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Description of the PhD thesis project 
 
BAP1 is a tumor suppressor found inactivated in a variety of cancers including uveal melanomas 
where its loss correlates with a highly metastatic behavior. At the functional level BAP1 is a nuclear 
deubiquitinase, which regulates the ubiquitination of various proteins including histone H2A. Its 
ortholog in Drosophila is part of a complex described as a component of the Polycomb machinery 
and therefore proposed to be involved in transcriptional repression.  
 
Our ongoing study revealed a distinct role for BAP1 in mammals, whether its function relies on its 
chromatin modifying activity remains elusive. 
 
The PhD student will investigate how BAP1 regulates transcription and in particular determine 
whether this effect is mediated by the regulation of histone H2A ubiquitination or involves other 
substrates. He/She will then determine how this result could explain the contribution of BAP1 deletion 
to uveal melanomas progression. In parallel, the student will take advantage of genetic screens to 
identify genes and pathways that become essential when BAP1 is mutated. The ultimate goal is to 
identify potential therapeutic strategy to treat BAP1-deficient malignancies. 
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International, interdisciplinary & intersectoral aspects of the project 
 
Considering the broad range of skills covered by the PhD project, the student will benefit from 
mentoring by an international advisor for the more fundamental part and by an advisor with a strong 
background in translational research. The PhD project involves both wet-lab and computing. 
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Expected profile of the candidate 
 
Applicants should have a strong interest to explore the mechanisms of transcriptional regulation and 
their involvement in cancer. Background in chromatin biology and cancer research is strongly 
recommended. Previous experience with genome editing/genetic screen would be a plus. The 
project relies heavily on bioinformatics, the applicant should either have some training or be willing 
to acquire this expertise. 
 


