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A. Personal Statement

| am a Research Director (Principal investigator) at the French Centre National de la Recherche Scientifique
(CNRS), and my research is focused on the regulation of gene expression, epigenetics and more recently non-
coding RNA. | graduated from the University of Glasgow with a PhD in 1985 and joined the group of Dr Pierre
Chambon in Strasbourg as a post-doc to study gene regulation using the SV40 enhancer as a model system. |
was recruited as a CNRS staff scientist in 1988, and became an independent group leader in 1992. In 1994 the
laboratory moved from the medical faculty building in downtown Strasbourg to the new Institut de Génétique et
de Biologie Moléculaire et Cellulaire (IGBMC) in lllkirch. | have been a group leader there until the present day.

B. Positions, Scientific Appointments, and Honors
Positions and Scientific Appointments

Research assistant. German Cancer Research Center (DKFZ) Heidelberg

Germany (Professor Gerhard Sauer). 1980-1981.
Post-graduate student. Medical Research Council Virology Unit Glasgow

UK (Professor John H. Subak-Sharpe). 1981-1985.
Post-doctoral fellow. Laboratoire de Génétique Moléculaire des Eucaryotes

Strasbourg (Professor Pierre Chambon). 1985-1988.
Staff scientist (CR1 CNRS). Laboratoire de

Génétique Moléculaire des Eucaryotes/IGBMC 1988

CNRS staff scientist: Chargé de Recherche 1. 1988-1997
CNRS staff scientist: Directeur de Recherche 2. 1997-2006
CNRS staff scientist: Directeur de Recherche 1 2006-2017
CNRS staff scientist: Directeur de Recherche CE1 2017-
Honors

Grand Prix Alexandre Joannides of the French Academy of Science, 2014.

C. Contributions to Science

For the past 30 years, | have studied the molecular mechanisms regulating gene expression. As a post-doctoral
researcher, | characterized cell specific protein binding to the Simian virus 40 enhancer demonstrating its intricate and
complex organization including the relationship of the TEAD and AP1 binding sites, that since became a paradigm for the



function of these factors. | purified the TEAD1 protein from Hela cell nuclear extracts and cloned the corresponding gene.
The first project | undertook as an independent group leader was a structure-function analyses of this factor to define its
DNA binding and transactivation domains. Several years later, we were the first to clone the remaining members of the
TEAD family. More than 20 years later we returned to the study of TEAD factors defining their role in muscle differentiation
and regeneration.

My group then worked for more than 25 years on the structure and function of the mammalian general transcription
factor TFIID, its TATA-binding protein (TBP) subunit as well as male germ cell expressed paralogs of TFIID subunits such as
TBP-related factor 2 (TRF2) or TAF7L. We published more than 50 papers on these subjects.

In 2008, the major focus of the group moved from the study of TFIID to investigating regulation of gene expression
and epigenetics in melanoma. We studied the role of the TIFla (TRIM24)-related subfamily of tripartite-motif containing
proteins in hepatocellular carcinoma and transcription factors MITF and SOX10 in melanoma. We defined how MITF and
SOX10 regulate melanoma cell proliferation, identifying their target genes including long non-coding RNAs (IncRNAs) that
are now a major focus of attention, and used mass-spectrometry to identify their potential co-factors. Amongst these co-
factors, we studied the chromatin remodeling complexes SWI/SNF, NuRF and NuRD. We defined the role of SWI/SNF in
human melanoma cells showing how it is recruited by MITF and/or SOX10 to cis-regulatory elements driving expression
of genes involved in melanoma cell proliferation. We defined the role of NuRF in human melanoma cells and in the mouse
melanocyte lineage in vivo where we identified its critical role in reactivation of the melanocyte gene expression program
in adult melanocyte stem cells during anagen phase. We further defined the critical roles of SWI/SNF and NuRF as MITF
and SOX10 co-factors in mouse melanoma in vivo. Through investigating the CHD4 subunit of the NuRD complex
melanoma, we defined a novel mechanism by which citrullination regulates glycolysis in a variety of cancer cells and we
identified a novel IncRNA LENOX regulating oxidative phosphorylation specifically in melanoma.

We focus our current research on understanding the functions of IncRNAs in melanoma. The highly tumour-specific
expression of these IncRNAs makes them attractive therapeutic targets in cancer. Consequently, we turned also to
translational research in collaboration with the technology transfer unit SATT to develop anti-sense oligonucleotides (ASO)
to target selected IncRNAs as novel therapeutic options in melanoma. Our future research aims to bridge the gap between
the molecular and functional characterization of IncRNAs and translational research to assess their potential as
therapeutic targets.
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