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Venous thromboembolism (VTE) is a serious blood clot disorder that can
lead to significant health complications, including death. It is caused by a
combination of factors, including blood stasis, hypercoagulability, and
endothelial injury. Current treatments primarily rely on anticoagulant
drugs, which carry a risk of bleeding and post-thrombotic syndrome. To
address this limitation, EFS researchers have developed a novel antibody-
drug conjugate targeting fibrin, with improved safety and efficacy
compared to systemic thrombin inhibition.

INVENTION

The invention relates to a novel antibody-drug conjugate (ADC) targeting fibrin,
a key component of blood clots. The ADC is coupled to a direct thrombin
inhibitor, a potent anticoagulant, that is directly delivered to the clot upon
intravenous injection in mouse models of VTE.
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DESCRIPTION

The ADC demonstrated potent anticoagulant activity and targeted delivery to
fibrin-rich thrombi. The ADC exhibits prolonged plasma clotting time and
effectively prevents thrombosis in 3 preclinical models: arterial thrombosis,
pulmonary embolism and venous thrombosis. Importantly, the ADC shows a
favorable safety profile with minimal impact on hemostasis and less bleeding.
These findings suggest that clot-targeted ADC may offer a promising
therapeutic strategy for the treatment of thrombotic disorders.

APPLICATIONS

Treatment of venous thromboembolism (VTE):
- Deep vein thrombosis

- Pulmonary embolism

- Arterial thrombosis/stroke

ADVANTAGES
- Reduction of major anticoagulant-related sides effects, such as bleeding risk
- Targeted anticoagulation through localized drug delivery

- Enhanced anticoagulation potency due to conjugation of two anti-thrombin
molecules to each ADC

- Prolonged efficacy compared to unconjugated anticoagulant

- Improved Therapeutic Index through combination of targeted delivery and
enhanced potency
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