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(HMGB1) protein, a prototypic nuclear factor, is a component of the molecular chaperone complex that allows transcription
factors to function properly. Extracellular HMGBI1 also acts as a cytokine, stimulating the production of TNF-alpha and other
proinflammatory cytokines. Here we show that human polymorphonuclear cells and monocytes stimulated with HMGB1
produce TNF-alpha and IL-8. The cytokine production was partially inhibited by anti-HMGB1 and -TNF-alpha Abs, as well as
by a superantigen, staphylococcal enterotoxin A. This suggests that HMGB1 and TNF-alpha synergize in the induction of TNF-
alpha production by monocytes. We found that HMGB1 induces the release of leukotriene B4 (LTB4) from monocytes, and this
is not related to myeloid differentiation. However, LTB4 secretion is dependent upon endogenous arachidonic acid and calcium,
and requires activity of protein kinase Cdelta. Most surprisingly, we observed that TNF-alpha production is markedly increased
in monocytes that are also producing LTB4. This suggests that the binding of the HMGB1 protein to intracellular receptors
increases the capacity of monocytes to produce TNF-alpha, and that during inflammatory reactions, excess levels of this
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