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BACKGROUND RESULTS (cont.)

« Despite the recent success of prophylactic vaccines and monoclonal antibodies, there remains an Drug Resistance Profill ng

unmet need for RSV therapeutic options for vulnerable patient populations
. Favorable clinical trial results of direct-acting antivirals (e.g., ziresovir, zelicapavir, and EDP-323) Figure 4: The N inhibitor zelicapavir demonstrates a very high barrier to resistance

highlight diverse mechanisms of action (MoA) as potential avenues for therapy - Fusion inhibitors rapidly develop breakthrough infection, demonstrating low barriers to resistance
» This study evaluates the in vitro post-infection efficacy and viral resistance profiles of fusion, N, and L _ _ _

inhibitorsy P Y P - EDP-323 develops resistance quickly, but prevents resistance when dosed at 250X EC.,

 Such drug exposure levels have been achieved in Ph.1 studies of EDP-3231

* N inhibitor zelicapavir displays a high barrier to resistance
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Figure 5: Fusion and L inhibitorR viruses are fit, while N inhibitor zelicapavir® viruses are not
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]  FusionR viruses vary in fitness from slightly more cytopathic than WT to slightly less so
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- N and L inhibitors suppress replication post-infection, with L inhibitors improving on N inhibitors
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HEp-2 cells infected at an MOI of 0.1. Compound (100x EC;,) was added at indicated time. 5 days post-infection cultures were collected, and live virus was assessed by TCIDg,.
Data are mean = SEM from 3 independent biological replicates. Dotted line depicts infectious virion levels in infected DMSO-treated control cultures.
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