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Animal Models

•Non-Iron-Overloaded Bile Duct-Cannulated Roden

•Iron-Overloaded Cebus apella Primate
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Comparison of Animal 
Models

Comparison of Animal 
Models

Chelator-induced iron excretion in rats, monkeys, 
and humans.
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Modifications to the DFT Pharmacophore
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Partition Coefficients and Tolerability of DFT 
Analogues
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Tissue Metabolism of 1, 2 and 3
300 µmol/kg SC
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Tissue Metabolism of 1, 2 and 3
300 µmol/kg SC
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(S)-3'-(HO)-DADFT-PE
300 µmol/kg SC
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(S)-3'-(HO)-DADFT-PE
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Uranium (1 mg/kg) SC
plus Chelators, 300 µmol/kg/d SC x 4 d
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Tissue Distribution of
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Addition of Electron-Donating Groups 
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Stomachs and kidneys of rats treated with Stomachs and kidneys of rats treated with DFT DFT (left), (left), 
DADMDFT DADMDFT (center), (center), 4'4'--(HO)(HO)--DADMDFTDADMDFT (right) (right) 



Fecal iron clearance vs the partition 
coefficients (log P) of the compounds
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ECFe = ( Σ CFeL – Σ CFe) × 100
     TCL
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Figure 35. SARs of the 
DFTs and Iron 
Clearing Efficiency.
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Figure 36. Structure–Activity 
Relationship of the DFTs and Toxicity

Figure 36. Structure–Activity 
Relationship of the DFTs and Toxicity

The ligands were administered to rats  at a dose of 384 μmol/kg/day,
equivalent to 100 mg/kg/day of the sodium salt of DFT.
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Uranium (1 mg/kg) SC
plus  Chelators, 300 µmol/kg/d SC x 4 d
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