We seek to fill a PhD position:
A zebrafish model of Autosomal Recessive Cerebellar Ataxia 2 for drug discovery and phenotypic prediction.
3-year position, to be filled by December 2022.
The student will join our group studying the neural basis of behaviour in larval zebrafish at the MeLiS Unit of the Institut
NeuroMyoGene in Lyon, France. We combine genetic approaches, quantitative behavioural assays, and neural circuit
imaging approaches to uncover the mechanisms underlying behaviour and its plasticity in the brian, and how these
processes go awry in the context of disease. The student will work on the ANR-funded project (TREATCOQ), which is a
collaboration with the Puccio Group in the PGNM Unit of the Institut NeuroMyoGene.
Autosomal-recessive cerebellar ataxia (ARCA) is a heterogeneous group of >100 rare degenerative and metabolic genetic
diseases that share the common hallmark of progressive damage of the cerebellum and associated tracts. COQ8A-ataxia
(ARCA2), characterized by slowly progressive cerebellar ataxia, combined with variable features including developmental
delay, cognitive impairment, epilepsy, dystonia and myopathic features, is due to loss of function mutations in
ADCK3/COQ8A. Currently, no viable treatments exist for ARCA2 patients.
The aims of this project are:
1) To characterize a new zebrafish model of ARCA2 using Cas9-targeted mutagenesis, behavioural assays,
neuroanatomical phenotyping, and functional imaging.
2) To develop high-throughput screens to identify small molecules that are able to rescue disease-associated phenotypes,
with the hope of discovering novel therapeutic candidates to test in mammalian models.
3) To use genetic approaches to recapitulate patient-specific mutations in order to attempt to uncover a logical mapping
between genotype and disease phenotype to aid in disease prognosis and individualized treatment.
Candidates are expected to have a background in neuroscience or molecular biology, though alternative backgrounds will
be considered. Familiarity with Python and/or other data analysis approaches, and a desire to develop novel assays and
analyses are highly valued. Fluency in English is mandatory, French is not. Application should be sent to
owen.randlett@univ-lyon1.fr with the subject line: “PhD-treatcoq”, including a CV, a 1-page motivation letter detailing why
you are interested and a good fit for this project and our team, and arrange for 3 letters of reference to be sent directly.
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