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Trauma-induced endotheliopathy
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Effect of blood products on glycocalyx
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Tight junctions




Fibrinogen replacement
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Haemostatic surface




Endothelial thrombomodulin in health and trauma

WT-TM (encoded MT-TM (THBD
by THBD) Pro496Argfs*10)

Dr. J. Abu-Hanna

Patients with this truncating
TM variant bleed abnormally
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Endothelial thrombomodulin in health and trauma
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Endothelial thrombomodulin
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TM variant releases TM and has low surface levels

WT-TM ECFCs - MT-TM ECFCs




Simulating trauma conditions in vitro induces surface
TM shedding in WT-TM ECFCs

Hypothesis: Simulating trauma conditions heightens shedding of surface TM in WT-TM ECFCs

In vitro
“traumatisation”

Hypoperfusion Inflammation
due to blood loss 0.1 ng/ml TNFa
Hypoxia (1% O,) 0.1 ng/ml IL-6
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activation ®
1 nM adrenaline ¢ ® e
| @
® K o/ @



Simulating trauma conditions in vitro induces surface
TM shedding in WT-TM ECFCs
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In vitro traumatisation alters haemostatic potential
of WT-ECFC surface and its supernatant
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In vitro traumatisation alters haemostatic potential
of WT-ECFC surface and its supernatant

L1 sT™ Traumatisation:
* Increases TM shedding
pa "+ T Fibrinolysis y LOW Surface TM
m:ymaﬁc Fibrin * Greater fibrinolysis
ppppp AN * Greater clot formation

* Higher soluble TM:
* Slower clot lysis

WT-TM ECFCs



Trauma endothelial model under flow
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50 MM = Bleeding channel
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Untraumatised ECFCs

Traumatised ECFCs
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Untraumatised Traumatised

10 min 10 min

Haemostatid tPA-induced

lysis =~

Platelets
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Endothelial coagulation interface

= Traumatised WT-TM = Traumatised MT-TM
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Conclusions
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* Endothelial-coagulation
Interface should be viewed
as a continuum
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