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Figure 1. Study design. Flow chart A describes the mode of ACT017 administration. Flow chart B describes 
the time course of infusion and scheduled examinations. ADA indicates antidrug antibody; PD, 
pharmacodynamics; and PK, pharmacokinetics.
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Figure 2. Bleeding time. The template bleeding time was measured at the screening, at the end of the 
loading and the infusion times and 14 and 24 h after the beginning of ACT017 administration. Individual 
values are shown for each dose and each time point with mean±SD.
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Figure 3. ACT017 pharmacokinetics in healthy subjects. A, The plasma concentration of ACT017 was 
measured at different time points during and after the administration of fixed doses of ACT017 as a 6 h 
infusion with one-fourth of the dose administered in the first 15 min. Results are the mean±SD of 6 
subjects in each group. The black arrow indicates the end of the infusion. B, The area under the curve of the 
mean plasma concentration (AUC0-t) is plotted as a function of the dose administered (r2 = 
0.9994; P<0.0001). C, The maximal ACT017 concentration (Cmax) is plotted as a function of the dose 
administered. (r2=0.9963; P<0.0001).
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Figure 4. Inhibition of collagen-induced platelet aggregation. Collagen-induced platelet aggregation was 
measured before and at different time points during and after the administration of ACT017 at fixed 
doses. A, Aggregation intensity (mean±SD n=6 for each dose). The black arrow indicates the end of the 
infusion. An enlargement of the 0 to 1 h period is shown. B, Representative aggregation curves from 1 
subject in the 1000 mg dose group. Arrows indicate the addition of collagen.
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Figure 5. ACT017 administration does not impact the platelet count and GPVI (glycoprotein VI) 
expression. A, Platelet counts were determined at different time points before, during and after ACT017 
administration. The period of ACT017 infusion is indicated by the shadowed area. Mean values±SD (n=6 
for each ACT017 dose and 12 for the placebo). B, GPVI expression at the platelet surface was measured by 
flow cytometry before, at the end of the infusion and at 24 h. Results are expressed as mean platelet 
fluorescence (MFI) and are the mean values±SD (n=6 for each ACT017 dose and 12 for the placebo). The 
black arrow indicates the end of the infusion.


