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Novel therapeutic strategy for ovarian cancer targeting immune i
tolerance-inducing molecules, PD-L1 and IDO, using genome editing technique
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This study focused on two_immune tolerance-inducing molecules, Programmed
cell death ligand 1 (PD-L1) and Indoleamine 2,3-dioxygenase (1D0), and their targeting therapy in
ovarian cancer. PD-L1 was genetically disrupted in the murine ovarian cancer cell 1D8 using
CRISPR/Cas9-mediated genome editing. PD-L1 knockout (KO) and control ovarian cancer cells were
intraperitoneally inoculated into mice. Survival time was significantly longer in the PD-L1-KO
ID8-inoculated group, and tumor weight was significantly lower in the PD-L1-KO ID8 group.
Intratumoral CD8+ T cells and NK cells were significantly increased in the PD-L1-KO ID8 group. The
intratumoral mRNA expression of IFN-y , TNF-a , IL-2, IL-12a, CXCL9/10 was significantly stronger in
the PD-L1-KO ID8 groups. These results indicated that CRISPR/Cas9-mediated PD-L1 disruption
promotes anti-tumor immunity, thereby suppressing ovarian cancer progression. Further studies are
needed to evaluate the effects of targeting therapy for 1D0.
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