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o __In the present study, we have developed a novel antitumor immunotherapy in
which intratumoral injection of alloantigen-activated CD4+ (AAA-CD4+) T cells that were induced in

culture with the host derived dendritic cells cause local Thl-type inflammation and license the host
endogenous cytotoxic T lymphocytes to potently eliminate the pre-established melanoma in mice. The
locally-induced host antitumor immunity elicites systemic protection to eliminate tumors at distal
sites, and protects the animals from tumor re-challenge. Our findings indicate that AAA CD4+ T cells
reinvigorate endogenous cytotoxic T cells to eradicate pre-established melanoma and induce
long-term protective antitumor immunity. This approach can be immediately applied to patients with
advanced melanoma and may have broad implications in the treatment of other types of solid tumors.
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Ex vivo-activated allogeneic CD4* T-cells
disrupt immunosuppressive tumor
microenvironment, and induce host

tumor-specific cytotoxic T-cells in mice.
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