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INTRODUCTION

The interruption of the phase 3 OCEANIC-AF trial Thrombin Generation Assay (TGA) performed on a Calibrated Automated Thrombogram
(NCT05643573) has raised concerns regarding the ability of * 20 plL of reagent (final concentrations in wells)

asundexian, as well as FXI inhibitors in general, to prevent * Tissue factor 1 pM, 5 pM or 20 pM + phospholipids 4 pM
stroke and systematic embolism in patients with atrial (PPP Reagent Low, PPP Reagent and PPP Reagent High Stago, respectively)
fibrillation (AF). * Ellagic acid 0.42 uM + purified soy phosphatides (Actin®FS, Siemens, dilution factor = 40)

e 80 pL of plasma solutions: asundexian, milvexian and apixaban in PBS without calcium or
magnesium spiked (dilution factor = 20) in Normal Pooled Plasma (Namur Exchange Biobank —
Nab-X) to yield final concentrations between 0 and 500 ng/mL (apixaban) ; 0 and 2000 ng/mL

To investigate the thrombin generation assay profiles of (asundexian) ; 0 and 5000 ng/mL (milvexian)
asundexian, milvexian and apixaban to detect possible e 20 plL of fluorogenic substrate (amino-methyl-coumarin) and calcium chloride in buffer
pharmacodynamic differences that could explain the results of
the OCEANIC-AF trial. Statistical analyses: GraphPad Prism software version 10.2.3 (Boston, Massachusetts USA, 2024)
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Asundexian plasma concentration: Milvexian plasma concentration These re.sults co.nfirm that the. plasma

* 25 mg and 50 mg (single dose) = C,,.,= 358 — 675 ng/mLI1] * 60 mg and 200 mg fasted (single dose) concentr.at|on obtaln?d | after .the |ntaI.<e | o.f

25 mgand 50 mgOD (7 days) = C,,.,= 507 — 963 ng/mL! - C...= 337 - 1068 ng/mL2 asundexian 50 mg daily is insufficient to inhibit
* 200 mg fed (single dose) thrombin generation. This may explain the lack of

Asundexian dose in OCEANIC AF (NCT05643573): 50 mg OD > Cp= 1639 ng/mLE2! efficacy in patients with AF (OCEANIC AF,

NCT05643573).
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