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CLAIMS

1. An agent that neutralizes the inhibitory activity of human NKG2A fof use in
treating a cancer in a human patient, the treatment comprising administering to the/patient an
effective amount of each of: (a) an agent, optionally an antibody, that neutralize£ the inhibito-
ry activity of human NKG2A, and (b) an agent, optionally an antibody, thay/neutralizes the
inhibitory activity of human PD-1.

2. A method of activating NKG2A+/PD1+ CD8+ T cells 4
prising co-administering to the individual an anti-NKG2A antibody/and an anti-PD1, anti-
PDL1 antibody, and/or anti-PDL2 antibody.

3. The compound for use of claim 1 or the meth

an individual com-

of claim 2, wherein at least
of human NKG2A are admin-

od concentration of anti-NKG2A

two doses of the antibody that neutralizes the inhibitory activj
istered in an amount effective to achieve a continuous
antibody of at least 10 ug/ml for at least one week followfhg administration thereof.
4, The compound for use or the methgll of any one of claims 1-3, wherein the
treatment comprises at least one administration cy€Cle, optionally wherein the cycle is a peri-
od of eight weeks, wherein for each cycle, two,hree or four doses of the antibody that neu-
tralizes the inhibitory activity of human NKG2A are administered and two, three or four doses
of the antibody that neutralizes the inhibitogy activity of PD-1 antibody are administered.

5. The compound for us¢/or the method of any one of claims 1-4, wherein the
antibody that neutralizes the inhibitog§ activity of human NKG2A and the antibody that neu-
tralizes the inhibitory activity of PD#1 are formulated for separate administration and are ad-
ministered concurrently or sequ

6. The compoyhd for use or the method of any one of claims 1-5, wherein the
antibody that neutralizes tife inhibitory activity of human NKG2A and the antibody that neu-
tralizes the inhibitory agifvity of PD-1 are formulated simultaneously administered in a single
formulation.

7.

antibody that n

TAhe compound for use or the method of any one of claims 1-6, wherein the
tralizes the inhibitory activity of human NKG2A and the antibody that neu-
tralizes the ighibitory activity of PD-1 are formulated simultaneously administered on the
same day.

The compound for use or the method of any of the above claims, wherein
the cghcer is a solid tumor.

9. The compound for use or the method of claim 8, wherein the cancer is he-

atological tumor.
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10. The compound for use or the method of claim 8, wherein the cancer is ge-
lected from the group consisting of lung cancer, renal cell carcinoma (RCC), melanomg, col-
orectal cancer, and ovarian cancer.

11. The compound for use or the method of any one of claims 8-10, wherein
the cancer is an HLA-E-expressing cancer.

12. The compound for use or the method of any of the above £laims, wherein
an antibody that neutralizes the inhibitory activity of NKG2A comprises the/ACDR1, CDR2 and
CDRS3 domains of a heavy chain having the sequence set forth in any /ne of SEQ ID NOS:
4-8, and the CDR1, CDR2 and CDR3 domains of a light chain havingthe sequence set forth
in SEQ ID NO: 9.

13. The compound for use or the method of any Af the above claims, wherein
an antibody that neutralizes the inhibitory activity of PD-1 ig/an antibody that binds a PD-1
polypeptide.

14. The compound for use or the method/of any of the above claims, wherein
an antibody that neutralizes the inhibitory activity of /D-1 is an antibody that binds a PD-L1
polypeptide.

15. The compound for use or the/nethod of any of the above claims, wherein
said antibody is a chimeric, human or humanjZed antibody.

16. The compound for use ¢f the method of any of the above claims, wherein
said antibody that neutralizes the inhibitgry activity of NKG2A is a non-depleting antibody.

17. The compound for fse or the method of any of the above claims, wherein
said antibody that neutralizes the ighibitory activity of PD-1 is a non-depleting antibody.

18. The compoung/ for use or the method of any of the above claims, wherein
said antibody is 1IgG4 antibody.

19. The compound for use or the method of any of the above claims, wherein
said antibody lacks an E£ domain or comprises an Fc domain that is modified to reduce bind-

ing between the Fc dgmain and an Fcy receptor.

alizes the inhibitory activity of PD-1, and a pharmaceutically acceptable carrier.
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23. A kit comprising: (a) a dose of an agent, optionally an antibody, that n
tralizes the inhibitory activity of NKG2A, and (b) a dose of an agent, optionally an antjody,
that neutralizes the inhibitory activity of PD-1.

24, A kit comprising: (a) multiple packages of single-dose pharmacegtical com-
positions containing an effective amount of an antibody that neutralizes the inhjbitory activity
of NKG2A, and (b) multiple packages of single-dose pharmaceutical composiions containing
an effective amount of an antibody that neutralizes the inhibitory activity of £D-1.
G2A, for use in the

an individual the meth-

25. An antibody that neutralizes the inhibitory activity of
modulation of NKGA+ PD-1+ lymphocytes, optionally CD8+ T cells i
od comprising administering to said individual an effective amouny/of an agent, optionally an
antibody, that neutralizes the inhibitory activity of NKG2A and/an agent, optionally an anti-
body, that neutralizes the inhibitory activity of PD-1.

26. An in vitro method for detecting a NKGZA+ PD-1+ lymphocyte, optionally
an NK or CD8+ T cell, comprising providing a biologicgf sample comprising tumor infiltrating
express NKG2A and PD-1.
the activity of NKG2A+ PD-1+ lympho-
cytes, optionally CD8+ T cells, comprising brinding lymphocytes expressing at their surface
NKG2A and PD-1 into contact with an anj
NKG2A and an antibody that neutralizes t

28. An antibody that neutélizes the inhibitory activity of NKG2A, for use in the

lymphocytes and determining whether the lymphocyt

27. An in vitro method for modulati

ody that neutralizes the inhibitory activity of
inhibitory activity of PD-1.
treatment or prevention of a cancer in/an individual, the treatment comprising:
a) determining the HLA-E/polypeptide status of malignant cells within the individual
having a cancer, and
b) upon a determinayfon that HLA-E polypeptides are prominently expressed by (e.g.
on the surface of) malignght cells (e.g. tumor cells), administering to the individual a com-
pound that neutralizes phe inhibitory activity of a human NKG2A polypeptide and an agent
that inhibits a human D-1 polypeptide.
29.

treatment or pr

antibody that neutralizes the inhibitory activity of NKG2A, for use in the
ention of a cancer in an individual, the treatment comprising:

a) defermining the NKG2A and PD-1 polypeptide status of tumor infiltrating lympho-
cytes fromhe individual, and
) upon a determination that NKG2A and PD-1 polypeptides are expressed on the

of a significant proportion of tumor infiltrating lymphocytes from the individual, admin-

e inhibitory activity of a human NKG2A polypeptide and (ii) an agent that inhibits a human
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PD-1 polypeptide.
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CLAIMS

1. Use of an antibody that neutralizes the inhibitory activity of human NKG2A in the
preparation of a medicament for the treatment of non-small cell lung cancer in a human
patient, in which an effective amount of each of: (a) an antibody that neutralizes the inhibitory
activity of human NKG2A, and (b) an antibody that neutralizes the inhibitory activity of

human PD-1 are to be administered to the patient.

2. Use according to Claim 1, in which the antibody that neutralizes the inhibitory activity
of human NKG2A comprises the CDR1, CDR2 and CDR3 domains of a heavy chain having
the sequence set forth in any one of SEQ ID NOS: 4-8, and the CDR1, CDR2 and CDR3
domains of a light chain having the sequence set forth in SEQ ID NO: 9.

3. Use according to Claim 1 or 2, in which the antibody that neutralizes the inhibitory
activity of human NKG2A comprises the CDR1, CDR2 and CDR3 domains of a heavy chain
having the sequence set forth in SEQ ID NO: 5 and the CDR1, CDR2 and CDR3 domains of a
light chain having the sequence set forth in SEQ ID NO: 9.

4. Use according to Claim 1, 2 or 3, in which the antibody that neutralizes the inhibitory
activity of human NKG2A comprises a heavy chain having the sequence set forth in SEQ ID
NO: 5 and a light chain having the sequence set forth in SEQ ID NO: 9.

5. Use according to any preceding claim, in which the antibody that neutralizes the
inhibitory activity of human PD-1 is selected from the group consisting of pembrolizumab,

nivolumab, AMP-514, MEDI-4736, CT-011 and MPDL3280A.

6.  Use according to any preceding claim, in which the antibody that neutralizes the

inhibitory activity of human PD-1 is MEDI-4736.

7. Use according to any of Claims 1 to 4, in which the antibody that neutralizes the
inhibitory activity of human PD-1 is an anti-PD-L1 antibody that inhibits the binding of PD-
L1 to PD-1.

8. Use according to Claim 7, in which the anti-PD-L1 antibody is MEDI-4736.

9.  Use according to any preceding claim, in which at least two doses of the antibody that

neutralizes the inhibitory activity of human NKG2A are to be administered in an amount
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effective to achieve a continuous blood concentration of anti-NKG2A antibody of at least 10

pg/ml for at least one week following administration thereof.

10. Use according to any preceding claim, in which the treatment comprises at least one
administration cycle, in which for each cycle, two, three or four doses of the antibody that
neutralizes the inhibitory activity of human NKG2A are to be administered and two, three or
four doses of the antibody that neutralizes the inhibitory activity of PD-1 antibody are to be

administered.

11.  Use according to any preceding claim, in which the antibody that neutralizes the
inhibitory activity of human NKG2A and the antibody that neutralizes the inhibitory activity
of PD-1 are formulated for separate administration and are to be administered concurrently or

sequentially.

12.  Use according to any of Claims 1 to 10, in which the antibody that neutralizes the
inhibitory activity of human NKG2A and the antibody that neutralizes the inhibitory activity

of PD-1 are to be administered in a single formulation.

13.  Use according to any preceding claim, in which the antibody that neutralizes the
inhibitory activity of human NKG2A and the antibody that neutralizes the inhibitory activity

of PD-1 are to be administered on the same day.

14. Use according to any preceding claim, in which the non-small cell lung cancer is an

HLA-E-expressing cancer.

15. Use according to any preceding claim, in which the non-small cell lung cancer is an

advanced cancer.

16. Use according to any preceding claim, in which the non-small cell lung cancer is a

refractory cancer.

17. Use according to any preceding claim, in which the antibody that neutralizes the

inhibitory activity of NKG2A is a non-depleting antibody.

18. Use according to any preceding claim, in which the antibody that neutralizes the
inhibitory activity of NKG2A is an IgG4 antibody, in which the antibody that neutralizes the
inhibitory activity of human NKG2A lacks an Fc domain or in which the antibody that
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neutralizes the inhibitory activity of human NKG2A comprises an Fc domain that is modified

to reduce binding between the Fc domain and an Fcy receptor.

19. Use according to Claim 10, in which the at least one administration cycle comprises a

period of eight weeks.

20. Use of an antibody that neutralizes the inhibitory activity of human NKG2A in the
preparation of a medicament for the treatment of non-small cell lung cancer in a human
patient, in which an effective amount of each of: (a) an antibody that neutralizes the inhibitory
activity of human NKG2A comprising a heavy chain having the sequence set forth in SEQ ID
NO: 5 and a light chain having the sequence set forth in SEQ ID NO: 9, and (b) an antibody
that neutralizes the inhibitory activity of human PD-1, in which the antibody that neutralizes

the inhibitory activity of human PD-1 is MEDI-4736, are to be administered to the patient.




