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Title of the project:

Therapeutic approaches for RyR1-related myopathies

Objectives (up to 3 lines):

The project aims at a better understanding of the mechanism of action of antioxidant treatment in RyR1-RD myopathies

Abstract (up to 10 lines):

RyR1-related disorders (RyR1-RD) represent the most common congenital myopathies, with a severity ranging from
generalized muscle weakness to perinatal lethality, with a possible neurological involvement, and are due to mutations
in the RYR1 gene encoding the main intracellular calcium channel of skeletal muscle also expressed in some neurons.
Due to its large size, the huge number of mutations in the RYR1 gene and the restricted number of patients, therapeutic
approaches are limited up to now to physical therapy. Our group has produced and characterized a mouse model (so
called RyR1-Rec) in which a muscle specific reduction in the RyR1 expression induces the apparition of a progressive
myopathy mimicking the patients' disease. In preliminary experiments, we tested an antioxidant as a potential therapy
and observed a spectacular improvement of muscle strength in this mouse model. The project aims at a better
understanding of the mechanism of action of the antioxidant in our model, in order to further identify more efficient
therapeutic molecules that could be used as a treatment for RYR1-RD.

Methods (up to 3 lines):

In vivo animal experimentation, primary muscle cell culture, immuno-fluorescence, western blot,
immunoprecipitation , biochemical assays, functional assay (calcium imaging).
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Requested domains of expertise (up to 5 keywords):

Interest in cell biology and in deciphering physio-pathological mechanisms
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