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Development of cancer immunotherapy using tumor-associated antigen-derived long
peptides and liberation from immune suppression mediated trough IL-6 signaling

Nishimura, Yasuharu
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We previously identified novel tumor-associated antigens (TAAs) freguently
overexpressed in various cancers. In this study we identified these TAAs-derived long peptides (LPs)
that can induce both Thl cells restricted by common HLA class Il molecules, and tumor-reactive CTLs
specific to SPs included in LPs by cross-presentation in both human in vitro culture and
HLA-transgenic mice in vivo. These LPs were naturally presented by DC and these TAA-LPs-specific Th
cells were observed in cancer patients suggesting usefulness of these peptides for cancer
immunotherapy. We demonstrated that tumor-specific Thl cells was attenuated in tumor-bearing mice
and cancer patients in an IL-6 and soluble IL-6 receptor (sIL-6R)-dependent manner. Abundant
IL-6/sI1L-6R was produced by myeloid cells in tumor-bearing mice and inhibition of IL-6-mediated
signals restored the T cell-mediated tumor immunity suggesting that IL-6/sIL-6R is a rational target
to augment T-cell-mediated cancer immunotherapy.
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