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Recently, histone H3 and H4, are released into the extracellular space
during sepsis and act as major mediators of death of an organism and induce platelet activation,
suggesting that the extracellular histones may be damage-associated molecular patterns (DAMPS).
However, histone H2A and H2B still remain unclear. In this study, the results showed that both
histone H2A and H2B significantly induced the release of TNF-a in RAW264.7 cells. Histone H2A and
H2B activated ERK1/2, p38MAPK and JNK, respectively. Furthermore, U0126, the inhibitor of ERK1/2
activation, significantly inhibited TNF-a induction by histone H2A and H2B in RAW264.7 cells, but
not p38MAPK inhibitor SB203580 and JNK inhibitor SP600125. Therefore, our findings suggest that in

the extracellular milieu, the role of Histone H2A and H2B might induce TNF-a via ERK1/2 activation
in the tissue-damaged diseases such as sepsis and rheumatoid arthritis.
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