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Elucidation of the mechanisms of macrophage death by drug interaction through
Toll-like receptor signaling
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In this study, we sought to identify a new drug-drug interaction which
causes the inhibition of innate immune response. We demonstrated that celastrol, is a triterpenoid
compound isolated from the Chinese Thunder of God vine, and anthracycline antitumor drugs including
doxorubicin and mitoxantrone, induced apoptosis in LPS-stimulated macrophages. In addition, we
showed that zVAD-fmk- or- BocD-fmk induced cell death occurred by necroptosis through ROS-mediated
activation of MLKL and p38 in LPS-stimulated macrophages. Furthermore, we are analyzing the effects
of these drugs (compounds) in mice model.
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