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Cancer is believed to exist as "cancer™ by escaping from antitumor immunity
using suppressive molecules and/or suppressive cells such as PD-1/PD-L1 and regulatory T cells
(Treg). Since anti-PD-1/PD-L1 antibodies exert their effects by activating the effector capacity of
T cells, responders to anti-PD-1/PD-L1 antibodies had high frequency of PD-1+ effector T cells in
the tumor microenvironment. Such T cells recognized neoantigens. In contrast, PD-1+ Tregs highly
infiltrated in resistant patients. We have shown that suppressiive functuons of PD-1+ Tregs are
activated by PD-1 blockade. Furthermore, a specific metabolic environment was involved in PD-1
expression In Tregs.
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