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CALL FOR A POST-DOCTORAL FELLOW IN ACUTE
MYELOID LEUKEMIA RESEARCH

Project title: In vivo humanized bone marrow functional screening to identify microenvironment-related
therapeutic targets in Acute Myeloid Leukemia (AML).

Host team and institute: INSERM U944 - Institut de Recherche Saint-Louis — Genomes and Cell Biology of
Diseases.
Websites: https://gencelldis.fr/, https://irsl.univ-paris-diderot.fr/ , http://www.jeanbernard.univ-paris-

diderot.fr/fr/

Address: Centre Jean Bernard — Hbpital Saint-Louis - 16, rue de la grange aux belles, 75010, Paris.

Saint-Louis Research Institute was initially created in 1958 by Jean Bernard and Jean Dausset (Nobel Price),
aiming to achieve excellence in both research and teaching, in the fields of hematology, oncology, cell biology,
immunology, virology, genetics and therapeutic biotechnologies. Our research institute is located in the center
of Paris within the Saint-Louis campus, and thus benefits from a close relationship and collaboration with Saint-
Louis hospital. The institute is affiliated to the doctoral school of “Hematology, Oncology & Biotherapies” and
hosts the “European School of Hematology”, thus participating to the training of over 2000 researchers and
clinicians every year. Since 2020, Saint-Louis Research Institute is also the home of the ambitious “National
Leukemia Institute THEMA”, which seeks to develop public-private partnerships to cure leukemia in 10 years.

Our research unit (UMR U944: genomes, cellular biology & therapeutics), has an internationally recognized
research program with world-renowned leukemia researchers, such as Jean Soulier, Hugues de Thé and
Alexandre Puissant. Consequently, intellectual interactions among our department members are fostered by a
number of weekly research seminars. Our research unit is now composed of 6 research groups whose research
encompasses a broad spectrum of fields, including basic virology, cell biology, cancer genomics, cancer biology
and leukemia research, yeast biology, functional studies of post-translational modifications and chromosome
biology. Most of the studies carried out by our team bridge several of those fields and have implications in
translational research, together with the clinical groups of Saint-Louis hospital. The team works in close
partnership with Saint-Louis Hospital Clinical Investigations Center (INSERM-CIC 1427) to accelerate the
clinical translation of our lab discoveries.

Our team benefits from a large dedicated laboratory bench space, with adjacent office space. Saint-Louis
Research Institute also benefits from a privileged access to a large variety of institutional core facilities,
including a fully equipped animal facility offering excellent technical support and all the necessary equipment
(Visualsonics Vevo 770 ultrasound, Caliper Xenogen IVIS Spectrum systems for optical imaging, MS9 (Melet
Schlosing Laboratories) for blood count, mice irradiator), a Fluorescence Activated Cell Sorting and flow
cytometry facility, a sequencing facility (MiSeq, HiSeq and NextSeq), and an imaging facility (Confocal, Bi-Photon
and Light Microscopy).
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Available position: An EHA funded two-years post-doctoral position (possible extension of three extra
years) will be opened in March 2021 in a young dynamic team led by Dr Lina BENAIJIBA, a physician-scientist
focusing on target identification and drug discovery in Acute Myeloid Leukemia.

We are looking for a highly motivated and dynamic fellow wishing to complete his post-doctoral training in a
young and international team, hosted by an internationally renowned INSERM Unit. The candidate must
appreciate teamwork and have good interpersonal skills, be rigorous in his/her work and have good
organizational skills. Experience in molecular/cellular biology and murine models is required. Experience in in
vivo imaging would be an asset. Applicants should hold a PhD degree in Biochemistry/Cellular
Biology/Molecular Biology/Oncology/Hematology or related disciplines (or have recently submitted their
thesis with scheduled defense) and have published (or about to publish) in a peer reviewed journal.

Project description: Despite the significant progress made in understanding Acute Myeloid Leukemia (AML)
pathogenesis over the last decades, our clinical progress in treating this disease has lagged behind. Developing
new translational research strategies focused on the identification of druggable oncogenic targets is critical to
pave the road for successful AML treatment. Leukemia development and chemoresistance are complex
processes that do not depend only on the intrinsic accumulation of genetic alterations in hematopoietic
progenitor cells. Recent findings have demonstrated the key role of the bone marrow (BM) niche in sustaining
AML and regulating drug resistance. Concomitant “seed” and “soil” targeting may thus eradicate AML leukemic
stem cells and improve patient’s survival.

The goal of the proposed work is to define and validate novel niche-leukemic crosstalk-induced
dependencies using high-throughput functional screening methods. Driven in large part by
therapeutic considerations, our team developed a physiologically-relevant in vivo model: an
ectopic humanized BM-AML organoid specifically engineered for large scale target discovery.

The first part of this proposal will combine powerful large scale in vivo functional screening approaches within
this innovative AML model, aiming to discover novel therapeutic gene candidates. We will then aim %@k
at validating the identified targets and conduct the necessary steps towards translating our findings “’\ )*”/’
to clinic, including identification of novel biomarkers of response to treatments and synergy {
studies. Finally, we will shed light on the mechanistic underpinnings of the BM-leukemia crosstalk
using transcriptomic-, epigenomic- and microscopy-based approaches. /n vitro co-culture systems
of fluorescently labeled niche and leukemia cells, combined to RNA-interference screening will be
used to decipher pathways involved in communications between leukemia and stroma.

Overall, the proposed research project provides a framework for defining and understanding AML
microenvironment-related specific dependencies, and a path towards the discovery and preclinical validation of
promising therapeutic targets in AML. Our discoveries may therefore contribute to novel and more efficacious
treatments for this highly aggressive and lethal disease.

Key words: large-scale shRNA screen, humanized mouse model, omics (genomics, transcriptomics,
epigenomics), in vivo imaging, acute myeloid leukemia, bone marrow, microenvironment, tumor-stroma
crosstalk, therapeutic targets.
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Application & Contact: Applications must be sent to lina.benajiba@inserm.fr as a single PDF file including:
- Cover letter explaining the candidate’s interest in joining the lab and his/her future career development
expectations (max 1 page)
- Curriculum Vitae including academic track, main technical skills, main past achievements and scientific
productions
- Contact details of three past supervisors who can be contacted for recommendation letters
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