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- Biologie moléculaire, cellulaire et fonctionnelle de l'hématopoïèse 
x
Responsables: S. Giraudier, N. Dulphy, E. Lauret
- Biomolécules, biologie et pathologie moléculaires
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Responsables: JM. Dupret, F. Rodrigues-Lima
- Biologie et développment cellulaires : contactez directement les responsables
Responsables: A. Guichet, A. Benmerah
- Inflammation et maladies inflammatoires
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Responsables: R. Monteiro, L. Mouthon
- Biothérapeutiques: Conception et applications
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Responsables: I. Garcia-Verdugo, JM. Sallenave
- Immunologie et Immunopathologies
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Responsables: M. Viguier, E. Tartour
- Microbiologie
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Responsables: I. Martin-Verstraete, X. Nassif
- Virologie
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Responsables: S. van der Werf, F. Rozenberg
- Microbiologie et génie biologique
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Responsables: O. Dussurget
Titre du sujet de recherche :
Roles of the FOXP1 transcription factor in the development of normal and leukemic myeloid progenitors
Résumé du projet (environ une demi-page)
FOXP1, originally discovered in B lymphomas, belongs to the Forkhead Factor (Fkh) superfamily, many members of which contribute to the development of various cell types. FOXP1 regulates the self-renewal of embryonic stem cells. Its constitutive deletion is lethal in mice by abnormalities in cardiac development; its inducible deletion reveals that FOXP1 regulates the development of B and T lymphocytes. However, the activities of FOXP1 in CSPH and AML are as yet unexplored. We have established that FOXP1 participates in the maintenance of CSPH and in the growth of acute myeloid leukemia (AML) in humans (Naudin et al, Blood 2017) through the regulation of their oxidative stress (Oussous et al., in preparation).

The Master's 2 work that we are proposing is part of the general study of the role of FOXP1 in hematopoiesis and myeloid leukemogenesis. For this purpose, we have Foxp1f/f mice that we crossed with the Vav-iCRE mice to generate animals characterized by a invalidation of the Foxp1 gene in CSPH and therefore hematopoiesis. Our first results show that the hematopoiesis of these mice is disturbed with an expansion of the multipotent myeloid progenitors at the expense of the number of hematopoietic stem cells, leading to a reduction in the potential for hematopoietic reconstitution. In addition, aged mice display a leukemic phenotype. We propose here to analyze the leukemogenic properties of FOXP1 in vivo and in vitro. For this, we will transform the FOXP1fl/fl ;Vav-iCRE mouse CSPHs with the oncogenes MLL-ENL, MLL-AF9 and FLT3-ITD. We will perform methylcellulose cultures of these cells to assess their growth potential in vitro in response to the absence of FOXP1. We will also inject these cells into syngeneic mice to assess the impact of FOXP1 on tumor growth in vivo.
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Catelain C, Michelet F, Hattabi A, Poirault-Chassac S, Kortulewski T, Tronik-Le Roux D, Vainchenker W, Lauret E. The Notch Delta-4 ligand helps to maintain the quiescence and the short-term reconstitutive potential of haematopoietic progenitor cells through activation of a key gene network. Stem Cell Res. 2014 Nov;13(3 Pt A):431-41.

Naudin C, Hattabi A, Michelet F, Miri-Nezhad A, Benyoucef A, Pflumio F, Guillonneau F, Fichelson S, Vigon I, Dusanter-Fourt I, Lauret E. PUMILIO/FOXP1 signaling drives expansion of hematopoietic stem/progenitor and leukemia cells. Blood. 2017 May 4;129(18):2493-2506.
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