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Mesenchymal stromal cells — immunomodulation
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Bone marrow niche — leukemic micro-environment
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MSC senescence in the leukemic micro-environment

Acute myeloid leukemia induces protumoral
p16INK4a-driven senescence in the bone

marrow microenvironment .
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MSC senescence
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Work hypothesis - objective

BM-MSC senescence

—

Relapse ( 3 GvHD

: Bone marrow MSCs Senescence could be involved

.~ in the occurrence of relapse or in the modulation of

. alloreactivity (GVHD) in patients receiving HSC
transplantation for hematologic malignancies
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Work hypothesis - objectif

BM_MSC Senescence -----------------------------------------------------------------------------------------------
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Experimental design
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Experimental design

MSC of patient cohort before and after HSC transplantion
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Percentage of samples that
allowed MSC isolation
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Methodology

/" ISCT (Criteria)

1- Plastic adhesion, 2-
(CD73+, CD90+, CD105+,
CD44+, CD34-, CDA45-,
HLADR-)

-

Proliferation
Clonogenicity

~

11



Methodology

-

ISCT (Criteria) N (O - )
Proliferation
Clonogenicity
[
s
e u.*.-‘b 4
\ e ” /
~
1- Plastic adhesion, 2- Fluorescence
(CD73+, CD90+, CD105+, Microscopy
CD44+, CD34-, CD45-, (p16, p21,
HLADR-) H2AX, HMGB1)
/

CD157,
CD146, CD140b, CD200,
CD264

Y )

/m-/AY (FCM)

Specific cell surface proteins :

\

Secreted components of the
SASP: IL-1a, IL-6, MMP-3,

CCL20, CXCL14)

)6 0
5
(- (CBA,

Qo
(N

MMP-9, CCXL-1, CXCL-10,

ELISA)

-

Senescence/
Proliferation

Xgal- sénescence

EdU Proliferation

12



Methodology
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BM-MSC Proliferation

High : DT > 4, medium : DT >7, low : DT > 13

Proliferation capacity related to time
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[ Alteration on cell proliferation ]
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BM-MSC Proliferation

High : DT > 4, medium : DT >7, low : DT > 13

Proliferation capacity related to time
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BM-MSC Senescence — time after HSCT
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BM-MSC Senescence — time HSCT
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BM-MSC Senescence — time HSCT
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Pre-transplant BM-MSC Senescence — patients outcome
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BM-derived MSCs’ senescence correlates with CXCL14

and BM Tcell infiltration

Correlation between MSC’s senescence Correlation between BM concentration in CXCL14
and BM concentration in CXCL14 and BM infiltration by T cells
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Pre-transplant BM-MSC immunomodulation
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Pre-transplant BM-MSC metabolism
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Pre-transplant BM-MSC mitochondrial transfer to Tcells
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Pre-transplant BM-MSC mitochondrial transfer to Tcells
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Pre-transplant BM-MSC mitochondrial transfer to Tcells
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Summary (1)
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Summary (2)
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Summary (3)
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Summary (4)
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