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Figure A: Generation of Anti-Tumor Immune Response by T Lymphocytes—Ag = anti-
gen; APC = antigen-presenting cell: HLA = human leukocyte antigen; L-2 = interleukin 2:Tc
ytotoxic T cell; TCR =T cell recaptor; Th = helper T cell.
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Figure 2: Survival In Patients With Advanced Melanoma (n = 117) and RCC (n = 104) Who
Were Treated With High-Dose IL-2 at the Levine Cancer Institute (unpublished data)—
CR = complete response; PR = partial response; RCC = renal cell carcinoma.
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CR = complete response; gp100 vaccine = glycoprotein 100 peptide vaccing; LCI = Levine Cancer Institute; NCI = National Cancr Istitute; PR = partial response.
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ontheT Cell and Molecules In the B7 Family on the APC, Resulting In Activation of the T
Cell (Red); Subsequent Interaction Involving CTLA-4 (Co-stimulatory Molecule), Which
Displaces CD28 and Leads to Inhibition of the T Cell (Green)—Ag = antigen; APC = anti-
gen-presenting cell; CTLA4 = cytotoxic T lymphocyte antigen 4; HLA = human leukocyte
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Figure 3: Blocking of the CTLA-4 Checkpolnt, Which Results In Unrestrained Activation
of the T Cell and Enhanced Antitumor Activity—Ag = antigen; APC = antigen-presenting
cell; CTLA-4 = cytotoxic T lymphocyte antigen 4; HLA = human leukocyte antigen; TCR
T-cell receptor.
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Figure 4: Blocking the Interaction Between PD-1 and PDL-1 Prevents Down-Regulation
of T Cells—Ag = antigen; APC = antigen-presenting cell; HLA = human leukocyte antigen;

PD-
receptor.

programmed death protein 1; PD-L1 =PD-1 ligand; PD-L2
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Figure C: PD-1, Expressed on T Cells, Interacts With Molecules In the B7 Family of Mol-
ecules to Down-Regulate the Peripheral T-Cell Response; B7 Family Molecules Are Also
Found on Tumor Cells, Protecting Them Against Tumor Cell-Specific T-Cell Activity—Ag
= antigen; APC = antigen-presenting cell; HLA = human leukocyte antigen; PD-1 = pro-
grammed death protein 1; PD-L1 = PD-1 ligand; PD-L2 = PD-2 ligand; TCR =T-cell receptor.
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(CALGE — Cancer and Leukemia Group B;FDA - US Food and Drug Administration; HR — hazardratio; MSKCC — MemoralSoan-Keftering Cancer Center;VEGF —vascu-
Lar endothelial growth factor.




