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A novel regulatory mechanism of cell death in macrophages

TAKAESU, Giichi

3,300,000

TAB2 LPS

Macrophages often undergo programmed cell death upon microbial infection.
Macrophage cell death is positively or negatively regulated by both host and pathogens, which can be
beneficial or detrimental to the host deﬁending on the type of pathogens. Currently, it is not fully
understood how this programmed cell death is regulated. In this study, | have investigated the roles of
TAK1 and its binding protein TAB2 in the control of macrophage cell death. 1 found that TAK1, but not
TAB2, is essential for naive macrophage survival in vitro. Tab2-deficient macrophages underwent cell
death when they were stimulated with lipopolysaccharide (LPS), as well as with other TLR ligands
including Pam3CSK4, poly 1:C or CpG DNA. Moreover, macrophage-specific conditional Tab2 knockout mice
were more susceptible to LPS-induced septic shock than wild-type mice. These results may indicate that
TAB2 is essential for preventing hyper activation of macrophages in response to LPS in vitro and in vivo.
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