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ES-mediated increase in iron levels is dependent on

Copper and iron are redox active metals that act as cofactors for many critical cellular el |mport maChmery
enzymes. Disruption in the intracellular homeostasis of either of these metals often 10
results in debilitating and frequently fatal human disorders. Recently we reported that a 6 e e ~
copper ionophore, elesclomol (ES), can deliver copper to mitochondrial copper- A Copper B Iron C Manganese D Zinc = 2 - B 20 oy £
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loaded with copper (ES-Cu) in cellular metal homeostasis. Using yeast, Saccharomyces 3 g, S 304 ~ % c le ™7 S % % S o
cerevisiae, as a model organism we demonstrated that ES-Cu is more efficient at 58 @%20 = 53 co . > 2- © E’ 0 =
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treatment with either ES or ES-Cu also led to an increase in cellular iron content. In B Og 10 ©E © 257 ~ ﬂ m )
order to decipher the mechanism by which ES elevated cellular iron, we utilized yeast ‘ \ = = O S S B R ESCu - + - o+ - 4
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iron requires iron- but not copper- importers. Further investigations revealed that ES-
mediated increase in cellular iron content is dependent on copper transport to Golgi,
where Fet3, a critical component of -|ron import machinery receives c.opper. Our results- ES-mediated increase in iron import is dependent on Fet3
demonstrates that copper brought into the cells by ES can be trafficked to the Golgi . _
apparatus and inserted into cuproenzymes, including those required for cellular iron E F G H and Ccc2 but not copper transportlng protelns
import. This study, thus, provides a basis for possible future applications of ES for the Magnesium Calcium Selenium Nickle A B
treatment of disorders of both copper and iron homeostasis. ns 0.8 6 40+
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