Claims

1. An isolated monoclonal antibody, or antigen binding portion thereof, wherein the antibody
or antigen binding portion thereof comprises heavy and light chain CDRs, wherein the heavy chain
CDR1, CDR2 and CDR3 sequences are set forth in SEQ ID NOs: 706, 707 and 708, respectively,
and the light chain CDR1, CDR2 and CDR3 sequences are set forth in SEQ ID NOs: 714, 715 and
716, respectively.

2. An isolated monoclonal antibody, or antigen binding portion thereof, wherein the antibody
or antigen binding portion thereof comprises heavy and light chain variable regions comprising

amino acid sequences set forth in SEQ ID NO: 712 and 720, respectively.

3. An isolated monoclonal antibody, or antigen binding portion thereof, wherein the antibody
or antigen binding portion thereof comprises heavy and light chain variable regions comprising
amino acid sequences at least 90% identical to the amino acid sequences set forth in SEQ ID NO:

712 and 720, respectively.

4. A pharmaceutical composition comprising an isolated monoclonal antibody or antigen
binding portion thereof, of any one of the preceding claims, and a pharmaceutically acceptable
carrier.

5. A nucleic acid comprising a nucleotide sequence encoding the light chain, heavy chain, or
both light and heavy chains of the isolated monoclonal antibody, or antigen binding portion
thereof, of any one of claims 1-3.

6. An expression vector comprising the nucleic acid of claim 5.

7. A cell transformed with an expression vector of claim 6.
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8. A pharmaceutical composition comprising an anti-PD-1 antibody and an antibody, or
antigen binding portion thereof, of any one of claims 1-3, and a pharmaceutically acceptable

carrier.

9. A kit comprising an anti-PD-1 antibody and an antibody, or antigen binding portion
thereof, of any one of claims 1-3, for concurrent or sequential administration, and instructions for

its use.

10. A kit comprising the isolated monoclonal antibody, or antigen binding portion thereof, of
any one of claims 1-3 and instructions for use in detecting IL-27 in a sample from a subject,

optionally with instructions for use to detect an IL-27-associated cancer in a subject.

11.  The isolated monoclonal antibody, or antigen binding portion thereof, of any one of claims

1-3, wherein the antibody or antigen binding portion thereof antagonizes IL-27.

12.  The isolated monoclonal antibody, or antigen binding portion thereof, of any one of claims
1-3, wherein the antibody or antigen binding portion thereof inhibits or reduces STAT1 and/or

STAT3 phosphorylation in a cell.

13.  The isolated monoclonal antibody, or antigen binding portion thereof, of claim 12, wherein

the cell is an immune cell.

14.  The isolated monoclonal antibody, or antigen binding portion thereof, of claim 12, wherein
the cell is a cancer cell.

15.  The isolated monoclonal antibody, or antigen binding portion thereof, of any one of claims
1-3, wherein the antibody or antigen binding portion thereof inhibits or reduces inhibition of
CD161 expression in a cell.

16.  The isolated monoclonal antibody, or antigen binding portion thereof, of claim 15, wherein

the cell is an immune cell.
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17.  The isolated monoclonal antibody, or antigen binding portion thereof, of any one of claims
1-3, wherein the antibody or antigen binding portion thereof inhibits or reduces PD-L1 and/or

TIM-3 expression in a cell.

18.  The isolated monoclonal antibody, or antigen binding portion thereof, of claim 17, wherein

the cell is an immune cell.

19.  The isolated monoclonal antibody, or antigen binding portion thereof, of claim 18, wherein

the cell is a cancer cell.

20.  The isolated monoclonal antibody, or antigen binding portion thereof, of claim 18, wherein
the cell is a cancer cell, wherein the antibody or antigen binding portion thereof inhibits or reduces

PD-L1 expression in a cancer cell.

21.  The isolated monoclonal antibody, or antigen binding portion thereof, of any one of claims
1-3, wherein the antibody or antigen binding portion thereof induces or enhances the PD-1-

mediated secretion of one or more cytokines from a cell.

22.  The isolated monoclonal antibody, or antigen binding portion thereof, of claim 21, wherein

the one or more cytokines is IFNg, TNFa or IL-6.

23.  The isolated monoclonal antibody, or antigen binding portion thereof, of claim 22, wherein
the one or more cytokines is IFNg, IL-17, TNFa or IL-6.

24.  The isolated monoclonal antibody, or antigen binding portion thereof, of claim 22, wherein

the one or more cytokines is TNFa.

25.  The isolated monoclonal antibody, or antigen binding portion thereof, of any one of claims
1-3, wherein the antibody is selected from the group consisting of an IgG1, an IgG2, an IgG3, an
IgG4, an IgM, an IgAl an IgA2, an IgD, and an IgE antibody.
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26.  The isolated monoclonal antibody, or antigen binding portion thereof, according to claim

25, wherein the antibody is an IgG1 antibody or an 1gG4 antibody.

27.  The isolated monoclonal antibody, or antigen binding portion thereof, according to claim

26, wherein the antibody comprises a wild type 1gG1 heavy chain constant region.

28.  The isolated monoclonal antibody, or antigen binding portion thereof, according to claim

26, wherein the antibody comprises a wild type 1gG4 heavy chain constant region.

29.  The isolated monoclonal antibody, or antigen binding portion thereof, of any one of claims
1-3, wherein the antibody comprises an Fc domain comprising at least one mutation.

30.  The isolated monoclonal antibody, or antigen binding portion thereof, of claim 29, wherein

the antibody comprises a mutant IgG1 heavy chain constant region.

31.  Theisolated monoclonal antibody, or antigen binding portion thereof, of claim 29, wherein

the antibody comprises a mutant 1gG4 heavy chain constant region.

32.  The isolated monoclonal antibody, or antigen binding portion thereof, of claim 31, wherein
the mutant 1gG4 heavy chain constant region comprises any one of the substitutions S228P,

L235E, L235A, or a combination thereof, according to EU numbering.

33.  An isolated monoclonal antibody, or antigen binding portion thereof, that binds to
substantially the same epitope as the antibody, or antigen binding portion thereof, according to any

one of claims 1-3.
34.  Anisolated monoclonal antibody, or antigen binding portion thereof, that binds to at least

one of the amino acid residues bound by the antibody, or antigen binding portion thereof, according

to any one of claims 1-3.
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35.  Anisolated monoclonal antibody, or antigen binding portion thereof, wherein a mutation
of the epitope bound by the antibody or antigen binding portion thereof inhibits, reduces, or blocks
binding to both the antibody or antigen binding portion thereof and to the antibody or antigen
binding portion thereof according to any one of claims 1-3.

36. The isolated monoclonal antibody of claims 1-3, wherein the isolated monoclonal antibody

specifically binds to human IL-27.

232



