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Title of the project:

Structural and functional specificities of HSulf isoforms
Objectives (up to 3 lines):

HSulf1l and HSulf2 are two sulfatases, which display the same enzyme activity in vitro, but antagonist
functions in vivo during tumor progression. The aim of the project is to study and compare the structural and
enzymatic features of these tow isoforms.

Abstract (up to 10 lines):

Heparan sulfate (HS) are complex polysaccharides of the Glycosaminoglycan (GAG) family, that bind
through specific saccharide motifs to a wide array of proteins. Assembly of such functional motifs is tightly
controlled during biosynthesis of the polysaccharide, and by the post-synthesis action of extracellular
sulfatases termed Sulfs. These enzymes are therefore implicated in many physiopathological processes,
including cancer. Surprisingly, the 2 human isoforms HSulf-1 and Hsulf-2 display antagonist activities in the
control of tumor growth. Clarifying the underlying mechanisms is thus crucial for better understanding this
major regulation system of HS activities, and for the design of new anti-tumoral strategies targeting the
Sulfs. In this context, this project aims at studying the dynamic, structural and functional features of Sulf
isoform to identify isoform specificities.

Methods (up to 3 lines):

Enzymes will be expressed recombinantly in mammalian cells, and purified by chromatography techniques.
Characterization will involve biochemical enzyme assays, binding experiments (SPR, FACS..) and
biophysical approaches (SEC-MALS, crystallogenesis asssays...).
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Reguested domains of expertise (up to 5 keywords):

Protein expression — site directed mutagenesis — protein purification — enzyme assay




