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an essential element for many vital functions, but the homeostasis of iron is a delicate balance. An inherited disorder of iron
metabolism, hereditary hemochromatosis, is characterized by an inappropriate increase of iron absorption and storage. A key

enzyme of iron homeostasis, transferrin receptor 1 (TfR1), is required for the uptake of iron by most cells. The human
transferrin receptor 2 (TfR2) has recently been identified, and it is unlikely to function in iron uptake. TfR1 is a heterodimeric

glycoprotein which consists of the mature domain and a common amino-terminal peptide (CAP) that is shared by many
transmembrane proteins, including the transferrin receptor. We found that a single base change in the HFE gene, causing a
Cys-->Arg change at amino acid 280, is present in three families with haemochromatosis and in a majority of patients with

hereditary haemochromatosis in China. The highly conserved amino acid Arg-280 is present in most animal transferrin
receptors and is a strong candidate for the activation of the peptide. Our results suggest that the hereditary haemochromatosis
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