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Development of complehensive cancer immune cell therapies to overcome immune
tolerance
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We _conducted this research to establish a cancer antigen-specific CTL
therapy that can overcome immune tolerance using the removal of TGF-P -producing immunosuppressive
cells by LAP adsorption column, the function of CTL enhancing and regulatory T cell function
inhibiting effects by 0X40 costimulation, T cell costimulatory function by mB7-DC-Fc, or, the immune

checkpoint inhibitory effect by PD-1 blocker.
CTL induction in an immunosuppressive cell-removed environment was effective. When LAP-T cells were
induced with cancer antigen-specific CTL under cancer antigen stimulation and OX40-assisted
stimulation, the transferred CTL maintained antitumor immune activity even under cancer
antigen-specific immune tolerance and rejected the tumor. In addition, CTL induction by B7-DC
costimulation or PD-1 inhibition was effective in maintaining CTL function under immune tolerance.
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