A first-in-class multimodal immunotherapy for enhanced immune activation in
the tumor microenvironment as a novel therapeutic strategy for solid tumors
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Overview of the enLIGHTEN™ Discovery Platform Ex vivo multiplex evaluation enables rational payload prioritization
* The enLIGHTEN™ Discovery Plattorm allows for the design of multimodal Infection of cancer cells with in silico predicted payload combinations using single gene encoding Alpha-
immunotherapeutics leveraging human biology and advanced analytics to select 201 vectors induced PBMC-mediated cancer cell killing in an infection- and payload-dependent manner
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multigene payloads to be delivered by herpes simplex virus-1 (HSV-1) vectors to the  (Fig. 5, 6). Target cell killing was associated with significant changes in the composition and function of
tumor microenvironment (TME). immune cells within the coculture (Fig. 7). Correlation analysis identified payload-mediated regulation of
» Programmable vectors are engineered with specific features through the combinations  multiple immune cell populations correlated with effective PBMC-mediated cancer cell killing (Fig. 8). The
of vector genome d@'@tiOﬂ/diSFUptiOﬂ and insertion of synthetic, non-native encodable combination of I1L.-12 and IL-15 was then prioritized for in vivo tegting (F|g 9)
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Figure 10: A. 5x10°> EMT6 cells were injected into the rear flank of Balb/c mice. Treatment (3x107 PFU Alpha-201 minivector
combinations, i.t.) began when tumors reached ~100 mm?3, and tumor growth was monitored over time. Treatment was well-
tolerated based on body weight and animal observations. N=8 mice per group. B. Individual tumor growth curves are shown
for the IL-15 + IL-12 treated mice; 3 mice had tumors regressing by the end of the study. C. Final tumor weight of EMT6
tumors. D. Minivector combinations were also tested in LLC1 tumor-bearing mice using the same experimental conditions.

Patient datasets

A library of single gene encoding Alpha-201 vectors (“minivectors”) was constructed, Final tumor weight of LLC1 tumors is shown. N=5-8 mice per group. *p<0.05, **p<0.01, ***p<0.001.
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Figure 4: Hs578T cells were infected with Alpha-201 vectors (3 or 10 PFU/cell), and then conditioned Appilcatlon of th? enLIGHTEN D'.Scovery Plattorm to pred'd optimal paylpac.jocor.nblnatlons
medium was collected every two days for quantification of payload production rates. Cell viability was in silico and test in proprietary multiplex assays enabled rational payload prioritization.
measured 6 days after infection. ANOVA with Tukey's correction, **p<0.01, ***p<0.001, ****p<0.0001. * Multiparameter decision matrix validated the synergistic effect of IL-12 and IL-15.
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