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Abstract:

Previously we have observed that amyocarditic coxsackievirus (CVB3/0) becomes virulent and pathogenic after passage through an aged host due to specific changes in the viral genome. To demonstrate that this effect was specific to the old host environment and not due to passage through a host in general, we compared the effect of a young host environment to that of an old host on the virulence, pathogenicity, and genome of amyocarditic CVB3/0. Young (5mo) mice were infected with CVB3/0 isolated from previously infected young or old (22mo) mice. We observed significantly lower titers and pathology in the hearts of young mice receiving virus isolated from previously infected young mice compared to young mice that were infected with virus isolated from previously infected old mice (p<0.001, p<0.05 respectively). While we observed specific and consistent sequence changes in the viral genome separated from mice that received virus from an old host, we did not observe any genome changes in virus separated from mice that received virus from a young host. These data demonstrate that passage of an avirulent CVB3 strain through an old host results in the selection and/or mutation of a virulent strain of CVB3 from an avirulent strain and that these changes are correlated with increased viral virulence as measured by heart viral titer and pathology. Support by USDA Contract #58 1950 9 001.
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