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            Abstract
Copper (Cu) is a redox-active metal ion essential for most aerobic organisms. Cu serves as a catalytic and structural cofactor for enzymes that function in energy generation, iron acquisition, oxygen transport, cellular metabolism, peptide hormone maturation, blood clotting, signal transduction and a host of other processes. The inability to control Cu balance is associated with genetic diseases of overload and deficiency and has recently been tied to neurodegenerative disorders and fungal virulence. The essential nature of Cu, the existence of human genetic disorders of Cu metabolism and the potential impact of Cu deposition in the environment have been driving forces for detailed investigations in microbial and eukaryotic model systems. Here we review recent advances in the identification and function of cellular and systemic molecules that drive Cu accumulation, distribution and sensing.
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                    Figure 1: Model for intestinal Cu absorption and peripheral distribution.[image: ]


Figure 2: Structural model for the Ctr1 Cu1+ channel.[image: ]


Figure 3: Cu import, intracellular routing and biliary secretion in the liver.[image: ]


Figure 4: Cu loading of mitochondrial cytochrome oxidase.[image: ]


Figure 5: Cu1+ delivery to P-type ATPases that mediate Cu excretion in the bile and Cu passage into the lumen of the secretory apparatus.[image: ]


Figure 6: Copper insertion into Cu/Zn SOD by the CCS Cu chaperone.[image: ]


Figure 7: Model for the intersection of Cu homeostasis with fungal virulence in the human pathogen C. neoformans.[image: ]
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