Discoidin Domain Receptor 1 phosphorylates the adaptor protein
T p66Shc promoting mitochondrial oxidative stress
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Hypothesis ROS production is reduced in p66Shc mutant
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Figure 1. Diagrammatic representation of the adaptor protein p66Shc. The collagen homology / _ \
domain 1 (CH1) contains three tyrosine residues (Tyr239, Tyr240, and Tyr317) important for 71 CO“CIUS'O"

- Collagen activated-DDR1 contributes to mitochondrial ROS production via phosphorylation of p66Shc
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125 tyrosine residues, indicating a novel molecular mechanism by which DDR1 promotes oxidative stress
DDR1 phosphorylates pGGShC in the mitochondria.
- The significance of the DDR1/p66Shc interaction reveals a newly discovered role of DDR1 in
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mitochondrial oxidative stress, a pathogenic factor in the development of kidney damage.
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kDa Figure 4. Wild-type and mutan_t p66Shc expression. A western blot analysis _of p66Shc expression shoyvs th_e strategy to prevent mtROS overproduction and to ameliorate kldney injury.
presence of wt p66Shc and triple mutant p66Shc (top). DDR1 expressed in all samples (middle). Vinculin
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