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Figure 4. Apoptotic cells are frequently seen in SSc tissues.

(A) Representative multicolor immunofluorescence images
showing cleaved caspase-3 (cCasp-3) staining (green) in SSc and
control skin samples. (B and C) Proportions (B) and absolute
numbers (C) of cCasp-3* apoptotic cells in SSc (n = 35) and
control skin (7 = 10). (D) Proportions of apoptotic cells in SSc

(r = 35) and control skin (n = 10) accounted for by T cells (red),

B cells (purple), macrophages (yellow), and other cells (blue).
Data are presented as mean + SEM. **P < 0.01, ***P < 0.001 by
Mann-Whitney U test.

Maehara et al. J Clin Invest 2020

A
&

ADN libre

>
™

® w

E =

2 p<0.0001 % 8 p<0.0001

a2 g A

@ @ e
Y .. @
8 ®e = B 8 ®e

e 4 e o @ 44 <
- e s

% 2 o © % 24 © .

E . . g L . .
g 0 v , ;sr 0 . ;
> >
2 o“o @00 £ ‘so *0\00
< o°°o>>‘ ° N

& &

Ryu et al. Arthritis & Rheumatol 2020

4\ Efferocytose
A

\

poptose

R

\ Inflammation

Défaut d’Efferocytose
macrophagique au cours :

Lupus Erythémateux systémique

Janko C et al. Autoimmun Rev 2008

Gougerot-Sjogren
Manoussakis et al. Plos One 2014

Vascularites a ANCA anti-PR3
Millet et al. J Clin Invest 2015

Sclérodermie systémique

Ballerie et al. Immunol and Cell biol 2018
Financement GFRS 2016




Introduction

Défaut d’Efferocytose
macrophagique au cours :

Efferocytose

Apoptose

r

Auto-immunité E E I

Necrose?
ADN Iibrj%

Lupus Erythémateux systémique
Janko C et al. Autoimmun Rev 2008

Graphic courtesy of OSHA

Gougerot-Sjogren
Manoussakis et al. Plos One 2014

Vascularites a ANCA anti-PR3
Millet et al. J Clin Invest 2015

\‘ Inflammation

Sclérodermie systémique

Ballerie et al. Immunol and Cell biol 2018
Financement GFRS 2016




Introduction

Y-27632 :
ROCK inhibitor

Restored
Efferocytosis

RhoA/ROCK |
Activation

Induction of a

Pro-inflammatory
M1-like

phenotype

In vitro :

1-I'inhibition de la voie RhoA/ROCK permet
de limiter les effets de la silice cristalline

2-La silice induit un profile de polarisation M1

Lescoat & Ballerie et al. Front Immunol 2020

Grl-Bv421

La silice cristalline altere I'efferocytose in vivo

P

Sioz,_

Inhalation of particles

o
{ >

Fluorescent CFSE+
Apoptotic Jurkat cells

-

(=]

o
J

Neutrophil cells
Gr1hieh CD11bPieh

Alveolar

Macrophages

Efferocytosls Index
(]

CD11b-PE-Cy7 0



Introduction

Clin Exp Immunol 2003;131:415-421

Silica accelerated systemic autoimmune disease in lupus-prone
New Zealand mixed mice

J.M. BROWN=* A_J ARCHER*, J. C. PFAU* & A, HOLIAN* *Center for Environmental Health Sciences, Department of
Pharmaceutical Sciences, The University of Montana, Missoula, US
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