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Role of oxidative stress response in pancreatic diseases and therapeutic
application
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We assessed the effect of continuous Nrf2 activation due to the
pancreas-specific deletion of Keapl in a mouse model of pancreatic cancer. Pancreas-specific
expression of mutant Kras and p53 or Kras alone with conditional knockout of Keapl resulted in poor
weight gain after birth, leading to early death due to loss of pancreatic parenchyma. Additional
introduction of Nrf2+/- or Nrf2-/- background rescued this phenotype, suggesting dependence to Nrf2.
We observed no cancer promoting effect in KPC::Keapl CKO::Nrf2+/- mice. Pancreatic cancer cell
lines derived from these mice showed increased expression of Nrf2 target genes as well as decreased
expression of cytokeratin family genes, indicating possible reprogramming of cellular phenotype.
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