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Table 1. Patient clinical and laboratory data while on sequential therapy.

Days with Days with Days with

Total days of platelets < 150 x 10° L™! fibrinogen < 150 g L™ D-dimer > 0.5 mg L™
APCC + rFVIla Thrombosis (150-450 x 10° L™") (200-400 g L™ (<0.5 mg L")

4 None 0 0 0
27 None 0 0 0

7 None 0 0 0
31 None 0 0 0
22 None 0 0 0

Normal ranges are in parentheses.

APCC, activated prothrombin complex concentrate; rFVIla, recombinant factor VIla.

Table 2. The various regimens used in sequential therapy.

Hour Regimen 1 Regimen 2 Regimen 3
0 APCC APCC APCC
2
4
6 rFVIla rFVIla rFVIla
8 rFVIla rFVIla

10 rFVIla

12 APCC APCC APCC

14

16

18 rFVIla rFVIla rFVIla

20 rFVIla rFVIla

22 rFVIla

24 APCC APCC APCC

Of note, regimen 1 was the most common one used with regimens
2, 3 and 4 reserved for the most severe bleeds.

APCC, activated prothrombin complex concentrate; rFVIla,
recombinant factor VIla.
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Fig. 2. (a) Mean plasma concentrations of FVII in patients with haemophilia A vs. time, based on the FVII:C assay, after administration of single
bolus doses of (A) rFVIIa 90 ug kg™ in children, (A) rFVIla 180 ug kg™ in children, and (@) rFVIla 90 pg kg™' in adults. (b) Mean plasma
concentrations of FVII in patients with haemophilia A vs. time, based on the FVIIa assay, after administration of single bolus doses of (A) rFVIIa
90 ug kg in children, (A) rFVIIa 180 ug kg in children, and (@) rFVIla 90 ug kg™ in adults.

Table 4. Summary of activated recombinant coagulation factor VII (rFVIIa) pharmacokinetic results in various patients with haemophilia.

Number Dose
of patients Dose (ug kg™!) period (h) CL (mL kg™ h™") V (mL kg™) # (h) MRT (h)

2

Types of populations

Previous trials

Japanese patients 8 120 24 Not done Not done 3.5 Not done
with haemophilia A or B [7]
Adults with haemophilia A or B [8] 14 17.5-70 24 33 109 2.7 33
Children with haemophilia A or B [9] 6 114-196 4 67 Not done 1.3 1.9
Present trial
Children with haemophilia A 12 90-180 12 58 164 2.6 2.8
Adults with haemophilia A 6 90 12 39 128 3.1 3.3

All data are based on model-independent methods and assessed by the FVIL:C assay; t, half-life; CL, clearance; MRT, mean residence time;
V, volume of distribution.
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