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Solid cancer treatment with CAR-T cells resistant to the immunosuppressive
mechanism of cancer microenvironment
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In our previous studies, using tumor bearing CEA-Tg mouse that
physiologically express CEA in a manner like human, we have demonstrated: CEA-specific CAR-based
adoptive T cell therapy may be effective for patients with solid tumors, but associates with symptom

of cytokine release syndrome that leads anorexia. But administration of anti-IL-6R antibody
successfully controlled cytokine releasing syndrome-like symptoms. Taken as a whole, these results
suggest that CEA-specific CAR-based adoptive T cell therapy may be effective for patients with CEA+
solid tumors.To further augment the efficacy of CAR-T cell therapy against solid tumors, the
immunosuppression should be overcome.

In the present study, we have developed a CAR consisting of a scFv specific to CEA in the ectodomain
and CD3zeta and GITR signaling endodomain (CEA-zG.CAR). To further augment the efficacy of CAR-T
cell therapy against solid tumors, the immunosuppression should be overcome.
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