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The features of T cells suppressed by PD-1
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We reconstituted TCR-deficient T cells using six distinct TCRs that
recognize the same peptide-MHC complex but exhibit varying affinities for the complex. When we
stimulated these cells with antigenic peptide in the presence or absence of PD-1 signaling, lower
affinity TCRs showed higher sensitivity to PD-1 mediated inhibition. Then, we inoculated
PD-1-deficient mice with tumor cells expressing OVA as a model antigen, and quantified the
responsiveness of OVA-specific T cells. T cells from PD-1-deficient mice required higher dose of
antigen to produce cytokines, indicating that T cell clones with lower affinity to antigen dominated

in PD-1-deficient mice. Finally, we induced experimental autoimmune encephalomyelitis iIn mice with
or without PD-1 blockade, and sequenced the TCRs of T cells in spinal cords. PD-1 blockade was
observed to affect the frequencies of particular T cell clones to varying degrees. These results
demonstrated that PD-1 preferentially inhibits low affinity T cells.
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