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Wild—tﬁpe mice showed a severe atrophy in association with neuronal death
and moderate astrogliosis in the hippocampus following neonatal hypoxic-ischemia (H 1). In contrast,
CatH-deficient mice showed a marked neuronal death without severe atrophy. Moreover, a notable
microglia/macrophages cell death and strong astrogliosis were observed in the hippocampus. The mean
level of toll-like receptor 3 (TLR3) in the hippocampus from CatH-deficient mice was lower than in
wild-type mice. In vitro experiments demonstrated that recombinant IFN - suppressed H I-induced
microglial cell death and astrocyte proliferation. These observations suggest that CatH plays a
critical role in the maturation and stabilization of TLR3, which is necessary for IFN -
production. Therefore, impaired TLR3/IFN - signaling resulting from CatH deficiency may induce
microglial cell death and astrogliosis/glial scar formation in the hippocampus following HI injury,
leading to suppression of hippocampal atrophy.
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