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The role of chelatable zinc in microglial activation

Higashi, Youichirou

3,700,000

M1 M2 M1
M1
P2X7

M1

Here, we examined the role of extracellular zinc in microglial M1
activation. Pretreatment with ZnCl2 caused aggravation of pro-inflammatory cytokine secretions when
M1 activation was induced by lipopolysaccharide. The intracellular zinc chelator, the radical
scavenger, and the P2X7R antagonist suppressed the effects of zinc pre-treatment on microglia.
Furthermore, ischemia-reperfusion induced endogenous zinc release, resulting in up-regulation of
pro-inflammatory cytokine, and the M1 marker, i1n addition to cognitive impairments, all of which
were suppressed by the zinc chelator. Extracellular zinc may prime microglia to enhance the
production of pro-inflammatory cytokines through P2X7R activation followed by ROS generation in
response to M1 stimuli, which may cause cognitive impairments.
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