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Viral replication is dependent on entry into host cells and is often mediated by membrane-associated proteins. These 
interactions can take place on the cell surface or in endosomes to mediate fusion. We sought to identify membrane-

associated proteins that are potentially important for the replication of multiple viruses as these proteins could be targets 
for broad-spectrum viral replication suppression. Based on a previous genome wide si-RNA screen for proteins involved in 
influenza replication, we identified membrane-associated protein targets and performed a focused screen to identify proteins 
involved in replication of other viruses. The screen included 33 si-RNA targets, which were knocked down in A549 human 
lung adenocarcinoma cells and in U2OS human osteosarcoma cells. Following knockdown, cells were infected with various 
GFP expressing viruses including influenza and vesicular stomatitis virus. Genes identified in this screen that inhibit viral 
replication could potentially provide insights into mechanisms of attachment or entry utilized by multiple virus families.
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