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Regulation of HIF1a expression by a natural compound; a new hnRNP involvement
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Hypoxia induces HIF1aexpression, leading to the malignant cell transformation. In screening of inhibitors against HIF1aexpression 
using a reporter gene assay system, a moracin derivative, MOA, was found to strongly reduce the level of HIF1ain HeLa 

cellsboth in hypoxia-mimetic CoCl2treatment and under hypoxic conditions. Identification of binding proteins using agarose-bead 
conjugated MOA(AC-685) combined with subsequent MS data revealed several proteins affected by MOA. AC-685 co-localized 
with a nuclear hnRNPX protein in CoCl2 treated HeLa cells. Amongst several cytoplasmic or nuclear proteins, hnRNPX was only 
found to be responsible for CoCl2-induced HIF1a expression as supported by siRNA depletion of the protein. Cancer growth was 
also found to be reduced in a genograft animal model. This study suggests that regulation of HIF1aexpression by MOAunder the 
control of hnRNP would be a novel approach to cancer treatment in hypoxic environment. 
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