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Analysis of Myeloid—derived suppressor cell-induced functional
defects of CD4+ T cells in tumor—bearing animals
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WFZE R RO EE (30) : Collaborative action between host—derived immune—suppressor cells
and tumor cells abrogate the efficient T cell-mediated attack against the tumor cells

Myeloid-derived suppressor cells (MDSC) accumulated in most cancer patients are potent
inhibitors of T cell-mediated anticancer immunity. While their inhibitory action on
primary T cell activation was well established, their influence on secondary T cell
responses or differentiation remains to be investigated. Here, we demonstrated that CD4"
T cell differentiation into effector Thl cells were suppressed by systemic IL-6
trans—signaling in tumor bearing mice. Moreover, we found that we IL-6 was produced by
Gr-1'MDSC in tumor bearing mice, which was consistent with the fact that the ability to
produce IFN- + was attenuated in effector T cells co—cultured with MDSC in vitro in an
IL-6-dependent manner. Transfer experiments demonstrated that MDSC-sensitized effector
CD4" T cells were less potent to mount anti—tumor CD8" T cell responses and to induce
subsequent tumor regression. IL-6" MDSC but not IL-67" MDSC dampened the efficient
induction of antigen-specific Thl effector T cells in response to active immunization
with antigenic peptide pulsed-DC in vivo, and counteracted CD4" T cell-mediated
anti—tumor immunity. These finding suggest that MDSC-derived IL-6 inhibited functional
differentiation into anti—tumor effector CD4* T cells in tumor—bearing mice. We provide
the evidence for a novel mode of MDSC-mediated induction of effector CD4" T cell tolerance
in tumor—bearing animals, which should be considered for a rational design of effective
T cell-mediated antitumor therapies
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