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Description of the PhD thesis project

Splice factor mutations are recurrently found in many cancers including hematological malignancies
and uveal melanoma. SF3B1, SRSF2, ZRSR2 and U2AF35 are the most frequent spliceosome
genes with mutually exclusive mutations in malignancies. Interestingly, each of these mutations is
associated with a distinct splice pattern.

In order to determine the impact of recurrent splice factor mutations in oncogenesis, we hypothesize
that oncogenic impact of these mutations is mediated by a set of genes shared by the different splice
patterns.

We will explore the common transcripts or pathways affected by splice aberrations of the different
splice factor mutations. We will investigate whether the splice aberration of the common genes
impacts the total mMRNA, and its consequences at protein level. Several splice inhibitors are under
development for preclinical assessment. We will evaluate whether such inhibitors can restore the
regular splice pattern arguing the clinical benefit of these splice modulators in tumors with splice
factor mutations.


https://siric.institut-curie.org/program/emerging-team-uveal-melanoma?_ga=1.148978806.1913126590.1464702422
https://science.institut-curie.org/research/translational-research
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International, interdisciplinary & intersectoral aspects of the project

Our translational group benefits from close interactions with Novartis Institutes for BioMedical
Research (Cambridge, USA) and is a part of the European consortium H2020 UM Cure. We also
benefit from collaboration with ABIVAX, a pioneering biotech company that developed a generation
of a chemical library of more than 1,000 small molecules targeting RNA splicing. In the framework
of this collaboration, we interact with J. Tazi as mentor and consulting expert for evaluating the
translational and industrial opportunities. Our group, composed of clinical research fellows and
biologists, conducts a highly interdisciplinary research focusing on basic and translational research
to develop novel therapeutic strategies for uveal melanoma.
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Expected profile of the candidate

We invite applications from highly motivated and outstanding students, mostly with a background in
one of the following areas: cell biology, molecular biology, cancer biology and signaling pathways.
Students with different background training, such as biochemistry, pharmaceutical sciences,
medicine, as well as other life sciences are also welcome to apply. Applicants should have a strong
desire to explore cell biological phenomena, and should show solid capacity for independent and
creative thinking.



