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Title of the project: Neural stem cells in Huntington disease and aging

Obijectives (up to 3 lines):

In a mouse model of Huntington disease (HD), the candidate will: i) evaluate the maintenance of stem cells
in the testis, skin and intestine; ii) determine whether proliferation and neural differentiation are affected and
iii) whether metformin can restore these effects.

Abstract (up to 10 lines):

Neurogenesis, the process by which new neurons are added from a resident pool of stem cells, is decreased
in Huntington disease (HD). HD is a genetic neurological disorder with autosomal dominant transmission of
the mutated huntingtin (HTT) gene. Onset of the disease occurs around 40 years old and is characterized by
a triad of motor, cognitive and psychiatric symptoms. The HD mutation consists of an abnormal expansion of
a CAG repeat, exceeding 35, in the HTT gene coding for a polymorphic polyglutamine (polyQ) stretch. Mutant
HTT (mHTT) is toxic for neurons. In HD, neurogenesis is decreased in the dentate gyrus of the hippocampus
in humans but also in the subventricular zone of rodents, impairing odor discrimination and memory. Our
previous data showed that mHTT accelerates aging, depleting the stem cell pool which impairs neurogenesis.
As mHTT is widely expressed throughout the organism, we speculate that other stem cell pools are affected.
Also, we hypothesize that treating HD mice with a senomorphic may restore neurogenesis.

Methods (up to 3 lines):

Western blot, cell culture, immunocytochemistry, histochemistry, flow cytometry, microscopy.
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Reqguested domains of expertise (up to 5 keywords):

Neuroscience, Cellular biology.




