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Title of the project: Structural analysis of a chromatin modifying complex

Obijectives (up to 3 lines):

To biochemically and biophysically characterize a sub-complex of the Non-Specific Lethal complex
(NSL). This stable sub-complex consists of three subunits (KANSL3, MCRS1 and KANSL2).
To optimize the existing purification protocol of the complex and initiate its structural analysis.

Abstract (up to 10 lines):

The Non-Specific Lethal (NSL) complex is chromatin modifying assembly, that acetylates histone
H4 resulting in chromatin decompaction. It is a global transcription regulator involved in embryonic
stem cell pluripotency and DNA repair control. Its misregulation results in cancer, intellectual
disability and developmental disorders. The molecular architecture of the NSL complex and the
mechanism by which it regulates transcription remains unknown. The aim of our project is to
structurally characterise the NSL complex. We have recently identified a stable sub-complex
consisting of three subunits that is suitable for structural analysis. The Master student will work
together with a postdoctoral fellow to biochemically, biophysically and structurally characterize this
sub-complex. To understand the function of these three subunits, the hypotheses based upon this
structural work will then be tested using transgenic animal models.

Methods (up to 3 lines):

Molecular cloning, protein production (bacteria, insect cells) and purification, biophysical analysis
of protein complexes (ITC, MALLS, AUC), X-ray crystallography
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Requested domains of expertise (up to 5 keywords):

chromatin, epigenetics, cancer, protein complex, X-ray crystallography



