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Host team
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Internship supervisors : DELOUS Marion, Team leader, marion.delous@inserm.fr

Project title : Deciphering the physiopathological mechanisms of microcephalic syndromes linked to
defective minor splicing

Project summary :

Splicing of pre-messenger RNAs is a crucial step in gene expression. For the majority of species, it is
ensured by two distinct machineries, the major and minor spliceosomes. In 2011, the GENDEV team
showed that mutations in U4atac, a specific component of the minor spliceosome that removes minor
introns in ~750 genes in the human genome, are responsible for the microcephalic dwarfism
syndrome, called Taybi-Linder (TALS). To understand the pathophysiological mechanisms underlying
this syndrome, the team has developed different zebrafish models (CRISPR/Cas9 induced “indel” or
“humanised” mutants). During his/her internship, the student will characterize the phenotype of the
zebrafish mutant lines, by analysing the global morphology and the behaviour of the larvae — in
response to different stimuli. At the cellular level, the student will study the brain morphology and
activity by performing confocal imaging.
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