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Molecular mechanisms for the acquisition of virulence by bat-borne reoviruses
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Nelson Bay orthoreoviruses (NBVs) were recently isolated from humans with
acute respiratory tract infections, suggesting that NBVs have evolved to propagate in humans. To
better understand NBV replication and pathogenesis, we have developed a mouse model of NBV infection

that mimics the disease in humans. Furthermore, using reverse genetics, we demonstrated that FAST,
pl7, and o C proteins encoded by S1 gene segment were not required for viral replication. Our
results with mutant viruses demonstrated that fusion activity of FAST was critical for the
enhancement of viral replication and that o C was dispensable for cell attachment in several cell
lines, including L929 cells but not in A549 cells. Significant attenuation was observed in mice
infected with FAST- and o C-deficient viruses compared to those infected with the wild-type,
suggesting that FAST and o C play crucial roles in viral pathogenesis, and can provide new insights
into the NBV biology.
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