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PhD topic:

Pre-mRNA processing factor 31 (PRPF31l) 1is a ubiquitous protein, needed for the
assembly of the pre-mRNA splicing machinery. It has been shown that mutations in this
gene cause autosomal dominant retinitis pigmentosa, known as RP11. The disease 1is
characterised by loss of vision due to rod-cell degeneration. Interestingly, mutations
in this wubiquitously expressed gene do not lead to phenotypes other than retinal
malfunction. The main focus of the PhD was characterisation of a PRPF31 knock-in mouse
model. In this model, mutant animals carried a point mutation (A216P), which has been
previously identified in RP11 patients. Evidence of disease phenotype of the KI mouse
retina was monitored by electroretinography (ERG), histology of the retina and
apoptotic assays on the retinal sections. Results from this study suggest that there
might be a late onset retinal degeneration starting at 12 months. Additionally, it has
been proven that the A216P mutation in mouse Prpf3l protein affects its function
severely, since this mutation in homozygous state was found to be lethal. Furthermore,
this PhD includes generation and characterisation of an N-terminal PRPF31 antibody,
which was subsequently used for the detection of truncated mutant proteins in RP11
patients’ cell lines.
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