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Abstract

Due to its highly immunosuppressive tumor microenvironment (TME), the efficacy of immune checkpoint inhibitors (ICI), the most common form of immunotherapy, is limited to a
subset of patients in hepatocellular carcinoma (HCC). Previously, NAD* has been identified to induce immunosuppression in HCC by causing T cell suppression. A study was
conducted to investigate whether inhibition of P2X7, an NAD™ receptor present on T cells, can revert NAD* induced immunosuppression. In vitro studies using primary mouse T cells
and in vivo studies using two mouse HCC models demonstrate that the application of A438079, a P2X7 receptor-specific small molecular inhibitor, can revert NAD* induced T cell
apoptosis, reduce tumor size and increase tumor-infiltrating immune cells. In conclusion, P2X7 receptor inhibition via A438079 is a promising method of reverting NAD* induced
immunosuppression to enhance anti-tumor immunity and is a potential target to be used in combination with ICI to enhance its efficacy in HCC.

Introduction A438079 Reduces Tumor Size in Mouse HCC
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Figure 2. A438079 Treatment Reduces Apoptosis Rate in NAD* Treated Primary Mouse T Cell (A) (L) average number of CD4*, CD8*, and CD161c* cells present in each section. (R) Representative sections

Proportion of apoptotic CD4* T cells in each condition. (R) Representative flow cytometry results for CD4+ for CD4, CD8, and CD161c stained tumors. (B) HDTV injection-induced model. (L) The average number

) . . . . . : of CD4*, CD8*, and CD161c* cells present in each section. (R) Representative sections for CD4, CD8,
T cells in each condition. (B) (L) Proportion of apoptotic CD8* T cells in each condition. (R) Representative and CD161c stained tumors. Error bar: mean = S.D. Two-tailed unpaired t-test: * P<0.05 ** P<0.01 ***

flow cytometry results for CD8* T cells in each condition. Error bar: mean + S.D. Two-tailed unpaired t-test:  py 991 ****p<g 0001

# P<0.01, *** P<0.001 Conclusion and Discussion
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