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9 Parcours de M2 
(plusieurs parcours peuvent être choisis)

- Biologie moléculaire, cellulaire et fonctionnelle de l'hématopoïèse 	
Responsables: S. Giraudier, N. Dulphy, E. Lauret

- Biomolécules, biologie et pathologie moléculaires			 	X
Responsables: JM. Dupret, F. Rodrigues-Lima

- Biologie et développment cellulaires : contactez directement les responsables
Responsables: A. Guichet, A. Benmerah

- Inflammation et maladies inflammatoires	 					
Responsables: R. Monteiro, L. Mouthon, D.Ledoux

- Biothérapeutiques: Conception et applications				
Responsables: I. Garcia-Verdugo, JM. Sallenave

- Immunologie et Immunopathologies						X
Responsables: M. Viguier, E. Tartour

- Microbiologie											
Responsables: I. Martin-Verstraete, X. Nassif

- Virologie												X
Responsables: S. van der Werf, F. Rozenberg

- Microbiologie et génie biologique							
Responsables: O. Dussurget


Titre du sujet de recherche :

Finding a needle in a haystack: molecular mechanism of HIV detection by NONO-cGAS in the nucleus

Résumé du projet (environ une demi-page)

The ability of cells to detect viruses is essential for their survival. The cGAS-STING pathway has emerged in the recent years as the main pathway for sensing viral DNA in the cytosol, leading to activation of antiviral defenses. However, most DNA viruses and some RNA viruses enter the nucleus to replicate in cells. The immune sensors that detect viruses in the nucleus are largely unknown. The nucleus is so full of DNA and RNA already that finding a virus is like finding a needle in a haystack. Recent studies from our lab (Lahaye et al. Immunity 2013, Gentili et al. Science 2015, Silvin et al. Science Immunology 2017, Lahaye et al. Cell 2018, Gentili et al. Cell Reports 2019) have shown that human dendritic cells and macrophages can detect HIV in the nucleus. We discovered a 2-step mechanism to allow self/non-self discrimination in the nucleus. First, the capsid protein of the virus is detected by the nuclear protein NONO. Through an unknown mechanism, this allows cGAS to recognize the viral DNA and to trigger an antiviral immune response. However, how NONO and cGAS cooperate to find the virus and activate antiviral signaling is not known.

The goal of the M2 internship is to study how NONO-cGAS detect HIV at the biochemical level. The student will study: protein-protein interactions, localization and activity of cGAS. Techniques will span molecular cloning, transfection, immunoprecipitation, yeast two hybrid, recombinant protein production and purification and cGAS enzymatic assays. The student will be supervised by a permanent CNRS research in the team. The student will benefit from a highly cohesive and collaborative research team and interactions with the rich inter-disciplinary and international environment at Institut Curie, as well as leading-edge techniques and platforms. 
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Ce projet s’inscrit-il dans la perspective d’une thèse :
	oui  X 	non  

si oui type de financement prévu : Bourse ministérielle ou fondation

Ecole Doctorale de rattachement :	BioSPC

Acceptez-vous de diffuser l’offre en ligne sur notre site https://www.master-bmc-universite-paris.fr/	
	oui  X 	non  


Fiche à retourner par e-mail au Master (UFR des Sciences du Vivant, Université de Paris), 
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