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What rS:

.I ,{ pharmaceuticalcontposition corttprising an atti-lL-6R antibody or antigerr-

binding thefeof icr use irr inhìbÍting or attenuatíng the grolr,th of an anti^VÊGF+esistant

tumor in a

2.4
binding fiagnrent

composition conrpñsing an arrti-lL-6R anlibody or antigerr-

for use irr inhibiting or atlenuating the growth of a tumor in a subject.

n¡harein the tr¡rnor increased I L-6/STAT3 signaling.

3. The composítion of claim 1 or 2, rvherein lhe ânti-ll-6R untibody

or ântigen-specÍfic Þinding thereof comprises a heavy chain variable regiorr (HCVR)

and a light chain varialrle whereín the HCVR conrprises the conrplementâríty

deterrnininç¡ regions (CDRs) of

SËA lD Nô:3.

lD NO:2, and whereín the LCVR cornprises the CDRs of

4. The pharrnaceutical of clairn 3, wherein the HCVR comprises CDRs

havinç¡ the amino acíd sequences of SËQ NOs:4, 5, and 6;and wherein LCVR comprises

CDRs having the amino acid sequences of lÐ NOs:7. B and 9

5, The pharmaceuticalcomposilion

an EGFR antagonist.

âny one of clâirns 1 to 4, further cornprisìng

5. The pharmnceutícel aqmpasilion of clai 5, wherein lhe EGFR antagonist is

selectecl ficlm tÌìe Sroup consísting cf an e¡rlí-ñGFR , arr anti-EGFRvlll antitrody. an

anti-ËrþB2 antibody, an antí-ËrbB3 antíbody, and a¡r antibody

7. Tfie pharrnaceutícál composition of any one of

VEGF antagonist.

1 to 4, furlher comprísìng a

B. The phamraceuticâlcompositiotl of cl€im Z. whereitt

antigen-specific binding protein that specifically binds VEGF.

vEgF år'ltâ$Ot1ist is an

9. The pharmaceuticsl composítion of claim B. wherein the binding

protein is fusion proteín comprising lg domain 2 of VËGFR1, lg domain 3 of

multimerízirtg domain.

amino acids 130 to 231 of $ËQ lD N0:11, ând the nultirnerÍzin$ dornâín comprises

232 to 457 0f SEQ lD NO:1 1.

R2. and a

10. The pharmaceuticalcomposítìon of claim 9, wheleÍn the lg domain 2 VEGFR.I

comprises amino acids 27 tÕ 129 of SËQ lD NO;11, the lg dorrain 3 of VËGFR2

-ZJ^
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A method for inhibiting or attenuÊting the growlh of a¡l snli-VEGF-resistaltt tu¡mor

lhe melhod cornprÍsing aclministering to the suhiect an lL-6 antagonist and a VËGF

antagonist

12.

signaling in a

subject if the

method of cancer therapy comprisÍng: (i) measurìng the level of |L-ü/STAT3

biopsy from a subject; ând (ii) adrninistering an lL-6 antagonist to the

exhibits íncreased |L-6/STAT3 síç¡naling

13. The of claini 12, furtlrer comprising âdmiilistêriflg to the subject a VEGF

antagonist.

14. The method 11 or 12, r,vherein the lL-6 antagonÌst is an antigerr-specific

binding protein that specífically rL-6.

15. the method of 4, wherein ttre antígen-specific binditrg proteìn is an anti-

lL-6 anlibody or ântigen-þinding thereof,

16. The method of clairn 11 2, wherein the lL.6 sntâsonist is an antigen.specific

binding proteirr that speciñcalty binds lL-6 (lL^6R).

17. The rnethod of Ölâirn 18. antigerr-speciîìc bÍndÍng prcteiu is âñ ðnti-

lL-ôR antibody or nntigen-híndíng fragment

1ð. The method of clainr 17,lvhercÍn the u ntÌbo<ly or antìgerr-speciflc

binding flagnrent theleof cornprises a heavy chain va region (HCVR) artd a ligttt chain

varÍable ÈegÍon (LCVR), whetei¡r the HtVR comprises deternríning regions

{CtRsi of SEQ lD N0:2. and r,r,herein the LCVR comprises CÞRs of SËQ lD NO:S

19, The rnethod of clainr 18, lvherein the HCVR CDRs havíng the amino

acid sequences otEEQ lD NOs:4, 5. and 6; and wherein LCVR

arnino acîd sequencos of SEQ lD NOs:7. I and 9.

CÐRs having tÌre

20. The metho<l of claim 11 or 13. wherein the VEGF

specífic bínding protein thst spec,ífically trinds a VÊGF receptor.

is an antí¡¡en^

21. The rnethod of clairn 20, wherein the VEGF reôeptor is or VEGFRZ

1

rna

tumor

2?-. The rnethod of claim 21, wherein the antigen-specífic binding

VËGFR1 antibody or antigen-bindíng fragment thereof.

e3. Tho tnethod of olâim 21. wtloreÍn lhe antigen-specíîìc bindÍng protein is

VÉGFR2 antibody or arrtigen-bindírrg fragment thereof.

is an anti-
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Thc nrethod of clairrr 11 or 13, wherein the VñGF ântagonísl is an anfigen-

specific protein thät specifïc.ally fríncts VËGF

25. The lnethod ôf clâím 24. wtlereÍn the antigen-specilìc bínding protein is an antþ

VËGF

26, The of claim 24, wherein the antigerr-specific binding protein is fr"rsion

protein comprisirrg lg

domaín.

2 of VËGFR1, lg domain 3 ol VËGFR2, and a multiûìeriuirlg

27. The method

acids 27 to 129 of SËQ lD

231 of SÊQ lD NO:11, and

lD NO:11.

the

clainr 24, rvherein lhe lg domain 2 of VEGFRI comprises emino

1, lhe lg dornain 3 of VËGFR2 cornptises anrino acids 130 lo

donrairr comprises arnino acids 232 to 457 of SÊQ

28. A method for ÍnhibÍting attenuatíng the growth of an anti-VEGF-resistantturnor

in a subject, the method comprising

anlagonist;

to the subject an ìL-6 ântâgonÍst and a VËGF

r,vherein the lL€ antagonist is an antilrody or antígen-specific bÌnding

fragment thereof cornprising heavy chain dëterminíng regions (HCDRS)

comprísing the arnino acid sequences of SEQ lD

complenrentariiy deternrining regions conrprising

ancl 9: ancJ

5, ancl 0; an<l light chain

acid sequences of SEQ lD NOs:7, 6

wheroin the VEGF ântagonist í$ an

acids 27-457 ol SËQ lD NO:11.

ing protein cornprises amíno

29. A method for determinirrg if a tumor-bearlng tras an ¿utì-VEGF-resistalrt

turnor, the method comprising measuring the levelof IL-S/STAT3 ing ín a tumor lriopsy

from the patíent, wherein increased |L-6/STAT3 signaling in the

patient as havìng an anti-VËGF-resistant tumor.

biopsy identifies the

30. The nrethod of clairn 29, said rnethod fu¡rIher cornprising inistering to the

patient o¡r lL-6 antagonist if tlre tumor bíopsy Ís found to exhilrít íncreasecl I signaling.

31. The nrethod of clairn 29, saicl rnethod furthçr cornprising to the

patienl an lL-6 antagonist and a VEGF ântagonist Íf the lumor biopsy is found to

increased IL-6ISTAT3 sigrraling.

32, A nrethud for inhibiting or atterruäting tlre growth of a tumor in a subject,

metlìrd comprising âdministering lo the subject ¿n lL-6 antagonist and an EGFR a

-25-



20131071016 PCT/US20121064311

bincling

The nethad of clain 32, wherein the lL-6 antagonist Ís an alïiçen-spe*ific

that specificalfy bíncls lL-6.

34.

lL-ô antibody

The rnethod of claim 33, wherein the antigun-specific binding prutein ìs an anti-

binding fragnrent thereof

35. The

binding protein thal

of claim 32, rvherein the lL-6 arrtagonist is arr antigen-specific

lly birrds lL-6 receptor (lL-6R)

36. The of claim 35, wherein the antigen-speciflc binding protein is an antí-

lL-6R antibody or fragment thereof.

37. The method of 36. wherein the anti-lL^€R antibody orantigen-specific

a heavy chaln variable region (|-ICVR) and ã light cfiairrbinding fragment thereof

variatrle region (LCVR), wherein the comprisës the conrplernentarity deterrn in¡ng regions

(CÐRs) of SEQ lD NO:2, and wherein LCVR cornprises thê CÐRs of SËQ lÐ N0:3.

38. The nethod of clairn 32, the HCVR csmprises CDRs having the emino

whereilr LCVR comprises CÐRs having theacid sequerrces of SËQ lÞ NOs:4, 5, arrd 6:

amino âcid sequences of SEQ lD NOs:7, I

39. The method of claim 32. wherein antâgonísl is selectecJ from the group

consisting of an anti-ÊGFR antibody. an antíbody, an antí-ËrbB2 arrlÍbody, an

anti-ErbB3 antítrody, and an anti-ErbB4 antibody.

40. The tnethod ôf clâim 39, whereÍn the

ËGFR arttibody or antigeri binding fragment thereof.

binding protein is an anti-
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What is claimed is:

L A pharmaceutical composition comprising an anti-lL-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-lL-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 lL-6/STAT3 signaling.

3. The pharmaceutical composition of claim 1 or 2, wherein the anti-lL-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 lD NO:2, and wherein the LCVR comprises the CDRs of

SEQ lD NO:3.

4. The pharmaceutical composition of claim 3, wherein the HCVR comprises CDRs

having the amino acid sequences of SEQ lD NOs:4, 5, and 6; and wherein LCVR comprises

CDRs having the amino acid sequences of SEQ lD NOs:7, I and 9.

5. The pharmaceutical composition of any one of claims I 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-EGFRvlll antibody, an

anti-ErbB2 antibody, an anti-ErbB3 antibody, and an anti-ErbB4 antibody.

7. The pharmaceutical composition of any one of claims 1 lo 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 lg domain 2 of VEGFRI, lg domain 3 of VEGFR2, and a

multimerizing domain.

23



10, The pharmaceutical composition of claim 9, wherein the lg domain 2 of VEGFRI

comprises amino acids 27 to 129 of SEQ lD NO:11 , the lg domain 3 of VEGFR2 comprises

amino acids 130 to 231 of SEQ lD NO:11, and the multimerizing domain comprises amino acids

232to457 of SEQ lD NO:11.

11. A pharmaceutical composition comprising an anti-lL-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 lL-6/STAT3 signaling,

wherein the anti-lL-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 lD

NOs:4, 5, and 6; and wherein LCVR comprises CDRs having the amino acid sequences of SEQ

lD 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-EGFRvlll

antibody, an anti-ErbB2 antibody, an anti-ErbB3 antibody, and an anti-Erb84 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 lg domain 2 of VEGFRI, lg domain 3 of VEGFR2, and a

multimerizing domain.

15. The pharmaceutical composition of claim 14, wherein the lg domain 2 of

VEGFRI comprises amino acids 27 lo 129 of SEQ lD NO:1 1, the lg domain 3 of VEGFR2

comprises amino acids 130 to 231 of SEQ lD NO:1 1, and the multimerizing domain comprises

amino acids 232 to 457 of SEQ lD NO:11.
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