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Estabilish of new molecular mechanism in retinal ganglion cell degeneration.
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The purpose of this study is to investigate the neurotoxicity of HistoneH2B(H2B)
through TLR4 in the mice retina. ilVl of 300 &micro;mol H2B on wild mice showed significant RGC loss
compared with the control. IVI of H2B on TLR4-/- mice did not show RGC loss compared to wild mice.
Dramatic upregulation of inflammatory cytokines mRNA was observed in the retina after IVl of H2B,
suppression of these changes was observed in TLR4-/- mice (IL-1f ; wild 118.0 TLR4-/- 22.4 fold/control,
TNF a ; wild 37.7 TLR4-/- 3.4, TGF-B ; wild 3.1 TLR4-/- 1.1). Furthermore, significant phosphorylation of
JNK and P38 was observed in wild mice, in contrast, no obvious phosphorylation of these proteins was
observed in TLR4-/- mice.
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