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Tﬂe investigation between depression and interleukin 18 targeting for new
therapy.
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IL-18-deficient (1118-/-) male mice were generated and 1118+/+ mice were
used as controls. Compared with 1118+/+ mice, 1118-/- mice had impaired learning and memory and
exhibited lower motivation. In the 1118-/- mice, degenerated mitochondria were detected in synaptic
terminals in the molecular layer, the polymorphic layer, and in mossy fibers in the dentate gyrus,
suggesting mitochondrial abnormalities. Because of the degeneration of mitochondria, in which
pro-apoptotic molecules were upregulated and anti-apoptotic factors were decreased, apoptosis
inducers were not cleaved, indicating inhibition of apoptosis. In addition, neurogenesis in the
dentate gyrus and the maturity of neuronal cells were decreased in the 1118-/- mice, while
intracerebral administration of recombinant IL-18 promoted significant recovery of neurogenesis. Our

findings suggested that IL-18 was indispensable for mitochondrial homeostasis, normal neuronal
maturation and hippocampal function.

18 IL-18 depression mitochondria hippocampas neurogenesis learning and
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