UNIVERSITE
LIBRE
DE BRUXELLES

Emerence Crompot, Michaél Van Damme, Hugues Duuvillier, Karlien Pieters, Nathalie institut Jules Bordet
Meuleman, Dominique Bron, Philippe Mineur, Laurence Lagneaux, Basile Stamatopoulos

fnis

Y -\._-. -\.\_

Laboratory of Clinical Cell Therapy (LTCC)
ULB - Jules Bordet Institute, Brussels, Belgium

Introduction

Chronic Lymphocytic Leukemia (CLL) is a malighant disease with a variable progression; survival after diagnosis can range from months to
decades. Currently, CLL remains incurable, and there is a need for earlier prediction of patient outcomes. The interaction between the
microenvironment, notably composed of Bone Marrow Mesenchymal Stromal Cells (BM-MSC), and leukemic cells plays an important role
in promoting the increased survival of leukemic B cells. Extracellular vesicles (EVs) produced by leukemic cells and the microenvironment
may be implicated in these interactions. EVs, including microparticles and exosomes, are small plasma membrane fragments with sizes
ranging from 0.01 to 1um, and contain products specific to the original cell, such as microRNA, mRNA and proteins. EVs are expelled by
stimulated cells or after stress sighals and can deliver their content to the target cell. It has been shown that these vesicles have many
implications in biological processes such as intercellular communication, coagulation activity, immunosuppression, and tumor growth. Our
objectives are first to confirm the uptake of EVs in CLL B-cells and to assess their role in the cross-talk between malignhant cells and their
microenvironment.
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Addition of different concentrations of EVs showed an increased
survival of CLL B-cells (A). This protective effect is due to a

decrease of apoptosis (B). Mean decrease of 9.9% of apoptotic
cells, n=18, p=0.007.

during 24h to CLL B-cells and analysis of apoptosis in CLL cells
was assessed by flow cytometry using Annexin/7AAD staining
(2). Finally, we studied the effect of EVS on the proliferation of
CLL B-cells by CFSE (Carboxyfluorescein succinimidyl ester)
staining (3).
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Proliferation of CLL B-cells was
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EVS on CLL B-cells induced
proliferation. This modification is
dose-dependent (not shown).
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We showed that EVs from BM-MSC protect CLL B-cells from
apoptosis and increase their proliferation. It highlighted the
importance of microenvironment and EVs in the context of CLL
progression. This study will help to understand EVs role in the
interactions between leukemic cells and microenvironment for

better understanding of disease physiopathology but also to find
new treatment targets for CLL patients.
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