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Low anticoagulant prescription rates for thrombosis

100%

8
*

> 50% patients without
anticoagulant

8
£

Proportion of Patients (%)

2012 2013 2014 2015 2016 2017 2018 2019

None 61% 57% 55% 54% 83% 53% 83% 51%
B Apixaban 0% 1% 6% 9% 15% 19% 22% 26%
Rivaroxaban 2% 6% 8% 8% Q% Q% 10% 11%
Dabigatran 5% 6% 5% 5% 2% 2% 2% 1%

Warfarin 32% 30% 26% 24% 21% 17% 13% 11%

Simon.JAm Heart Assoc. 2023, Fortea. Dig Liver Dis. 2019, Violi. Intern Emerg Med. 2016 e



Abnormalin vitro anticoagulant effects of LMWH and DOACs
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Thrombosis in liver disease requires anticoagulation

(Non-)cardioembolic
stroke

Withholding anticoagulants
worsens:
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Decoupling thrombosis from hemostasis with Factor Xl inhibitors
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What are the in vitro anticoagulant and profibrinolytic effects of
clinically relevant concentrations of asundexian, milvexian and abelacimab
In patients with liver disease?
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Similar ETP reduction by FXI inhibitors in controls and liver disease
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Similar peak thrombin reduction by FXI inhibitors in controls and liver disease
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Similar profibrinolytic effects of FXI inhibitors in controls and liver disease
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Limitations

* Not accounted for cellular components

* Altered drug metabolism in liver disease

e CLTinACLF, ALF and sepsis not captured



In summary

Similar in vitro anticoagulant and profibrinolytic effects of asundexian, milvexian &

abelacimab in stable and decompen cirrhosis- contrasting current anticoagulants

Slightly lower and enhanced anticoagulant effects of FXI inhibitors in ACLF, ALF and

sepsis - cautious use

More predictable anticoagulation in liver disease with FXI inhibitors —in vivo studies

to confirm
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Plasma-based clot lysis time assay
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Calibrated automated thrombin generation assay
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Enhanced anticoagulant efficacy of asundexian in ACLF, ALF and sepsis
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Extra: Comparable pharmacokinetics- and dynamics and safety in CP A/B

Clinical Trial > Clin Pharmacokinet. 2024 Nov;63(11):1631-1648.
doi: 10.1007/s40262-024-01435-7. Epub 2024 Nov 7.

Effect of Age, Sex, Renal Impairment and Hepatic
Impairment on the Safety, Pharmacokinetics and
Pharmacodynamics of Asundexian

Christine Brase ', Sebastian Schmitz 2, Katharina Sommer 3, Atef Halabi 4, Friederike Kanefendt

Clinical Trial > Clin Pharmacokinet. 2022 Jun;61(6):857-867. doi: 10.1007/s40262-022-01110-9.
Epub 2022 Mar 9.

Single-Dose Pharmacokinetics of Milvexian in
Participants with Mild or Moderate Hepatic
Impairment Compared with Healthy Participants

Vidya Perera !, Grigor Abelian 2, Danshi Li 2, Zhaoging Wang 2, Liping Zhang 3, Susan Lubin 2,
Wei Chen 2, Akintunde Bello 2, Bindu Murthy 2
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