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Reducing iron overload Iron overload causes damage to multiple organs; left untreated, it can be fatal. New therapeutic
options are much needed because current treatments are arduous and/or have severe side effects. The underlying cause
of iron overload in several diseases is deficiency of hepcidin — a peptide hormone that inhibits dietary iron absorption and
release of recycled iron from macrophages. Hepcidin replacement would seem a rational approach to treating these
conditions. However, natural hepcidin is too expensive for clinical use and has unfavorable pharmacologic properties.
Preza and colleagues have now overcome this issue by designing hepcidin agonists, which they term minihepcidins, that
mimic the ability of natural hepcidin to lower levels of iron in the blood of mice following either parenteral or oral
administration ( 4880—4888). The complex design process involved a series of logical steps that enabled Preza and
colleagues to first define the minimal structure of natural hepcidin that retained activity and then identify modifications that
increased its resistance to proteolysis and oral bioavailability. Importantly, chronic parenteral administration of the
minihepcidins reduced iron concentrations in both the serum and liver. Thus, minihepcidins may be useful for treating iron
overload disorders. Connexins: providing protection to B cells The hallmark of type 1 diabetes is specific autoimmune
destruction of the insulin-producing B cells of the pancreas. Surprisingly, little is [...]
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Preza and colleagues have now overcome this To investigate this issue, Shen, Aneas, Sakabe, Dirschinger, and colleagues
issue by designing hepcidin agonists, which generated mice in which Thx20 could be specifically ablated in adult car-
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of natural hepcidin that retained activity and gest that defects in TBX20 function during adulthood underlie the associa-
then identify modifications that increased its tion of TBX20 mutations with cardiomyopathy in adult humans.
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