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BACKGROUND RESULTS RESULTS (cont.) RESULTS (cont.)

Mesothelin (MSLN) is expressed on a variety of solid tumors, including mesothelioma and ovarian, uterine, gastric, pancreatic, Figure 3. On-target safety and efficacy: MSLN Tmod sensitivity mapped on MSLN and A*02 Figure 5. A2B694 is an autologous T-cell product: B2M-shRNA downregulates HLA-A*02 surface Figure 7. Soluble MSLN does not impact A2B694 sensitivity or selectivity
and lung cancers [1]. However, efforts to target MSLN using cellular therapies have been hampered by severe on-target, oft-tumor expression suggests an effective therapeutic expression and restores blocker availability in A*02(+) donors
toxicities associated with damage to normal tissues expressing MSLN [2]. To avoid these toxicities, we have developed a logic- HelLa + soluble MSLN
gated engineered cell therapy, Tmod™ (Figure 1), which is composed of 2 chimeric antigen receptors: an activator that targets a A*02 A*02(+
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Molecular composition of MSLN-targeted Tmod constructs. The activator and blocker receptors are co-expressed in a single construct and the encoded fusion protein is cleaved in the cell to A2B694 T cells selectively kill tumor cells in mixed culture with AB or B only normal Hela target cells. Tumor cells are MSLN(+)A*02(-) cells that stably express firefly luciferase. AB normal E m -
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