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Analysis for the anti-tumor effect of STAT3 inhibitor (rR9-GRIM19) against tumor-bea
ring host
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Crosstalk between cancer cells and immune cells in established cancer microenviron
ment leads to the restriction of immune responses via phosphorylated STAT3 (pSTAT3). To inhibit STAT3-medi
ated signaling cascades in cancer microenvironment, we generated rR9-GRIM19 fusion proteins. To elicit com
plete B16 regression, we investigated the antitumor effects of combination immunotherapies with rR9-GRIM19
. rR9-GRIM19 elicited enhanced antitumor effects when combined either with rR9-OVA (as our Thl/Tcl-inducib
le adjuvant) or CpG-ODN, but only the combination of CpG-ODN, rR9-OVA, and rR9-GRIM19 (COG therapy) elicit
ed complete B16 tumor regression. Interestingly, melanoma-specific cytotoxic T lymphocyte (CTL) expansion
with IFN-g production occurred in COG-treated Bl6-bearing. our results indicate that strong antitumor effe
cts could be elicited when the cancer microenvironment was simultaneously exposed with STAT3 inhibitor and

STAT1 activator (Tcl/Thl-inducible adjuvants).
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