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Influenza A virus infection results in expression of cellular APOBEC3G as part of the 

antiviral interferon response but the protein does not confer an 
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Human APOBEC3G (hA3G) acts against retroviruses and HBV. We observed a strong 

induction of APOBEC3G gene expression upon infection of epithelial and endothehal cells 

with influenza A viruses, mcluding human H1N1 and H5N1 virus strains. This prompted us 
to analyse the mechanisms of viral h3G rnduction and its potential anti influenza vrrus 

function. lnduction of geneexpressionwas achieved by Iransfeetion of viral 5'triphosphate 

RNA and did not involve ERK2 or p38 MAPK signallrng pathways. hA3G expression rather 
appeared to occur due to an auto- and paracrine action of RNA-induced IFN?. Although 

hA3G and its homolog hA3F were previously described to be co-expressed and both genes 

posses an ISRE, influenza virus infection as weil as IFN? Stimulation failed to rnduce 

transcription of hA3F. Although transient over-expression of h3G resulted in slightly 

enhanced virus titres, cells, no apparent effect on viral propagation could be observed in 

cell lines stably expressing h3G or other APOSEC proteins. ln conclusion, hA3G, but not 

hA3F, is induced as apart of a global RNA-mediated antiviral type I interferon response but 
is not required for the particular defence against influenza viruses. 
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The NS1 protein of Influenza A virus strain SC35 confers viru lence in adult chickens 
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We analyzed the contribution of the NS1 gene to virulence of Iabaratory Influenza A virus 

stra n SC35 (H7N7) by infecting 6-week-old white leghom chickens intratracheally with 106 

plaque-formrng umts of arther wild-type SC35 or mutant SC35-deiNS1 . All anrmals infected 

th W11d-type SC35 developed severe disaase within 5-6 days. They did not transmit the 

vvus to cage mates, although it was excreted as evidenced from RT -PCR-positive tracheal 

and cloacal swabs on days 2 to 6 post rnfectron. All chickens infected with SC35-deiNS1 

remallled healthy, did not excrete vrrus at any time post mfection, and seroconverted within 

8 days of infection. Lung pathology at day 3 post infection was far more prominent in 

chickens infeded with wild-type SC35 than SC35-deiNS1 . At day 3 post infection, lungs of 

chickens rnfected with wild-type SC35 contained higher Ievels of type I Interferon (IFN) and 
other cytokines than lungs of birds infected with SC35-deiNS 1. At 16 hours post infection, 

SC35-deiNS1 was also a surprisingly poor inducer of cytokines in chicken lungs. The latter 

resutt was unexpected, given the fad that the NS1-deficient mutant virus is a potent IFN 

·nducer rn cell culture and lungs of mice. We presently evaluate the possibility that the NS1 

prolern of avian Influenza viruses is primarily not acting as IFN antagonist in chicken lungs 

but rather contributes to virulence by another as yet undefined mechanism. 
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