein increased IL-8/STAT3 signaling in the fumadx biopsy identifies the

patient as having an anti-VEGF-resistant tumor.

30. The method of claim 29, said method further comprising adiginistering to the

patient an IL-6 antagonist if the tumor biopsy is found to exhibit increased IL-§/STAT3 signaling.

31. The method of claim 29, said method further comprising administeging to the
patient an IL-6 antagonist and a VEGF antagonist if the tumor biopsy is found {0 exRibit
ncreased IL-8/STAT3 signaling.

32. A method for inhibiting or attenuating the growth of a tumor in a subject, th
method comprising administering 1o the subject an IL-6 anfagonist and an EGFR anlagonis
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3. The method of claim 32, wherein the [L.-6 antagonist is an antigen-specific
binding prgtein that specifically binds IL-6.

34, The method of claim 33, wherein the antigen-specific binding protein is an anti-
iL-6 antibody orgntigen-binding fragment thereof.

35.  The ixethod of claim 32, wherein the IL-8& antagonist is an antigen-specific
binding protein that specificalfy binds IL.-6 receptor (IL-6R),

36 The methoX of claim 35, wherein the antigen-specific binding protein is an anti-
iL-6R antibody or antigen-birding fragment thereof.

37. The method of claim 38, whereain the anti-IL-8R antibody or antigen-specific
binding fragment thereof comprisey a heavy chain variabie region (HCVR) and a light chain
variable region (LCVR), wherein the XICVR comprises the complementarity determining regions
{CDRs) of SEQ ID NQO:2, and wherein Kie LCVR comprises the CDRs of SEQ 1D NO:3,

38.  The method of claim 37, whirein the HCVR comprises CDRs having the amino
acid sequences of SEQ ID NOs4, 5, and 8; agd wherein LCVR comprisas CDRs having the
amino acid sequences of SEQ D NOsi7, 8 an

39. The method of claim 32, wherein the\EGFR antagonist is selected from the group
consisting of an anti-EGFR antibody, an anti-EGFRvIN antibody, an anti-ErbB2 antibody, an
anti-ErbB3 antibody, and an anti-ErbB4 antibody,

40, The method of claim 39, wherein the antigem\spedific binding protein is an antl-
EGFR antibody or antigen binding fragment (hereof.

G




What is claimed is:

1. A pharmaceutical composition comprising an anti-IL-6R antibody or antigen-
binding fragment thereof for use in inhibiting or attenuating the growth of an anti-VEGF-resistant

tumor in a subject.

2. A pharmaceutical composition comprising an anti-IL-6R antibody or antigen-
binding fragment thereof for use in inhibiting or attenuating the growth of a tumor in a subject,

wherein the tumor exhibits increased IL-6/STAT3 signaling.

S5 The pharmaceutical composition of claim 1 or 2, wherein the anti-IL-6R antibody
or antigen-specific binding fragment thereof comprises a heavy chain variable region (HCVR) -
and a light chain variable region (LCVR), wherein the HCVR comprises the complementarity
determining regions (CDRs) of SEQ ID NO:2, and wherein the LCVR comprises the CDRs of
SEQ ID NO:3.

4. The pharmaceutical composition of claim 3, wherein the HCVR comprises CDRs
having the amino acid sequences of SEQ ID NOs:4, 5, and 6; and wherein LCVR comprises
CDRs having the amino acid sequences of SEQ ID NOs:7, 8 and 9.

5. The pharmaceutical composition of any one of claims 1 to 4, further comprising

an EGFR antagonist.

6. The pharmaceutical composition of claim 5, wherein the EGFR antagonist is
selected from the group consisting of an anti-EGFR antibody, an anti-EGFRvIII antibody, an
anti-ErbB2 antibody, an anti-ErbB3 antibody, and an anti-ErbB4 antibody.

7. The pharmaceutical composition of any one of claims 1 to 4, further comprising a
VEGF antagonist.

8. The pharmaceutical composition of claim 7, wherein the VEGF antagonist is an
antigen-specific binding protein that specifically binds VEGF.

9. The pharmaceutical composition of claim 8, wherein the antigen-specific binding
protein is fusion protein comprising Ig domain 2 of VEGFR1, Ig domain 3 of VEGFRZ2, and a

multimerizing domain.
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10. The pharmaceutical composition of claim 9, wherein the Ig domain 2 of VEGFR1
comprises amino acids 27 to 129 of SEQ ID NO:11, the Ig domain 3 of VEGFR2 comprises
amino acids 130 to 231 of SEQ ID NO:11, and the multimerizing domain comprises amino acids
232 to 457 of SEQ ID NO:11.

11. A pharmaceutical composition comprising an anti-IL-6R antibody or antigen-
binding fragment thereof for use in inhibiting or attenuating the growth of an anti-VEGF-resistant
tumor in a subject wherein the tumor exhibits increased IL-6/STAT3 signaling,

wherein the anti-IL-6R antibody or antigen-specific binding fragment thereof comprises a
heavy chain variable region (HCVR) and a light chain variable region (LCVR),

wherein the HCVR comprises CDRs having the amino acid sequences of SEQ ID
NOs:4, 5, and 6; and wherein LCVR comprises CDRs having the amino acid sequences of SEQ
ID NOs:7, 8 and 9.

12. The pharmaceutical composition of claim 11, further comprising an EGFR
antagonist selected from the group consisting of an anti-EGFR antibody, an anti-EGFRuvIII
antibody, an anti-ErbB2 antibody, an anti-ErbB3 antibody, and an anti-ErbB4 antibody.

13. The pharmaceutical composition of claim 11, further comprising an antigen-
specific binding protein that specifically binds VEGF.

14. The pharmaceutical composition of claim 13, wherein the antigen-specific binding
protein is a fusion protein comprising Ilg domain 2 of VEGFR1, Ig domain 3 of VEGFR2, and a

multimerizing domain.

15. The pharmaceutical composition of claim 14, wherein the Ig domain 2 of
VEGFR1 comprises amino acids 27 to 129 of SEQ ID NO:11, the Ig domain 3 of VEGFR2
comprises amino acids 130 to 231 of SEQ ID NO:11, and the multimerizing domain comprises
amino acids 232 to 457 of SEQ 1D NO:11.
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