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WFPERRRE OB EE (3£30) : The adaptive immune system generates memory cells, which induce a rapid
and robust immune response following secondary antigen encounter. Memory CD8" T cells are a critical
component of protective immunity against infections and cancers. Therefore, understanding the
mechanism whereby memory CD8" T cells are generated and maintained is important for inducing
effective memory CDS" T cell response. Recent studies have demonstrated that the inflammatory
cytokine IL-12 favors the generation of terminal effector CD8" T cells rather than memory precursor
effector CD8" T cells by regulating the expression of the transcription factor T-bet. In this study, we
report that the inflammatory cytokine osteopontin (Opn) modulates memory CD8" T cell generation
during influenza virus infection. Although Opn-wild-type (Opn WT) and Opn-knockout (Opn KO) mice
had similar numbers of virus-specific effector CD8" T cells, virus-specific effector CD8" T cells
generated in Opn KO mice showed low levels of T-bet expression and an increased memory precursor
cell population compared with cells generated in Opn WT mice. This resulted in the persistently
increased number of memory CD8" T cells in Opn KO mice. Studies with bone marrow-derived
dendritic cells (BMDCs) demonstrated that Opn-deficiency in BMDCs results in low levels of IL-12
production in response to the stimulation with influenza virus. Thus, we hypothesize that Opn modulates
the generation of memory precursor effector CD8" T cells by regulating cytokine milieu during the acute
phase of virus infection. This finding may provide new insight into the role of Opn in adaptive immune
response.
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