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Maternal-fetal leukemia inhibitory factor signal relay induces aerobic growth and
proliferation of fetal cerebral cortex
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We have previously reported that maternal leukemia inhibitory factor (LIF)
induces adenocorticotropic hormone (ACTH) secretion from the placenta, ACTH stimulates the secretion of
fetal LIF from nucleated erythrocytes, and the fetal LIF induces the proliferation of neural
stem/progenitor cells (NSC) in the cerebral cortex. In this study, we revealed the downstream network of
%hii maternal-fetal LIF signaling pathway in the fetal cerebrum. The main results are summarized as

ollows.

1. The secreted fetal LIF induces the secretion of insulin-like growth factors (IGF1 and IGF2), and these
IGFs synergistically enhance the action of fibroblast growth factor 2 (FGF2) in NSC proliferation. 2. The
placental ACTH promotes the differentiation and enucleation of fetal erythroblasts, and the increased
mature erythrocytes elevate the oxygen level in the fetal cerebrum.These results indicate that the LIF
pathway enhances fetal brain growth by coordinating NSC proliferation and oxygen supply.
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