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Molecular mechanisms of cell death in macrophages and foam cells
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Macrophages are the major immune cells in the atherosclerotic lesions and
play important roles in disease progression. Macrophages uptake oxidized low density lipoproteins
(oxLDL) and differentiate into foam cells. Foam cells eventuallx undergo apoptosis or necroptosis.
The former is thought to be protective, but the latter is thought to be detrimental. To develop new
therapeutics for atherosclerosis, it is necessary to understand the molecular mechanisms of
programmed cell death in macrophages and foam cells. In this study, | have investigated the roles of

TAB2 and its close homolog TAB3 in macrophages and foam cells. Tab2/3-deficient foam cells
underwent necrosis. In addition, TAB2, but not TAB3, was essential for suppression of TNF-induced
necroptosis, which was responsible for the inflammasome activation in LPS-primed Tab2-deficient
macrophages. These findings will help to develop novel strategies to treat atherosclerosis and other

inflammatory diseases.
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