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Genetic and epigenetic remodeling of the tumor microenvironment to boost anti-

tumor immunity
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The tumor microenvironment is highly immunosuppressive,
often attributing to the activity of subsets of suppressor cells
that inhibit anti-tumor effector T-cells. Effective approaches
to cancer immunotherapy, such as checkpoint inhibitors, de-
pend on reviving the immunosuppression while boosting the
effector cell activity. We have recently defined a new mecha-
nism by which the genetic deletion of a transcription factor in
immunosuppressive regulatory T-cells reprograms these cells
into effector cells, which cooperate with both cellular and
humoral anti-tumor components to control tumor growth.
We have also discovered that the ablation of an epigenetic
modifier in tumor cells reshapes the tumor microenviron-
ment and enhances anti-tumor immunity, depending on the
collaborative action of natural killer cells and CD4+ T-cells.
Insights from these studies will facilitate the identification
of new therapeutic targets, and provide critical strategies to
develop novel cancer immunotherapies.
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