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Voncento® is a plasma-derived, high-concentration, low-volume,

high-purity concentrate, which contains a high level of high-

molecular-weight multimers and a VWF:FVIII ratio of ~2.4:1.

The SWIFT (“Studies with von Willebrand factor/Factor VIII”)

program is evaluating Voncento® in hemophilia A and VWD

patients in accordance with the European clinical and pediatric

guidelines. One aim of the two open-label studies SWIFT-VWD

and SWIFTLY-VWD was to compare the pharmacokinetic (PK)

parameters in pediatric subjects aged 0 to <12 years with adult/

adolescent subjects.

Subjects with severe VWD received Voncento® as a single bolus

infusion of 80 IU VWF:RCo/kg body weight on Day 1 and 180

(n=14: pediatrics, n=12: adults/adolescents). PK parameters for

VWF and FVIII were derived from plasma concentration values

collected prior to dosing and at 0.5, 4, 8, 24, and 48 h after

infusion. PK parameters comprised Incremental recovery (IR),

Half-life (t1/2), AUC, Cmax, tmax, Mean residence time (MRT),

Clearance (CL), and Volume of distribution at steady state (Vss).

Overall, pediatric subjects showed a comparable but slightly lower

VWF:RCo exposure than adults/adolescents as indicated by a

lower IR (median: 0.015 versus 0.017 (IU/mL)/(IU/kg)), slightly

shorter t1/2 (11.4 versus 11.5 h), faster CL (7.26 versus 6.16

mL/(h*kg)) and higher Vss (93.1 versus 68.3 mL/kg). VWF:Ag,

VWF:CB, and FVIII:C showed similar trends with FVIII:C showing

longer t1/2 (19.0 versus 23.7 h) and a slower clearance (2.96

versus 1.28 mL/(h*kg)) compared to the VWF markers due to a

plateau effect that may represent the net effect of decreasing

levels of exogenous FVIII, combined with increasing endogenous

FVIII levels. PK parameters from the repeat PK were similar to

those from initial PK.

Although in general comparable to adults/adolescents, pediatric

patients under 12 years of age had higher volumes of distribution

and faster clearance for VWF markers as known for almost all

factor concentrates used for replacement therapy. Thus, for

prophylaxis treatment a higher dose range of 40-80 IU

VWF:RCo/kg body weight (adults/adolescents: 25-40 IU

VWF:RCo/kg body weight) 1-3 times a week should be considered

to compensate for faster elimination and greater volume of

distribution in pediatric subjects.

pediatrics
VWF:RCo VWF:Ag VWF:CB FVIII:C

N median (range) N median (range) N median (range) N median (range)

IR

[(IU/mL)/(IU/kg)]
14

0.015

(0.009-0.017)
14

0.014

(0.007-0.022)
14

0.014

(0.009-0.017)
13

0.020

(0.008-0.048)

t1/2

[h]
8

11.40

(4.13-22.44)
13

11.12

(7.72-22.36)
13

10.16

(6.08-15.44)
7

19.01

(7.05-32.61)

MRT

[h]
8

13.01

(4.36-32.74)
13

13.26

(9.03-31.68)
13

12.50

(7.17-20.96)
7

25.57

(6.63-44.40)

AUC0-48

[h*IU/mL]
14

9.50

(3.11-17.71)
14

19.60

(11.71-34.55)
14

15.65

(11.10-25.30)
13

16.10

(1.47-34.82)

Cmax

[IU/mL]
14

1.15

(0.69-1.35)
14

1.67

(1.22-2.50)
14

1.43

(1.13-1.93)
13

0.69

(0.33-1.46)

CL

[mL/(h*kg)]
8

7.26

(2.82-17.32)
13

4.98

(2.24-13.13)
13

6.60

(3.66-11.74)
7

2.96

(0.96-26.07)

VSS

[mL/kg]
8

93.1

(52.3-135.3)
13

71.1

(54.6-133.5)
13

83.2

(54.7-113.8)
7

76.6

(33.1-172.9)

adults
VWF:RCo VWF:Ag VWF:CB FVIII:C

N median (range) N median (range) N median (range) N median (range)

IR

[(IU/mL)/(IU/kg)]
12

0.017

(0.012-0.021)
12

0.018

(0.013-0.022)
12

0.022

(0.015-0.025)
12

0.027

(0.016-0.036)

t1/2

[h]
8

11.53

(6.05-35.10)
12

18.39

(11.41-27.01)
12

14.54

(9.36-25.10)
10

23.65

(7.69-57.48)

MRT

[h]
8

13.25

(8.59-25.45)
12

24.57

(15.28-33.60)
12

18.74

(11.61-28.57)
10

36.57

(15.62-85.14)

AUC0-72

[h*IU/mL]
12

14.46

(8.56-37.99)
12

33.1

(22.65-64.68)
12

24.32

(14.83-41.14)
11

27.85

(13.15-66.82)

Cmax

[IU/mL]
12

1.48

(0.93-3.36)
12

2.04

(1.52-3.66)
12

1.6

(1.04-2.66)
12

1

(0.57-1.32)

CL

[mL/(h*kg)]
12

6.16

(3.06-9.32)
12

3.74

(2.61-4.78)
12

3.2

(2.32-4.77)
11

1.28

(0.62-2.47)

VSS

[mL/kg]
8

68.3

(44.7-158.0)
12

74

(64.5-128.4)
12

71

(47.5-93.7)
10

47.5

(24.8-72.9)
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Mean (SD) concentration profiles [IU/mL] of baseline-adjusted VWF:RCo, VWF:Ag, VWF:CB, and FVIII:C 

(adults [N=12], pediatrics [N=14 ]); red dashed line: lower limit of quantitation 

(VWF:RCo: 0.1 IU/mL; VWF:Ag, VWF:CB: 0.025 IU/mL; FVIII:C: 0.008 IU/mL) 
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