CAT-4001 improves mitochondprial function in a Friedreich’s ataxia model
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Abstract CAT-4001 Activates Nrf2 in KIKO DRG Neurons

CAT-4001 treatment induces the Nrf2 target gene, Hmox1, after 6h of
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mitochondrial function, which may play significant roles in disease pathology. Impaired nuclear translocation of
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fluorescence microscopy. Compared to WTWT neurons, KIKO neurons showed a decreased mitochondria length
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Time course of defects in cultured KIKO DRG neurons

We evaluated mitochondrial respiration in a mouse muscle cell-line (C2C12). Treatment with a pro-oxidant
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Mice were fed CAT-4001 in the diet for 8 weeks,
and mitochondria from the cerebellum were
isolated (at 3 months of age)
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State 2 respiration was induced (by adding
substrates to drive respiratory chain)
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ROS (H,0,) was measured using Amplex
UltraRed fluorescence

ROS production State 2 (Succ+Glu),

CAT-4001 Activates Nrf2 in FA Patient Cells
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Summary and Conclusions

» CAT-4001 reduces mitochondrial fragmentation and normalizes mitochondrial length in KIKO DRG neurons
» CAT-4001 decreases ROS production in cerebellar mitochondria isolated from KIKO mice

» CAT-4001 may represent an effective approach to improve mitochondrial function for the treatment of FA
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