Séminaire externe
"microRNAs and Nrf2/heme oxygenase-1 system
in renal injury ."
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idney fibrosis is a key determinant of the progression of renal diseases and its development involves many molecular
mediators including microRNAs (miRNAs). Recent studies
showed that induction of heme oxygenase-1 (HO-1), enzyme with anti
-oxidant and anti-inflammatory functions might be protective in
acute and chronic renal insults. Therefore, we analyzed the direct
consequence of both HO-1 overexpression as well as lack of HO-1 for
the fibrosis development. Our in vitro and in vivo experiments, in a model of ochratoxin A (OTA)–induced fibrosis as well as in cyclosporine A (CsA)-mediated
nephropathy indicate that disturbances in not only HO-1, but also in the activity
and expression of NF-E2-related factor-2 (Nrf2), the transcription factor regulating
the anti-oxidant and inflammatory response contributes to fibrosis development.
Significantly, we also found that alterations in the level of microRNAs processing
enzymes, microRNA content and in the expression of specific microRNAs are important mechanisms responsible for kidney fibrosis. Understanding the regulation
of miRNAs expression during renal fibrosis may not only deepen our knowledge of
the pathogenesis of this frequent phenomenon, but also may be a new target for
therapeutic interventions.
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