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SARS-CoV-2 encodes several accessory proteins that impact immune responses and contribute to disease severity. ORF9b has been
identified as a key player in activating the inflammasome, a protein complex that mediates inflammatory responses. Understanding how
ORF9b functions and developing inhibitors against it can help mitigate the severe inflammatory responses seen in COVID-19.
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Databases (Li)A549 and THP-1 cells were transduced with ORF9b and other
accessory proteins, followed by caspase-1 activity assays. ORF9b
significantly increases caspase-1 activity compared to other accessory
proteins, highlighting its role in inflammasome activation and its potential
as a therapeutic target.
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Proposed inhibitors of ORF9b restored type I interferon (IFN-I) signaling
in treated cells. This suggests a potential mechanism to reduce severe
inflammation and improve immune response in SARS-CoV-2 infections.
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Search for structural analogs of EN300 using small molecule
databases to identify compounds with enhanced properties. This analysis
revealed several promising analogs that share structural similarity with
EN300 and possess favorable physicochemical properties for ORF9b
inhibition.
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