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CLAIMS

1. A use of a compound that reduces the activity or expression of a
Programmed Cell Death- 1 (PD-I) polypeptide in the manufacture of a
medicament for the treatment of a symptom of a persistent viral infection 1
subject, wherein the compound is an anti-PD-1 antibody, an ant-PD-L1 agf
an anti-PD-L2 antibody, an anti-PD-1 RNAI, an anti-PD-L1 RNAI, anfanti-PD-
1.2 RNAJ, an anti-PD-1 antisense RNA, an anti-PD-L1 antisense RINA, an anti-

PD-L2 antisense RNA, a dominant negative PD-1 protein, a dopiinant negative
PD-L1 protein, or a dominant negative PD-L2 protein.

2. The use of claim 1, wherein said persistent 1 infection is an

infection with a human immunodeficiency virus (

3. The use of claim 1, wherein said cgfnpound reduces the activity of a

PD-1 ligand (PD-L1) or a PD-1 ligand 2 (RD-L2).
4. The use of claim 1, wheregh said compound increases the
cytotoxic T-cell activity in said s
5. The use of claim#, wherein said cytotoxic T-cell activity is

cytokine production, T ¢#ll proliferation, or infectious agent clearance.

6. The usegof claim 1, wherein said persistent infection is an infection

with a human Tflymphotrophic virus (HTLV), a herpes virus, an Epstein-Barr
virus, or a an papilloma virus.

. The use of claim 5, wherein said cytokine is IFNy, TNFe, or IL-2.

8. The use of claim 1, wherein said anti-PD-1 antibody, an ant-

#PD-L1 antibody, or an anti-PD-L2 antibody is a monoclonal antibody, a
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N,

humanized antibody, a deimmunized antibody, or an Ig fusion protein.

9. The use of claim 1, further comprising administering to said subject

vaccine.

10. The use of claim 9, wherein said vaccine comprises an ad
prime booster shot.
11. The use of claim I, further comprising administgfing to said subject

a second compound.

12. The use of claim 11, wherein said sec
antiviral compound.

13. The use of claim 12, wherein gaid second compound is an anti-
CTLA-4 antibody, an anti-BTLA antil
ICOS antibody, an anti~- [COS- L apf
antibody, an anti-B7-H3 antibo

dy, an anti-CD28 antibody, an anti-
ody, an anti-B7-1 antibody, an antl-B7-2
or an anti-B7-H4 antibody.

14, The use of claip 1, wherein said subject is a human.

15. A use of gff antigen-specific T cell that has been contacted with a
compound that redfiCes the expression or activity of a PD-1 polypeptide in said

cell in the manygfcture of a medicament for the treatment of a symptom of a

£tion with a virus.

persistent in

. The use of claim 18, wherein the subject is further administered an

from the virus.
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CLAIMS

1. A use of a compound that reduces the activity or expression of a Programmed Cell
Death- 1 (PD-I) polypeptide in the manufacture of a medicament for the treatment of a symptom
of a persistent viral infection in a subject, wherein the compound is an anti-PD-1 antibody, an
anti-PD-L1 antibody, an anti-PD-1 RNAI, an anti-PD-L1 RNAI, an anti-PD-1 antisense RNA, an
anti-PD-L1 antisense RNA, a dominant negative PD-1 protein, or a dominant negative PD-L1

protein.

2. The use of claim 1, wherein said persistent viral infection is an infection with a human

immunodeficiency virus (HIV).

3. The use of claim I, wherein said compound reduces the activity of a PD-1 ligand (PD-
LD).

4. The use of claim 1, wherein said compound increases the cytotoxic T-cell activity

in said subject.

5. The use of claim 4, wherein said cytotoxic T-cell activity is cytokine

production, T cell proliferation, or infectious agent clearance.

6. The use of claim 1, wherein said persistent infection is an infection with a human T-

Iymphotrophic virus (HTLV), a herpes virus, an Epstein-Barr virus, or a human papilloma virus.
7. The use of claim 5, wherein said cytokine is [FNy, TNFa, or IL-2.
8. The use of claim 1, wherein said anti-PD-1 antibody or an anti-PD-L1

antibody is a monoclonal antibody, a humanized antibody, a deimmunized antibody, or

an Ig fusion protein.
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9. The use of claim 1, further comprising administering to said subject a vaccine.

10. The use of claim 9, wherein said vaccine comprises an adjuvant or a prime booster

shot.

11. The use of claim 1, further comprising administering to said subject a second

compound.

12. The use of claim 11, wherein said second compound is an antiviral compound.

13. The use of claim 12, wherein said second compound is an anti-CTLA-4 antibody,
an anti-BTLA antibody, an anti-CD28 antibody, an anti-ICOS antibody, an anti- ICOS- L
antibody, an anti-B7-1 antibody, an anti-B7-2 antibody, an anti-B7-H3 antibody, or an anti-B7-
H4 antibody.

14. The use of claim I, wherein said subject is a human.

15. A use of an antigen-specific T cell that has been contacted with a compound that
reduces the expression or activity of a PD-1 polypeptide in said cell, wherein said compound is
is an anti-PD-1 antibody, an anti-PD-L1 antibody, an anti-PD-1 RNAI, an anti-PD-L1 RNAI, an
anti-PD-1 antisense RNA, an anti-PD-L1 antisense RNA, a dominant negative PD-1 protein, or
a dominant negative PD-L1 protein, in the manufacture of a medicament for the treatment of a

symptom of a persistent infection with a virus.

16. The use of claim 15, wherein the subject is further administered an antigen from the

VIrus.

55



