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TachyonFull11. The URL of this.Protection against viral infections by vaccination in man, can be regarded as the elimination of
infectious target cells from the host. Hence, it is an important goal to establish the mechanisms by which viruses are eliminated. There are
two situations in which viral elimination may be accomplished, either by a virolytic antibody effect or by a cytolytic T lymphocyte
(CTL). Two viruses that are particularly suited for the development of vaccinal approaches are fowl plague virus (FPV) and Newcastle
disease virus (NDV). Infection of chickens with FPV results in the development of a humoral immune response that is characterized by
high levels of virus neutralizing antibodies. These antibodies are probably responsible for the viral elimination due to their virolytic
function. Conversely, FPV-specific CTL responses are induced upon viral infection in an FPV-specific MHC-restricted and T cell
receptor (TCR)-dependent fashion. These virus-specific T cells are capable of causing lysis of virus-infected cells, a function that seems
to be exclusively limited to cytotoxic T lymphocytes (CTL). Thus, two complementary strategies for vaccinatlon against FPV are
available: (1) the induction of virolytic antibodies, using inactivated FPV or other antigen-antibody conjugates, and (2) the induction of
CTLs, using live FPV, genetically modified FPV, and recombinant vaccine viruses. FPV is a good model to study CTL responses since
both their induction and their ability to lyse target cells can be demonstrated in vitro and in vivo. The goal of this project is to elucidate
the role of CTLs during viral elimination. Since FPV-specific T cells induce lysis of FPV-infected target cells, it is possible to monitor
the degree of cellular lysis in vitro and in vivo using radiolabelled FPV. Based on the differences observed in the kinetics of lysis in vitro
and in vivo, it is possible to dissect the underlying cellular mechanisms. With the help of monoclonal antibodies directed against CD8, it
is also possible to determine the phenotype and function of antiviral CTL. Subsequently, the effect of immunization and/or infection on
the induction of antiviral CTL will be studied. Finally, the hypothesis that virus-specific CTL effector cells are a major antiviral
component in vivo will be tested.Day
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