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Highly pathogenic avian H5N1 influenza A viruses have spread throughout Asia since 2003. These
viruses are highly lethal to birds and humans. Of the 74 confirmed human cases, 49 were fatal (as of Mar
30, 2005), raising concerns of a possible pandemic by these viruses. Despite the well-established
pathogenicity of these viruses, the molecular mechanism for expressing such high virulence remains
elusive. Thus, we examined the pathogenicity of the H5N1 viruses isolated in Vietnam in 2003-2004 using
animal models (mouse, duck, and ferret). Viruses from humans were generally more pathogenic in
mice and ferrets than those from birds. Indeed, one human isolate was even lethal to ferrets. The
human isolate possessing Lys at amino acid position 627 of PB2 was more virulent than that
possessing Glu at this position, underscoring the importance of Lys at this position 627 of PB2 for
efficient growth in mammals.






