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It is well known that pro-inflammatory cytokine IL-6 produced by tumor
cells promotes their own survival, therefore is a poor prognostic factor in cancer patients. In
terms of anti-tumor immune responses, Thl differentiation of tumor-specific CD4 T cells is
attenuated in tumor-bearing animals in an IL-6-dependent fashion. In this study, we investigated the

immune-suppressive effects of IL-6 signaling by focusing on IL-6 trans-signaling mediated thorough
a soluble form of IL-6 receptor (SIL-6R).
We found that accompanied by the systemic increase of sIL-6R in cancer patients, blunted activity of
sIL-6R restored the Thl responses, their helper activity toward CD8 T cells, and anti-tumor
activity in tumor-bearing mice. Our findings suggest the implication of the increase in IL-6
signaling as an adverse event counteracting tumor-specific Thl generation, and that sIL-6R is
considered for a rational target to improve the effectiveness of T cell-mediated cancer
immunotherapy.
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