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Cells of the mononuclear phagocyte system (MPS) such as macrophages and
dendritic cells are early targets for Ebola virus (EBOV) infection. However, the pathobiological
significance of EBOV replication to these cells is remaining unclear. Cellular tropism of viruses
can be engineered through the insertion of cell-specific target sequences for microRNA in the viral
genome. Using this mechanism, we generated recombinant mouse-adapted EBOV possessing a microRNA
target sequence (MAEBOV-t) that microRNA is expressed predominantly in the MPS cells and evaluated
pathogenicity of MAEBOV-t in mice model. MAEBOV-t showed significantly attenuated pathogenicity in
infected mice. Analysis of virus propagation and immune response in infected mice suggest that
efficient inhibition of virus replication in the first target cells suppress virus propagation in
tissues as well as immune responses, resulting enabled to Induce effective immune response for
survival.
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The role of viral replication in macrophages for pathogenesis of Ebola virus infection
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