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|IOV-5001, autologous tumor-infiltrating lymphocytes armored with inducible membrane-tethered interleukin-12, shows enhanced antitumor efficacy with an
improved cellular state e T
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Background Methods

e Lifileucel (manufactured using Gen 2 process) is an autologous tumor-infiltrating lymphocyte (TIL) immunotherapy that e |OV-5001 is a next-generation TIL immunotherapy engineered to express nuclear factor of activated T-cells (NFAT)—Iinducible membrane-tethered IL-12 (TelL12) upon e TIL were derived from solid tumor tissues, cultured, and transduced with a lentiviral vector encoding inducible TellL12
was recently approved by the United States Food and Drug Administration for the treatment of metastatic melanoma.* antigen engagement and a constitutive membrane-tethered growth factor. NFAT-driven TelL12 provides an enhanced safety profile by limiting systemic exposure to bicistronically with a growth factor. IOV-5001 TIL were compared to Gen 2 TIL throughout the study

lovance is currently developing next-generation TIL immunotherapies to further enhance efficacy Inflammatory cytokines by restricting expression within tumors upon antigen engagement. No shedding of IL-12 was detected in circulation in an in vivo patient-derived « Antitumor activity of IOV-5001 was tested in vitro via a tumor antigen-directed T-cell receptor (TCR) killing assay or against

e TIL engineered to express secreted interleukin (IL)-12 has previously shown clinical benefit in patients with melanoma, xenograft (PDX) model.* Additionally, cell culture optimization (CCO) through media formulation was designed to boost the functionality of IOV-5001 an autologous patient-derived tumor organoid (PDTO)

but further development was terminated because of IL-12—driven immune-related adverse events? e The current study evaluated the function of IOV-5001 in a metabolically suppressive tumor microenvironment and the gene expression profile that provides support for . Transcriptional profiling (bulk and single-cell) was used to characterize the molecular features of IOV-5001
augmented function in IOV-5001 TIL

Results
Regulation of TelL12 and Signaling After Stimulation |IOV-5001 TIL Demonstrate Enhanced Killing Against Patient-Derived Tumor Organoids Single-cell transcriptomic profile of IOV-5001
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