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Coagulation Cascade Targets in Cardiovascular Diseases
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Antiphospholipid Antibodies (aPL) activate the TF Complex

Antiphospholipid antibodies (aPL)

develop in viral infections and
autoimmune diseases

diagnostic reactivity with cardiolipin
cross-reactivity with plasma proteins
(B2GPI, prothrombin, PS)

cause venous and arterial thrombosis
and pregnancy complications
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m— aPL activate TF-thrombin-PAR
signaling to cause

complement-dependent
upregulation of inflammation
(TNF) and coagulation (TF)
endosomal ROS production
type | interferon induction



aPL directly bind to EPCR for endosomal Trafficking
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aPL recognize EPCR after endosomal Lipid-Exchange

Mouse Human
sEPCR
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|dentification of specific Inhibitor of EPCR-LBPA
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Thrombus size [pmz]

CD3*cells/hpf

F4-80" cells/hpf

HL5B
10000
5000
0 T
‘O\
Q§>
o
l'+l

154

104

+a-EPCR-LBPA 1682 +a-EPCR 1650

no inhibitor

aPL-induced thrombosis

o-EPCR-LBPA 1682 a-EPCR 1650

10

o
1682 1650
%

o

H

-
-

1682

1650

SLE kldney pathology



aPL in severe COVID-19
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Autoimmunity, APS, lupus erythematosus
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aPL in severe COVID-19 cause EPCR-LBPA-dependent Thrombosis
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Stabilizing the TF Complex prevents aPL-induced Thrombosis
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Targeting pathogenic TF Complex Signaling

-— Thrombo-Inflammation
Antiphosphospholipid Syndrome
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Autoimmunity

/ Viral Coagulopathy




