a relevant isotype control antibody for the antibodies used, administering a double combination
therapy comprising an anti-TIGIT antibody and an anti-PVRIG antibody.

[0007a] In one aspect, the present disclosure refers to use of an anti-TIGIT antibody in the
manufacture of a medicament for treating cancer in a patient, wherein the use comprises:

a) providing a biopsy from said patient comprising tumor cells;
b) measuring the frequency of PD-L1 positive tumor cells or immune cells in said biopsy;

c) wherein if said frequency of PD-L1 positive tumor cells or immune cells is greater than 1%
compared to staining the same tumor cells with a relevant isotype control antibody for the antibodies
used, the medicament is to be administered as a triple combination therapy with an anti-PVRIG
antibody and an anti-PD-1 antibody; and

d) wherein if said frequency of PD-L1 positive tumor cells or immune cells is less than 1%
compared to staining the same tumor cells with a relevant isotype control antibody for the antibodies
used, the medicament is to be administered as a double combination therapy with an anti-PVRIG
antibody, wherein said double combination therapy is chosen from the administration of
CPA.9.083.H4(S241P) and CHA.7.518.1.H4(5241P); CPA.9.086.H4(S5241P) and CHA.7.518.1.H4(5241P);
CHA.9.547.7. H4(5241P) and CHA.7.518.1.H4(S241P); CHA.9.547.13. H4(S241P) and
CHA.7.518.1.H4(5241P); CPA.9.083.H4(S241P) and CHA.7.538.1.2. H4(5241P); CPA.9.086.H4(S241P)
and CHA.7.538.1.2.H4(S241P); CHA.9.547.7 H4(S241P) and CHA.7.538.1.2.H4(S241P); and
CHA .9.547.13.H4(5241P) and CHA.7.538.1.2.H4(S241P), and wherein said triple combination therapy
is chosen from the administration of CPA.9.083.H4(5241P), pembrolizumab and
CHA.7.518.1.H4(5241P); CPA.9.086.H4(5241P), pembrolizumab and CHA.7.518.1.H4(5241P);
CHA.9.547.7.H4(S241P), pembrolizumab and CHA.7.518.1.H4(5241P); CHA.9.547.13.H4(5241P),
pembrolizumab and CHA.7.518.1.H4(S241P); CPA.9.083.H4(5241P), pembrolizumab and
CHA.7.538.1.2.H4(S5241P); CPA.9.086.H4(5241P), pembrolizumab and CHA.7.538.1.2.H4(5241P);
CHA.9.547.7. H4(5241P), pembrolizumab and CHA.7.538.1.2.H4(S241P); CHA.9.547.13. H4(S241P),
pembrolizumab and CHA.7.538.1.2.H4(5241P); CPA.9.083.H4(5241P), nivolumab and
CHA.7.518.1.H4(5241P); CPA.9.086.H4(S241P), nivolumab and CHA.7.518.1.H4(S241P);

CHA.9.547.7. H4(S241P), nivolumab and CHA.7.518.1.H4(5241P); CHA.9.547.13.H4(5241P),
nivolumab and CHA.7.518.1.H4(5241P); CPA.9.083.H4(S241P), nivolumab and
CHA.7.538.1.2.H4(5241P); CPA.9.086.H4(5241P), nivolumab and CHA.7.538.1.2.H4(5241P);
CHA.9.547.7 H4(S241P, nivolumab and CHA.7.538.1.2. H4(S241P); CHA.9.547.13.H4(S241P),
nivolumab and CHA.7.538.1.2.H4(5241P); CHA.7.538.1.2.H4(S241P); CPA.9.083.H4(5241P),
cemiplimab and CHA.7.518.1.H4(S241P); CPA.9.086.H4(S241P), cemiplimab and
CHA.7.518.1.H4(S241P); CHA.9.547.7. H4(S241P), cemiplimab and CHA.7.518.1.H4(S241P);
CHA.9.547.13.H4(S241P), cemiplimab and CHA.7.518.1.H4(S241P); CPA.9.083.H4(5241P), cemiplimab
and CHA.7.538.1.2.H4(S241P); CPA.9.086.H4(S241P), cemiplimab and CHA.7.538.1.2.H4(S241P);
CHA.9.547.7 H4(S241P, cemiplimab and CHA.7.538.1.2.H4(S241P); and CHA.9.547.13. H4(S241P),
cemiplimab and CHA.7.538.1.2.H4(S241P).

[0007b] In one aspect, the present disclosure refers to use of an anti-PVRIG antibody
in the manufacture of a medicament for treating cancer in a patient, wherein the use

comprises:

a) providing a biopsy from said patient comprising tumor cells;
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b) measuring the frequency of PD-L1 positive tumor cells or immune cells in said
biopsy;

c) wherein if said frequency of PD-L1 positive tumor cells or immune cells is greater
than 1% compared to staining the same tumor cells with a relevant isotype control antibody
for the antibodies used, the medicament is to be administered as a triple combination
therapy with an anti-TIGIT antibody and an anti-PD-1 antibody; and

d) wherein if said frequency of PD-L1 positive tumor cells or immune cells is less
than 1% compared to staining the same tumor cells with a relevant isotype control antibody
for the antibodies used, the medicament is to be administered as a double combination therapy with
an anti-TIGIT antibody, wherein said double combination therapy is chosen from the administration
of CPA.9.083.H4(5241P) and CHA.7.518.1.H4(S241P); CPA.9.086.H4(5241P) and
CHA.7.518.1.H4(5241P); CHA.9.547.7. H4(S241P) and CHA.7.518.1.H4(S5241P);
CHA.9.547.13.H4(5241P) and CHA.7.518.1.H4(5241P); CPA.9.083.H4(S241P) and
CHA.7.538.1.2.H4(5241P); CPA.9.086.H4(5241P) and CHA.7.538.1.2.H4(5241P);
CHA.9.547.7.H4(5241P) and CHA.7.538.1.2.H4(S241P); and CHA.9.547.13.H4(S5241P) and
CHA.7.538.1.2.H4(5241P), and wherein said triple combination therapy is chosen from the
administration of CPA.9.083.H4(5241P), pembrolizumab and CHA.7.518.1.H4(5241P);
CPA.9.086.H4(5241P), pembrolizumab and CHA.7.518.1.H4(5241P); CHA.9.547.7. H4(5241P),
pembrolizumab and CHA.7.518.1.H4(S241P); CHA.9.547.13.H4(5241P), pembrolizumab and
CHA.7.518.1.H4(5241P); CPA.9.083.H4(S241P), pembrolizumab and CHA.7.538.1.2.H4(5241P);
CPA.9.086.H4(5241P), pembrolizumab and CHA.7.538.1.2.H4(5241P); CHA.9.547.7. H4(S241P),
pembrolizumab and CHA.7.538.1.2.H4(5241P); CHA.9.547.13.H4(5241P), pembrolizumab and
CHA.7.538.1.2.H4(5241P); CPA.9.083.H4(5241P), nivolumab and CHA.7.518.1.H4(5241P);
CPA.9.086.H4(S241P), nivolumab and CHA.7.518.1.H4(5241P); CHA.9.547.7.H4(S241P), nivolumab
and CHA.7.518.1.H4(S241P); CHA.9.547.13.H4(S241P), nivolumab and CHA.7.518.1.H4(5241P);
CPA.9.083.H4(5241P), nivolumab and CHA.7.538.1.2.H4(S241P); CPA.9.086.H4(5241P), nivolumab
and CHA.7.538.1.2.H4(5241P); CHA.9.547.7.H4(S241P, nivolumab and CHA.7.538.1.2.H4(5241P);
CHA.9.547.13.H4(S241P), nivolumab and CHA.7.538.1.2.H4(S241P); CHA.7.538.1.2.H4(S5241P);
CPA.9.083.H4(5241P), cemiplimab and CHA.7.518.1.H4(S241P); CPA.9.086.H4(S5241P), cemiplimab
and CHA.7.518.1.H4(5241P); CHA.9.547.7. H4(S241P), cemiplimab and CHA.7.518.1.H4(S241P);
CHA.9.547.13.H4(S241P), cemiplimab and CHA.7.518.1.H4(S241P); CPA.9.083.H4(S241P), cemiplimab
and CHA.7.538.1.2.H4(S241P); CPA.9.086.H4(S241P), cemiplimab and CHA.7.538.1.2.H4(S241P);



CHA .9.547.7. H4(S241P, cemiplimab and CHA.7.538.1.2.H4(S241P); and CHA.9.547.13.H4(S241P),
cemiplimab and CHA.7.538.1.2.H4(S241P).

[0008] In some examples of the method, anti-TIGIT antibody is an antibody chosen
from at least one of CPA.9.083.H4(5241P), CPA.9.086.H4(5241P), CHA.9.547.7. H4(5241P)
and CHA.9.547.13.H4(5241P).

[0009] In some examples of the method, anti-PVRIG antibody is an antibody chosen
from at least one of CHA.7.518.1.H4(5241P) and CHA.7.538.1.2. H4(S5241P).

[0010] In some examples of the method, the anti-PD-1 antibody is an antibody

chosen from at least one of pembrolizumab, cemiplimab, and nivolumab.

[0011] In some examples of the method, the double combination therapy is chosen
from the administration of CPA.9.083.H4(5241P) and CHA.7.518.1.H4(5241P);
CPA.9.086.H4(S241P) and CHA.7.518.1.H4(S241P); CHA.9.547.7.H4(S241P) and
CHA.7.518.1.H4(5241P); CHA.9.547.13.H4(5241P) and CHA.7.518.1.H4(5241P);
CPA.9.083.H4(5241P) and CHA.7.538.1.2.H4(5241P); CPA.9.086.H4(5241P) and
CHA.7.538.1.2.H4(S241P); CHA.9.547.7.H4(S241P) and CHA.7.538.1.2.H4(S241P); and
CHA.9.547.13.H4(S241P) and CHA.7.538.1.2.H4(S241P).

[0012] In some examples of the method, the triple combination therapy is chosen
from the administration of CPA.9.083.H4(S241P), pembrolizumab and
CHA.7.518.1.H4(5241P); CPA.9.086.H4(5241P), pembrolizumab and
CHA.7.518.1.H4(5241P); CHA.9.547.7. H4(5241P), pembrolizumab and
CHA.7.518.1.H4(S241P); CHA.9.547.13.H4(5241P), pembrolizumab and
CHA.7.518.1.H4(S241P); CPA.9.083.H4(5241P), pembrolizumab and
CHA.7.538.1.2.H4(S5241P); CPA.9.086.H4(5241P), pembrolizumab and
CHA.7.538.1.2.H4(5241P); CHA.9.547.7.H4(5241P), pembrolizumab and
CHA.7.538.1.2.H4(5241P); CHA.9.547.13.H4(S241P), pembrolizumab and
CHA.7.538.1.2.H4(S241P); CPA.9.083.H4(5241P), nivolumab and CHA.7.518.1.H4(S241P);
CPA.9.086.H4(5241P), nivolumab and CHA.7.518.1.H4(S241P); CHA.9.547.7. H4(S241P),
nivolumab and CHA.7.518.1.H4(5241P); CHA.9.547.13.H4(5241P), nivolumab and
CHA.7.518.1.H4(5241P); CPA.9.083.H4(5241P), nivolumab and CHA.7.538.1.2.H4(5241P);
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WHAT IS CLAIMED IS:

1. Use of an anti-TIGIT antibody in the manufacture of a medicament for treating cancer in a

patient, wherein the use comprises:
a) providing a biopsy from said patient comprising tumor cells;

b) measuring the frequency of PD-L1 positive tumor cells or immune cells in said

biopsy;

c) wherein if said frequency of PD-L1 positive tumor cells or immune cells is greater
than 1% compared to staining the same tumor cells with a relevant isotype control antibody
for the antibodies used, the medicament is to be administered as a triple combination

therapy with an anti-PVRIG antibody and an anti-PD-1 antibody; and

d) wherein if said frequency of PD-L1 positive tumor cells or immune cells is less
than 1% compared to staining the same tumor cells with a relevant isotype control antibody
for the antibodies used, the medicament is to be administered as a double combination

therapy with an anti-PVRIG antibody,

wherein said double combination therapy is chosen from the administration of
CPA.9.083.H4(S241P) and CHA.7.518.1.H4(S5241P); CPA.9.086.H4(S5241P) and
CHA.7.518.1.H4(S241P); CHA.9.547.7. H4(S5241P) and CHA.7.518.1.H4(5241P);
CHA.9.547.13.H4(S241P) and CHA.7.518.1.H4(5241P); CPA.9.083.H4(S241P) and
CHA.7.538.1.2.H4(S241P); CPA.9.086.H4(S5241P) and CHA.7.538.1.2.H4(S241P);
CHA.9.547.7.H4(5241P) and CHA.7.538.1.2.H4(S241P); and CHA.9.547.13.H4(5241P) and
CHA.7.538.1.2.H4(5241P), and

wherein said triple combination therapy is chosen from the administration of
CPA.9.083.H4(S241P), pembrolizumab and CHA.7.518.1.H4(5241P); CPA.9.086.H4(5241P),
pembrolizumab and CHA.7.518.1.H4(S241P); CHA.9.547.7.H4(5241P), pembrolizumab and
CHA.7.518.1.H4(S241P); CHA.9.547.13.H4(5241P), pembrolizumab and
CHA.7.518.1.H4(5241P); CPA.9.083.H4(5241P), pembrolizumab and
CHA.7.538.1.2.H4(5241P); CPA.9.086.H4(5241P), pembrolizumab and
CHA.7.538.1.2.H4(5241P); CHA.9.547.7 H4(5241P), pembrolizumab and
CHA.7.538.1.2.H4(5241P); CHA.9.547.13.H4(5241P), pembrolizumab and
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CHA.7.538.1.2.H4(5241P); CPA.9.083.H4(5241P), nivolumab and CHA.7.518.1.H4(5241P);
CPA.9.086.H4(5241P), nivolumab and CHA.7.518.1.H4(5241P); CHA.9.547.7. H4(5241P),
nivolumab and CHA.7.518.1.H4(S241P); CHA.9.547.13.H4(5241P), nivolumab and
CHA.7.518.1.H4(S5241P); CPA.9.083.H4(S241P), nivolumab and CHA.7.538.1.2.H4(S241P);
CPA.9.086.H4(5241P), nivolumab and CHA.7.538.1.2.H4(5241P); CHA.9.547.7 H4(5241P,
nivolumab and CHA.7.538.1.2.H4(5241P); CHA.9.547.13.H4(5241P), nivolumab and
CHA.7.538.1.2.H4(5241P); CHA.7.538.1.2.H4(S241P); CPA.9.083.H4(S241P), cemiplimab and
CHA.7.518.1.H4(S241P); CPA.9.086.H4(S241P), cemiplimab and CHA.7.518.1.H4(S241P);
CHA.9.547.7.H4(S241P), cemiplimab and CHA.7.518.1.H4(S241P); CHA.9.547.13.H4(S241P),
cemiplimab and CHA.7.518.1.H4(S241P); CPA.9.083.H4(5241P), cemiplimab and
CHA.7.538.1.2.H4(5241P); CPA.9.086.H4(S241P), cemiplimab and CHA.7.538.1.2.H4(S241P);
CHA.9.547.7.H4(S241P, cemiplimab and CHA.7.538.1.2.H4(S241P); and
CHA.9.547.13.H4(S241P), cemiplimab and CHA.7.538.1.2.H4(5241P).

2. Use of an anti-PVRIG antibody in the manufacture of a medicament for treating cancer in

a patient, wherein the use comprises:
a) providing a biopsy from said patient comprising tumor cells;

b) measuring the frequency of PD-L1 positive tumor cells or immune cells in said
biopsy;

c) wherein if said frequency of PD-L1 positive tumor cells or immune cells is greater
than 1% compared to staining the same tumor cells with a relevant isotype control antibody
for the antibodies used, the medicament is to be administered as a triple combination
therapy with an anti-TIGIT antibody and an anti-PD-1 antibody; and

d) wherein if said frequency of PD-L1 positive tumor cells or immune cells is less
than 1% compared to staining the same tumor cells with a relevant isotype control antibody
for the antibodies used, the medicament is to be administered as a double combination

therapy with an anti-TIGIT antibody,

wherein said double combination therapy is chosen from the administration of
CPA.9.083.H4(S241P) and CHA.7.518.1.H4(5241P); CPA.9.086.H4(S241P) and
CHA.7.518.1.H4(S241P); CHA.9.547.7. H4(S241P) and CHA.7.518.1.H4(5241P);
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CHA.9.547.13.H4(S241P) and CHA.7.518.1.H4(S241P); CPA.9.083.H4(S241P) and
CHA.7.538.1.2.H4(5241P); CPA.9.086.H4(S241P) and CHA.7.538.1.2.H4(S241P);
CHA.9.547.7. H4(S241P) and CHA.7.538.1.2.H4(S241P); and CHA.9.547.13.H4(S241P) and
CHA.7.538.1.2.H4(5241P), and

wherein said triple combination therapy is chosen from the administration of
CPA.9.083.H4(5241P), pembrolizumab and CHA.7.518.1.H4(5241P); CPA.9.086.H4(5241P),
pembrolizumab and CHA.7.518.1.H4(S241P); CHA.9.547.7.H4(5241P), pembrolizumab and
CHA.7.518.1.H4(5241P); CHA.9.547.13.H4(5241P), pembrolizumab and
CHA.7.518.1.H4(5241P); CPA.9.083.H4(5241P), pembrolizumab and
CHA.7.538.1.2.H4(5241P); CPA.9.086.H4(5241P), pembrolizumab and
CHA.7.538.1.2.H4(5241P); CHA.9.547.7.H4(5241P), pembrolizumab and
CHA.7.538.1.2.H4(5241P); CHA.9.547.13.H4(5241P), pembrolizumab and
CHA.7.538.1.2.H4(S241P); CPA.9.083.H4(5241P), nivolumab and CHA.7.518.1.H4(S5241P);
CPA.9.086.H4(5241P), nivolumab and CHA.7.518.1.H4(5241P); CHA.9.547.7. H4(5241P),
nivolumab and CHA.7.518.1.H4(5241P); CHA.9.547.13.H4(5241P), nivolumab and
CHA.7.518.1.H4(5241P); CPA.9.083.H4(5241P), nivolumab and CHA.7.538.1.2.H4(5241P);
CPA.9.086.H4(5241P), nivolumab and CHA.7.538.1.2.H4(S241P); CHA.9.547.7.H4(5241P,
nivolumab and CHA.7.538.1.2.H4(5241P); CHA.9.547.13.H4(5241P), nivolumab and
CHA.7.538.1.2.H4(5241P); CHA.7.538.1.2.H4(5241P); CPA.9.083.H4(S5241P), cemiplimab and
CHA.7.518.1.H4(S241P); CPA.9.086.H4(5241P), cemiplimab and CHA.7.518.1.H4(S241P);
CHA.9.547.7.H4(S241P), cemiplimab and CHA.7.518.1.H4(S241P); CHA.9.547.13. H4(S241P),
cemiplimab and CHA.7.518.1.H4(S241P); CPA.9.083.H4(S241P), cemiplimab and
CHA.7.538.1.2.H4(5241P); CPA.9.086.H4(S241P), cemiplimab and CHA.7.538.1.2.H4(S241P);
CHA.9.547.7.H4(S241P, cemiplimab and CHA.7.538.1.2.H4(S241P); and
CHA.9.547.13.H4(S241P), cemiplimab and CHA.7.538.1.2.H4(S241P).

3. The use according to any one of claim 1 or 2, wherein said anti-TIGIT antibody is an
antibody chosen from any anti-TIGIT antibody described herein, including any of those

described in Figure 3.
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4. The use according to claim 1 or 2, wherein said anti-PVRIG antibody is an antibody
chosen from any anti-PVRIG antibody described herein, including any of those described in

Figure 5 and/or Figure 63.

5. The use according to claim 1 or 2, wherein said anti-PD-1 antibody is an antibody chosen

from any anti-PD-1 antibody described herein, including any of those described in Figure 7.

6. The use according to any one of claims 1 to 5, wherein said anti-TIGIT antibody is an
antibody chosen from at least one of CPA.9.083.H4(5241P), CPA.9.086.H4(5241P),
CHA.9.547.7.H4(5241P), and CHA.9.547.13.H4(5241P).

7. The use according to any one of claims 1 to 6, wherein said anti-PVRIG antibody is an

antibody chosen from at least one of CHA.7.518.1.H4(5241P) and CHA.7.538.1.2.H4(S241P).

8. The use according to any one of claims 1 to 7, wherein said anti-PD-1 antibody is an

antibody chosen from at least one of pembrolizumab, cemiplimab, and nivolumab.

9. The use according to any one of claims 1 to 8, wherein said antibodies are to be

administered simultaneously.

10. The use according to any one of claims 1 to 9, wherein said antibodies are to be

administered sequentially.

11. The use according to any one of claims 1 to 10, wherein said cancer is selected from the
group consisting of prostate cancer, liver cancer (HCC), colorectal cancer, ovarian cancer,
endometrial cancer, breast cancer, triple negative breast cancer, pancreatic cancer, stomach
(gastric) cancer, cervical cancer, head and neck cancer, thyroid cancer, testis cancer,
urothelial cancer, lung cancer (small cell lung, non-small cell lung), melanoma, non
melanoma skin cancer (squamous and basal cell carcinoma), glioma, renal cancer (RCC),
lymphoma (NHL or HL), Acute myeloid leukemia (AML), T cell Acute Lymphoblastic
Leukemia (T-ALL), Diffuse Large B cell lymphoma, testicular germ cell tumors,
mesothelioma, esophageal cancer, Merkel Cells cancer, MSI-high cancer, KRAS mutant

tumors, adult T-cell leukemia/lymphoma, and Myelodysplastic syndromes (MDS).

12. The use according to any one of claims 1 to 11, wherein said cancer is selected from the

group consisting of triple negative breast cancer, stomach (gastric) cancer, lung cancer (small
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cell lung, non-small cell lung), Merkel Cells cancer, MSI-high cancer, KRAS mutant tumors,

adult T-cell leukemia/lymphoma, and Myelodysplastic syndromes (MDS).
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