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Molecular mechanisms linking hypoxia exposure and schizophrenia with a focus on
MIF.
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To elucidate the pathomechanism of schizophrenia, we focused our analysis
on macrophage migration inhibitory factor (MIF). Hypoxia exposure, a risk factor for schizophrenia,
induces MIF expression via binding of hypoxia-inducible factor (HIF) to the hypoxia response element

(HRE) of the MIF promoter SNPrs17004038 on the HRE of the MIF promoter was studied in
patient-control association studies and found a significant association . Using mouse astrocytes,
hypoxia induced MIF mRNA/protein expression, increased HIF binding to the MIF promoter, and MIF

promoter activity was suppressed by mutations or deletions in the HRE. Further studies will continue
with mouse neural stem cells and patient iPS cells.
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