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Retroviral replicating vector mediated gene therapy activates anti-tumor immune
responses in an immunocompetent pancreatic cancer model
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The prodrug activator gene therapy with Toca511l, a tumor-selective
retroviral replicating vector encoding an optimized yeast cytosine deaminase (yCD), is a strategy
under clinical evaluation for various malignancies. Toca5l1l exerts direct anti-tumor effects through

intratumoral conversion of the prodrug 5-fluorocytosine (5-FC) to the active drug 5-fluorouracil
(5-FU) by its encoded yCD, and induce anti-tumor immunity by eliminating immunosuppressive cells.
Toca511/5-FC treatment in immunocompetent bilateral subcutaneous Pan02 pancreatic ductal
adenocarcinoma (PDAC) tumor models were evaluated. The CTL assays and in vivo therapeutic efficacy
showed significant regression after 5-FC treatment in Toca5ll-transduced tumors compared to
untransduced control. Furthermore, CD8+ T cells isolated from Toca511/5-FC treated mice showed
higher cytotoxicity against Pan02 cells than controls, indicating that has potential to induce

anti-tumor immune responses in the PDAC.
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