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Abstract:

In recent years, chimeric antigen receptor (CAR)-T cell therapy has achieved
remarkable efficacy in refractory/recurrent B cell malignancies. However, the
efficacy of CAR-T cells in the treatment of B-cell lymphoma is much lower than
that of B-ALL, which may be related to the tumor microenvironment of lymphoma.
It has been reported that CXC chemokine ligand 12 (CXCL12) and its receptor
CXCR4 are involved in the regulation of immunosuppression in a variety of
solid tumors, but the mechanism is still unclear. We have previously found
that CAR-T cells in the lymphoma mass showed cell dysfunction or
hyporesponsiveness, and administration of CXCR4 inhibitor can enhance the
anti—lymphoma effect of CAR-T cells, indicating that CXCL12/CXCR4 axis is
involved in the functional inhibition of CAR-T cells in the lymphoma
microenvironment. The aim of this study is to further investigate the
mechanism by which CXCL12/CXCR4 axis mediates the hypofunction of CAR-T cells.
We are going to study the effect of stromal cells on lymphoma cells and the
effect of lymphoma cells on CAR-T cells from two aspects of glucose metabolism
process and PI3K/Akt/mTOR pathway by using in vitro experiments and B-cell
lymphoma mouse model, in order to verify the mechanism of CXCL12/CXCR4 axis in
the inhibition of CAR-T cell function, thus providing new insights for
lymphoma immunotherapy.
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Keywords (FH4r54FF) : B cell lymphoma; CAR-T; tumor
microenvironment; CXCL12/CXCR4 axis; glucose metabolism
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