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A paradigm shift in T cell adaptive cell therapy using Th1/Thl7 cells transduced
chimeric antigen receptor
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CEA is cell surface antigens highly expressed on various cancer cell types but
also expressed on healthy tissues, thus its feasibility as a target for CAR-modified T cell therapy will
be required to augment efficacy, but also awaited before establishing its safety in terms of
on-target-off-tumor effects. In the present study, we sought to determine whether CAR-CD4 T cells act in
concert with CAR-CD8 T cells to exert anti-tumor activity in vivo using CEA-transgenic mouse expressing
CEA as a self-antigen. The adoptive transfer of CEA specific CAR expression CD4 T cells did not enhance
the efficacy of CEA-specific CAR-expressing CD8 T cells to exert anti-tumor activity. The adoptive
transfer in conjunction with lymphodepleting preconditioning mediated significant tumor regression but
caused weight loss in CEA-Tg mice. This weight loss was not associated with overt inflammation in
CEA-expressing tissues, but malnutrition with elevated systemic levels of cytokines linked to anorexia.
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