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Targeting the Immune Checkpoint Pathway
on the Immune System

= The immune ChECKPOInt pathway Immune checkpoints: PD-1 and CTLA-4

is an elaborate series of cellular
interactions that prevent excessive
T-cell effector activity'

= |nhibitory receptors, such as
CTLA-4 and PD-1, downregulate T-
cell activity?

= Monoclonal antibodies that block
CTLA-4 or PD-1 pathway
components have been developed?
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Targeting the PD-1 Pathway Involved in Tumour
Immunosuppression Is a Promising Therapeutic Approach

= PD-1 receptors are normally expressed on various Effector phase
immune cells, including T cells’

Inactivated T cell Tumor cell

= Tumor cells can express the PD-1 ligands, PD-L1
and PD-L2!

= PD-L1 and PD-L2 bind to the PD-1 receptors to
inhibit the activated T cells and allow tumor cells
to evade the immune response’
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between impaired survival and tumor expression of PD-

= Studies have demonstrated significant correlations [ l
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= Anti-PD-1 antibodies block PD-L1 and PD-L2 from
binding to PD-1 in the tumor microenvironment?
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PD-1 Receptor Inhibition May Provide More Complete
Pathway Blockade Than Targeting a Single Ligand

PD-L1 Ligand Inhibition’

* PD-L1 and PD-L2 are ligands located on tumor cells

« Antibodies targeting the PD-L1 ligand on tumor celis only
block the binding of PD-L1 to the PD-1 receptor

* Signaling activities of PD-L2 are not inhibited

Activated
cytotoxic T cell Tumor cell

= receptor.1; PD-L1 = Igand 1;PD.L2 = programmed death Igand 2
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PD-1 Receptor Blockade With KEYTRUDA®
(Pembrolizumab)

By inhibiting the PD-1 receptor
from binding to its ligands,
Pembrolizumab reactivates tumor-
specific cytotoxic T lymphocytes
in the tumor microenvironment
and reactivates antitumor
immunity.
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Atezolizumab can reactivate suppressed T cells in the
tumour microenvironment

Binding of PD-L1 to PD-1 can lead to the
inhibition of T-cell activity

Tumour cell

Active T cell

Atezolizumab

Atezolizumab can reinvigorate suppressed T cells through‘blocking the interactions of
PD-L1 (on tumour cells with PD-1 (on T cells)
in the tumour microenvironment
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