
Abstract:
Tumor-promoting inflammation has long been noticed by the progression of chronic
inflammation to cancer and has become one of the emerging hallmarks of cancer.
Many questions arise as to which inflammatory cytokines or which subsets of immune
cells directly or indirectly promote malignancy, which of these can be targeted or
reprogrammed to instead combat cancer. Many inflammatory cytokines play important
roles during cancer development. IL-17A has been found in the tumor
microenvironment of both murine and human hepatocellular carcinoma (HCC). We
recently demonstrated the immune-suppressive role of IL-17A and revealed a novel
mechanism involving crosstalk between γδ T cells, MDSCs and tumor cells through IL-
17A production in the tumor microenvironment. IL-23 can promote the production of
IL-17A by many cell types. We discovered that IL-23 could indeed enhance the
development of HCC through IL-17A production. IL-1α is another important
inflammatory cytokine which has been found to be up-regulated in HCC. IL-1α presents
as multiple forms in vivo, including precursor, propiece, membrane and secreted forms,
and their functions are thought to be different. We found that different forms of IL-1α
expression could construct different tumor microenvironment. Targeting the transition
from membrane to secreted form of IL-1α may prevent the development of tumor-
promoting inflammation.
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