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Thrombo-inflammation veineuse :

Importance du phenotype cellulaire




Venous thromboembolism — Major public health issue

Thrombosis rate

Time

Incidence rate: | to 2/ 1000-
person years

In hospital cost: 240 Millions
Euros/y in France

Unprovoked venous thromboembolism
(VTE)

Recurrence rate: 5% to 40% at 5 years

£

Post-thrombotic and post-PE syndrome




Thrombosis and inflammation

Marion Pilard, Estelle Ollivier, et al. Frontiers in CV April 2022.



Endothelial phenotype in VTE
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Thromboinflammation — Endothelial dysfunction

Welsh JD et al. J Clin Invest 2019; 129(12):5489-5500.



Endothelial response to inflammation
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Marion Pilard, Estelle Ollivier, et al. Frontiers in CV April 2022.



Extracellular ATP in VTE
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Extracellular ATP signaling
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Role of extracellular ATP and P2X7R in VTE

P2X7+*

Ollivier et al. Unpublished data.
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Role of extracellular ATP and P2X7R in VTE
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Role of extracellular ATP and P2X7R in VTE
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Ollivier et al. Unpublished data.



Role of extracellular ATP and P2X7R in VTE
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Endothelial contribution to VTE resolution

NLRP3 inflammasome activation and
downstream thromboinflammatory effects
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Importance of endothelial phenotype in VTE resolution
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Importance of endothelial phenotype in VTE resolution
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Importance of endothelial phenotype in VTE resolution

Sham SM22A gene expression
| 0.39 :
| |
0.15 1
10.04 '
' 0.19 '

Treatment

CD31 DAPI

== TubA

p
/ == \eh

SMA22 mRNA expression (% Endothelium Area)

Vehicle Day 21 Tubstatin A Day 21

Days Post Thrombosis

Pilard et al. Unpublished data.



Venous thromboembolism — Monocytes
g

Continuum of leukocyte activities in thrombus formation and resolution
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Contribution of monocytes to thrombus formation
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Contribution of monocytes to thrombus formation and resolution
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Contribution of monocytes to thrombus formation and resolution
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Contribution of neutrophils to thrombus resolution

Human study design
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Contribution of neutrophils to thrombus resolution

Thrombus neutrophil
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Dynamic of venous thromboembolism
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Venous thromboembolism recurrence
1 I

PADIS-PE clinical study — Pr Francis Couturaud
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Couturaud et al. JAMA 2015 2015 Jul 7;314(1):31-40.



Venous thromboembolism recurrence

ROC curve of TGFB1 and Recurrence

100- 60.9, _ L Limzzl,
(B) 0.90-
p=0.01
68.8 66.3
0.75-
=
200+ ®
= !
(4]
E E 0.50
L o E
E o
1001 g 1453
-
0257 4 AUC =0.68
. 0.10-
0+ - -
RPVO<5 RPVO25 =
RPVO 00

00 01 02 03 04 05 06 07 08 08 10

1 - Specificity
Marc Danguy des Déserts ] Thromb Thrombolysis 2025.



Inflammation and thrombosis : conclusion
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