
Supplementary Table 1: Summary of baseline-adjusted VWF PK parameters from the initial and repeat PK assessments 

	PK parameter
	VWF:RCo
	VWF:Ag
	VWF:CB

	
	Initial
	Repeat
	Initial
	Repeat
	Initial
	Repeat

	Incremental recovery [kg/mL]
	
	
	
	
	
	

	N
	6
	6
	6
	6
	6
	6

	Mean (SD)
	0.018 (0.002)
	0.019 (0.003)
	0.018 (0.001)
	0.023 (0.003)
	0.023 (0.001)
	0.021 (0.003)

	Half-life [h]
	
	
	
	
	
	

	N
	4
	2
	6
	6
	6
	5

	Mean (SD)
	12.19 (2.4)
	17.9 (1.6)
	18.5 (5.6)
	15.4 (2.6)
	15.2 (5.5)
	11.3 (3.1)

	AUC0-72 [h*IU/mL]
	
	
	
	
	
	

	N
	6
	5
	6
	6
	6
	6

	Mean (SD)
	18.6 (9.4)
	15.2 (4.1)
	39.5 (13.3)
	40.8 (11.2)
	26.9 (9.5)
	20.3 (7.2)

	MRT [h]
	
	
	
	
	
	

	N
	4
	2
	6
	6
	6
	5

	Mean (SD)
	13.1 (1.4)
	14.1 (0.3)
	23.6 (7.0)
	19.9 (3.8)
	18.7 (4.7)
	13.9 (3.7)

	Cmax [IU/mL]
	
	
	
	
	
	

	N
	6
	6
	6
	6
	6
	6

	Mean (SD)
	1.66 (0.35)
	1.65 (0.35)
	2.36 (0.43)
	2.73 (0.43)
	1.84 (0.33)
	1.60 (0.22)

	tmax [h]
	
	
	
	
	
	

	N
	6
	6
	6
	6
	6
	6

	Median (range)
	0.25 
(0.25–1.03)
	0.25 
(0.20–1.00)
	0.25 
(0.25–1.00)
	0.25 
(0.20–0.25)
	0.25 
(0.25–1.00)
	0.25 
(0.20–0.25)

	Cmin [IU/mL]
	
	
	
	
	
	

	N
	6
	6
	6
	6
	6
	6

	Mean (SD)
	0.01 (0.01)
	0.03 (0.02)
	0.10 (0.07)
	0.08 (0.04)
	0.06 (0.02)
	0.04 (0.06)

	Total clearance [mL/(h*kg)]
	
	
	
	
	
	

	N
	6
	5
	6
	6
	6
	6

	Mean (SD)
	5.74 (1.76)
	6.15 (1.41)
	3.46 (0.91)
	3.07 (0.76)
	3.25 (0.86)
	3.98 (0.97)

	Vss [mL/kg]
	
	
	
	
	
	

	N
	4
	2
	6
	6
	6
	5

	Mean (SD)
	62.7 (12.0)
	75.0 (17.3)
	78.7 (24.5)
	58.6 (4.2)
	58.3 (10.4)
	56.8 (5.8)

	AUC = area under the curve; CI = confidence interval; Cmax = maximum plasma concentration; Cmin = minimum plasma concentration; CV% = coefficient of variation as percentage; IU = International Unit; MRT = mean residence time; N = number of evaluable subjects; PK = pharmacokinetic; SD = standard deviation; tmax = time the maximum concentration occurs; Vss = volume of distribution at steady state; VWF = Von Willebrand Factor; VWF:Ag = Von Willebrand Factor: Antigen; VWF:CB = Von Willebrand Factor: Collagen Binding; VWF:RCo = Von Willebrand Factor: Ristocetin Cofactor.




Supplementary Table 2: Incidence of adverse events by system organ class, sorted by frequency (safety population)

	MedDRA system organ class
	Arm 1 (N=1)
	Arm 2 (N=21)
	Arm 3 (N=8)

	
	n (%)
	Events
	n (%)
	Events
	n (%)
	Events

	Any adverse event
	1 (100.0)
	17
	13 (61.9)
	63
	3 (37.5)
	6

	Infections and infestations
	1 (100.0)
	4
	4 (19.0)
	9
	0
	-

	Gastrointestinal disorders
	1 (100.0)
	3
	4 (19.0)
	8
	0
	-

	Blood and lymphatic system disorders
	0
	-
	4 (19.0)
	7
	0
	-

	Injury, poisoning and procedural complications
	0
	
	4 (19.0)
	4
	0
	-

	Vascular disorders
	0
	-
	3 (14.3)
	6
	2 (25.0)
	2

	Eye disorders
	0
	-
	3 (14.3)
	4
	1 (12.5)
	1

	General disorders and administration site conditions
	1 (100.0)
	2
	3 (14.3)
	6
	0
	-

	Nervous system disorders
	1 (100.0)
	5
	3 (14.3)
	7
	0
	-

	Musculoskeletal and connective tissue disorders
	1 (100.0)
	2
	2 (9.5)
	2
	0
	-

	Respiratory, thoracic and mediastinal disorders
	1 (100.0)
	1
	2 (9.5)
	2
	0
	-

	Investigations
	0
	-
	1 (4.8)
	1
	1 (12.5)
	2

	Endocrine disorders
	0
	-
	1 (4.8)
	1
	0
	-

	Hepatobiliary disorders
	0
	-
	1 (4.8)
	1
	0
	-

	Metabolism and nutrition disorders
	0
	-
	1 (4.8)
	1
	0
	-

	Renal and urinary disorders
	0
	-
	1 (4.8)
	2
	0
	-

	Reproductive system and breast disorders
	0
	-
	1 (4.8)
	1
	0
	-

	Skin and subcutaneous tissue disorders
	0
	-
	1 (4.8)
	1
	0
	-

	Surgical and medical procedures
	0
	-
	0
	-
	1 (12.5)
	1

	MedDRA = Medical Dictionary for Regulatory Activities; n = number of subjects with respective event; N = total number of subjects.





