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Investigation for iron sensing mechanism via the direct regulation of hepcidin
expression by serum ferritin protein
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The present study was performed to determine the possibility that serum

ferritin protein which increases in iron overload directly regulate iron regulatory peptide hepcidin
produced from hepatocytes. Upregulation of HAMP (hepcidin) gene in human hepatoma-derived HepG2
cells was observed when cells were incubated with human spleen-derived ferritin protein. Because
ferritin protein is present as heteropolymer of L- (FTL) and H- (FTH) subunit of ferritin, the
influences of each subunit were then determined. The medium incubated with FTL- or FTH-overexpressed
HEK293 cells, and FTL or FTH protein purified from transformed E. Coli were used; however, HAMP
expression was decreased contrary. The results obtained from this study seemed to be discrepant, but
there is a possibility that ferritin might manipulate HAMP expression quite finely utilizing
bidirectional effect. This study will be further continued considering iron contents in ferritin,
and the ratio of each subunit in heteropolymer.
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