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AMENDED CLAIMS

received by the International Bureau on 4 December 2009 (04.12.2009)

1. An isolated fully human antibody that binds to IL-6/IL-6R complex (IL-6Rc) and

prevents IL-6/IL-6 receptor complex (IL-6Rc) from binding to gp130 such that gp130-

mediated intracellular signaling cascade is not activated in the presence of said antibody,

wherein said antibody cross-blocks an antibody selected from the group comprising:

@)

(ii)

(iii)

(iv)

™

an antibody comprising:

(a) the amino acid sequence QQSXSYPLT in the light chain |
complementarity determining region 3 (CDR3), where X is N or Q;

(b) the amino acid sequence GIIPX,FX,TTKYAQX3FQG in the heavy chain
complementarity determining region 2 (CDR2), where X; is L or A, X3 is
DorE, and X3is Q or K;

(c) the amino acid sequence DRDILTDYYPXGGMDYV in the heavy chain
complementarity determining region 3 (CDR3), where X is M or L; and

(d) the amino acid sequence TAVXYCAR in the framework region 3
(FRW3), where X is For Y;

an antibody comprising a variable heavy chain region comprising the amino

acid sequence of SEQ ID NO: 2 and a variable light chain region comprising

the amino acid sequence of SEQ ID NO: 4;

an antibody comprising the amino acid sequence QQSNSYPLT in the light

chain CDR3 region, the amino acid sequence GIIPLFDTTKYAQKFQG in

the heavy chain CDR2 region, the amino acid sequence

DRDILTDYYPMGGMDYV in the heavy chain CDR3 region, and the amino

acid sequence TAVYYCAR in the FRW3 region;

an antibody comprising the amino acid sequence QQSNSYPLT in the light

chain CDR3 region, the amino acid sequence GIIPLFDTTKYAQKFQG in

the heavy chain CDR2 region, the amino acid sequence

DRDILTDYYPLGGMDYV in the heavy chain CDR3 region, and the amino

acid sequence TAVYYCAR in the FRW3 region;

an antibody comprising the amino acid sequence QQSNSYPLT in the light

chain CDR3 region, the amino acid sequence GIIPAFETTKYAQKFQG in

the heavy chain CDR2 region, the amino acid sequence
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DRDILTDYYPLGGMDYV in the heavy chain CDR3 region, and the amino
acid sequence TAVYYCAR in the FRW3 region; and

(vi)  an antibody comprising the amino acid sequence QQSQSYPLT in the light
chain CDR3 region, the amino acid sequence GIIPAFETTKYAQKFQG in
the heavy chain CDR2 region, the amino acid sequence
DRDILTDYYPLGGMDYV in the heavy chain CDR3 region, and the amino
acid sequence TAVYYCAR in the FRW3 region.

2. The antibody of claim 1, wherein said antibody has an affinity of at least 1 x 10% for
IL-6Rc.

3. The antibody of claim 1, wherein said antibody has an affinity of at least 1 x 10” for
IL-6Rc.

4. The antibody of claim 1, wherein said antibody binds to an epitope in domain 3 of
IL-6 receptor (IL-6R), wherein said epitope comprises at least the amino acid sequence

AERSKT.

5. The antibody of claim 1, wherein said antibody does not modulate the interaction

between IL-6 and IL-6R.
6. The antibody of claim 1, wherein said antibody also binds the IL-6R.

7. The antibody of claim 1, wherein said antibody comprises a Vi CDRI region
comprising the amino acid sequence of SEQ ID NO: 15, a Vi CDR2 region comprising the
amino acid sequence of SEQ ID NO: 16, a Vi CDR3 region comprising the amino acid
sequence of SEQ ID NO: 17, a Vi CDRI region comprising the amino acid sequence of
SEQ ID NO: 24, a V. CDR2 region comprising the amino acid sequence of SEQ ID NO:
25, and a V. CDR3 region comprising the amino acid sequence of SEQ ID NO: 26.

8. The isolated antibody of claim 1, wherein said antibody comprises:
(a) a Vi CDRI region comprising the amino acid sequence of SEQ ID NO: 15,
18 or 21;

72

AMENDED SHEET (ARTICLE 19)



WO 2009/140348 PCT/US2009/043734

(b)  a Vy CDR2 region comprising the amino acid sequence of SEQ ID NO: 16,
19, 22, 33, 34 or 35; '

(c) a Vy CDR3 region comprising the amino acid sequence of SEQ ID NO: 17,
20, 23,36 or 37;

(d) a VL CDR1 region comprising the amino acid sequence of SEQ ID NO: 24,
27, 28, or 30; )

(e) a Vi CDR2 region comprising the amino acid sequence of SEQ ID NO: 25;
and

® a V. CDR3 region comprising the amino acid sequence of SEQ ID NO: 26,
29, 31 or 32.

9. The antibody of claim 1, wherein said antibody comprises a heavy chain variable
sequence comprising the amino acid sequence selected from SEQ ID NO: 2 and a light

chain variable sequence comprising the amino acid sequence of SEQ ID NO: 4.
10.  The antibody of claim 1, wherein said antibody is an IgG isotype.
11.  The antibody of claim 1, wherein said antibody is an IgG1 isotype.

12.  The antibody of claim 1, wherein said antibody comprises a heavy chain variable
sequence comprising an amino acid sequence selected from SEQ ID NO: 2, 8, or 12 and a
light chain variable sequence comprising the amino acid sequence of SEQ ID NO: 4, 6, 10

or 14.

13.  Anisolated fully human monoclonal anti-IL-6Rc¢ antibody, or fragment thereof,

wherein said antibody comprises:
(a) a Vi CDRI1 region comprising the amino acid sequence of SEQ ID NO: 15,
18 or 21; '
(b)  a Vy CDR2 region comprising the amino acid sequence of SEQ ID NO: 16,
19, 22, 33, 34 or 35;
(c) a Vi CDR3 region comprising the amino acid sequence of SEQ ID NO: 17,
20, 23,36 or 37;
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(d  aV_ CDRI region comprising the amino acid sequence of SEQ ID NO: 24,
217, 28, or 30;

(e) a VL CDR2 region comprising the amino acid sequence of SEQ ID NO: 25;
and

® a VL CDR3 region comprising the amino acid sequence of SEQ ID NO: 26,
29,31 or 32,

wherein said antibody binds the IL-6/IL-6R complex.

14.  The antibody of claim 13, wherein said antibody also binds the IL-6R.
15.  The antibody of claim 13, wherein said antibody is an IgG isotype.
16.  The antibody of claim 13, wherein said antibody is an IgG1 isotype.

17.  The antibody of claim 13, wherein said antibody comprises a heavy chain variable
sequence comprising an amino acid sequence selected from SEQ ID NO: 2, 8, or 12 and a
light chain variable sequence comprising the amino acid sequence of SEQ ID NO: 4, 6, 10

or 14.

18.  The antibody of claim 13, wherein said antibody comprises a heavy chain variable
sequence comprising the amino acid sequence selected from SEQ ID NO: 2 and a light

chain variable sequence comprising the amino acid sequence of SEQ ID NO: 4.

19. A pharmaceutical composition comprising an antibody of any one of the preceding

claims and a carrier.

20. A method of alleviating a symptom of a clinical indication associated with
rheumatoid arthritis, Crohn’s disease, psoriasis, multiple sclerosis or asthma in a subject, the
method comprising administering the antibody any one of claims 1 to 18 to a subject in
need thereof in an amount sufficient to alleviate the symptom of the clinical indication
associated with theumatoid arthritis, Crohn’s disease, psoriasis, multiple sclerosis or

asthma.
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21. The method of claim 20, wherein said subject is a human.

22. A method of alleviating a symptom of a cancer, autoimmune disease or
inflammatory disorder, the method comprising administering an antibody according to any
one of claims 1 to 18 to a subject in need thereof in an amount sufficient to alleviate the

symptom of the cancer, autoimmune disease or inflammatory disorder in the subject.

23.  The method of claim 22, wherein said subject is a human.
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