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Overview of the enLIGHTEN™ Discovery Platform Alpha-201 encoding IFNy enhances immune activation and effector function

* Failure to respond to conventional immunotherapies arises from heterogeneous mechanisms, Alpha-201 encoding IFNy was characterized as an exemplar for payload-dependent responses. Oncolytic
oresent in the tumor microenvironments (TME), that drive resistance in non-responding patients. activity and payload expression were confirmed, and a strong IFNy response gene signature was observed
+ Candel's enLIGHTEN™ Discovery Platform applies advanced analytics to generate in silico with Alpha-201-IFNy infection (Fig. 5). Alpha-201 infection of cancer cells induced PBMC-mediated cancer cell

L. . L . . . . L. killing and infection- and payload-dependent alterations in lymphoid and myeloid cell populations (Fig. 6).
pr?jlf’tlon O,f rguh;gene payload combinations with potential therapeutic benefit for specitic Dimensionality reduction (t-sne analysis) demonstrated robust phenotypic changes in several immune cell
solid tumor indications.

, o , . populations upon infection with Alpha-201 vectors (Fig. 7).
» Selected payloads, screened through ex vivo and in vivo multiplex assays, are then integrated
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Viral chassis Alpha-201 regulates pathways associated with responses to ICI

Multiplex evaluation enables rational payload prioritization

In silico identified payloads, encoded in Alpha-201, were then tested in vitro in multiplex assays (Fig. 8).
PBMC-mediated cancer cell killing (Fig. 9) and immune activation (Fig. 10) were further enhanced in specific
payload combination. Integrated analysis of the immune cell response and tumor cell killing to each payload
combination was then used to support payload prioritization and selection (Fig. 11).

Alpha-201 is a viral chassis engineered for enhanced immunostimulatory activity coupled with sustained
payload expression and regulated oncolysis. Cellular responses to viral chassis infection were profiled by
RNAseq analysis (Fig. 2). The Alpha-201 viral chassis was selected tor delivery of therapeutic payloads based
on its ability to induce MYC and E2F targets and G2M cell cycle checkpoint responses, pathways associated
with effective anti-tumor immune responses to ICl (Fig. 3). The Alpha-201 viral chassis also had a modest anti-

tumor effect itself in a syngeneic tumor model similar to that achieved with anti-PD-1 antibody therapy (Fig. 4). Figure 8 Figure 10
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