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Mitophagy NASH

Iron loss-induced mitophagy via mitochondria ferritin suppresses NASH-related
hepatocellular carcinoma
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The aim of this study was to elucidate how iron deficiency triggers
mitophagy .-
Methods: The effect of iron chelator, deferiprone (DFP), on mitophagy was examined using Huh7 cells
and hepatocarcinogenic mouse models.Results: DFP increased the expression of mitochondria ferritin
(FtMt) which was retained to the mitochondria outer membrane. FtMt was not colocarized with intact
mitochondria, suggesting that disrupted mitochondrial membrane potential may retain FtMt. Silencing
FtMt suppressed DFP-induced mitophagy. FtMt was bound to nuclear receptor coactivator 4 (NCOA4), a
cargo receptor for autophagy, and the binding site of both proteins was identified. Under iron
deficient condition DFP-induced mitophagK was preceded by ferritinophagy. Of note, DFP-induced
mitophagy suppressed ROS production and hepatocarcinogenesis in mouse models.Discussion: FtMt is a
molecule that triggers mitophagy under iron deficient condition.
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