Angiopoietin-2 and IGFBP-7 as novel biomarkers of abnormal angiogenesis in von Willebrand disease 
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Supplementary material


Supplementary Table S1: Nucleotide changes in VWF gene and related protein mutations in patients with VWD

	Patient number
	Variant
	Nucleotide change
	Protein mutation
	VWD classification

	Patient 1
	Missense
Missense
	c.4751A>G
c.6256G>A
	p.Tyr1584Cys
p.Gly2086Arg
	Type 1 VWD

	Patient 2
	Missense
	c.421G>A
	p.Asp141Asn
	Type 1 VWD

	Patient 3
	Missense
Nonsense
	c.4751A>G
c.7603C>T
	p.Tyr1584Cys
p.Arg2535*
	Type 1 VWD

	Patient 4
	Missense
	c.3614G>A
	p.Arg1205His
	Type 1 VWD

	Patient 5
	Missense
	c.7321G>T
	p.Gly2441Cys
	Type 1 VWD

	Patient 6
	Missense
	c.4490T>G
	p.Leu1497Arg
	Type 1 VWD

	Patient 7
	Missense
	c.6635G>A
	p.Cys2212Tyr
	Type 1 VWD

	Patient 8
	Nonsense
Missense
	c.8224G>T
c.902A>G
	p.Glu2742*
p.Tyr301Cys
	Type 1 VWD

	Patient 9
	Missense
	c.4751A>G
	p.Tyr1584Cys
	Type 1 VWD

	Patient 10
	Deletion
Missense
	c.311_312delAG
c.3430T>G
	p.Gln104Argfs*19
p.Trp1144Gly
	Type 1 VWD

	Patient 11
	Missense
	c.8027G>A
	p.Cys2676Tyr
	Type 1 VWD

	Patient 12
	Missense
	c.4691G>C
	p.Arg1564Pro
	Type 2A VWD

	Patient 13
	Missense
	c.4912G>A
	p.Glu1638Lys
	Type 2A VWD

	Patient 14
	Missense
	c.4912G>A
	p.Glu1638Lys
	Type 2A VWD

	Patient 15
	Missense
	c.4790G>C
	p.Arg1597Pro
	Type 2A VWD

	Patient 16
	Missense
	c.4691G>C
	p.Arg1564Pro
	Type 2A VWD

	Patient 17
	Missense
	c.3301T>C
	p.Cys1101Arg
	Type 2A VWD

	Patient 18
	Missense
	c.4790G>C
	p.Arg1597Pro
	Type 2A VWD

	Patient 19
	Missense
	c.4789C>T
	p.Arg1597Trp
	Type 2A VWD

	Patient 20
	Missense
	c.3301T>C
	p.Cys1101Arg
	Type 2A VWD

	Patient 21
	Missense
Missense
	c.3301T>C
c.6256G>A
	p.Cys1101Arg
p.Gly2086Arg
	Type 2A VWD

	Patient 22
	Missense
	c.3301T>C
	p.Cys1101Arg
	Type 2A VWD

	Patient 23
	Missense
	c.3301T>C
	p.Cys1101Arg
	Type 2A VWD

	Patient 24
	Missense
	c.3437A>G
	p.Tyr1146Cys
	Type 2A VWD

	Patient 25
	Missense
	c.4912G>A
	p.Glu1638Lys
	Type 2A VWD

	Patient 26
	Missense
	c.4813T>A
	p.Tyr1605Asn
	Type 2A VWD

	Patient 27
	Missense
	c.3301T>C
	p.Cys1101Arg
	Type 2A VWD

	Patient 28
	Missense
	c.4691G>C
	p.Arg1564Pro
	Type 2A VWD

	Patient 29
	Missense
	c.3301T>C
	p.Cys1101Arg
	Type 2A VWD

	Patient 30
	Missense
	c.3301T>C
	p.Cys1101Arg
	Type 2A VWD

	Patient 31
	Missense
	c.3430T>G
	p.Trp1144Gly
	Type 2A VWD

	Patient 32
	Missense
	c.3301T>C
	p.Cys1101Arg
	Type 2A VWD

	Patient 33
	Missense
	c.4022G>A
	p.Arg1341Gln
	Type 2B VWD

	Patient 34
	Missense
	c.4010C>T
	p.Pro1337Leu
	Type 2B VWD

	Patient 35
	Missense
Missense
	c.3922C>T
c.3835G>A
	p.Arg1308Cys
p.Val1279Ile
	Type 2B VWD

	Patient 36
	Missense
	c.4010C>T
	p.Pro1337Leu
	Type 2B VWD

	Patient 37
	Missense
Missense
	c.3946G>A
c.4022G>A
	p.Val1316Met
p.Arg1341Gln
	Type 2B VWD

	Patient 38
	Missense
	c.3946G>A
	p.Val1316Met
	Type 2B VWD

	Patient 39
	Missense
	c.4010C>T
	p.Pro1337Leu
	Type 2B VWD

	Patient 40
	Missense
	c.4022G>A
	p.Arg1341Gln
	Type 2B VWD

	Patient 41
	Missense
	c.4022G>A
	p.Arg1341Gln
	Type 2B VWD

	Patient 42
	Missense
	c.3922C>T
	p.Arg1308Cys
	Type 2B VWD

	Patient 43
	Missense
	c.4021C>T
	p.Arg1341Trp
	Type 2B VWD

	Patient 44
	Missense
	c.4021C>T
	p.Arg1341Trp
	Type 2B VWD

	Patient 45
	Missense
	c.4010C>T
	p.Pro1337Leu
	Type 2B VWD

	Patient 46
	Missense
	c.4010C>T
	p.Pro1337Leu
	Type 2B VWD

	Patient 47
	Missense
	c.4121G>A
	p.Arg1374His
	Type 2M VWD

	Patient 48
	Missense
	c.3943C>T
	p.Arg1315Cys
	Type 2M VWD

	Patient 49
	Missense
	c.3943C>T
	p.Arg1315Cys
	Type 2M VWD

	Patient 50
	Missense
	c.3943C>T
	p.Arg1315Cys
	Type 2M VWD

	Patient 51
	Missense
	c.5087T>G
	p.Leu1696Arg
	Type 2M VWD

	Patient 52
	Missense
Missense
	c.5087T>G
c.3887T>C
	p.Leu1696Arg
p.Leu1296Pro
	Type 2M VWD

	Patient 53
	Missense
	c.3943C>G
	p.Arg1315Gly
	Type 2M VWD

	Patient 54
	Missense
	c.3943C>T
	p.Arg1315Cys
	Type 2M VWD

	Patient 55
	Missense
	c.3887T>C
	p.Leu1296Pro
	Type 2M VWD

	Patient 56
	Missense
	c.4120C>T
	p.Arg1374Cys
	Type 2M VWD

	Patient 57
	Missense
	c.4244G>A
	p.Gly1415Asp
	Type 2M VWD

	Patient 58
	Missense
	c.4120C>T
	p.Arg1374Cys
	Type 2M VWD

	Patient 59
	Missense
	c.5087T>G
	p.Leu1696Arg
	Type 2M VWD

	Patient 60
	Missense
	c.5087T>G
	p.Leu1696Arg
	Type 2M VWD

	Patient 61
	Missense
	c.4120C>T
	p.Arg1374Cys
	Type 2M VWD

	Patient 62
	Missense
	c.3943C>T
	p.Arg1315Cys
	Type 2M VWD

	Patient 63
	Missense
	c.4121G>A
	p.Arg1374His
	Type 2M VWD

	Patient 64
	Missense
	c.4273A>T
	p.Ile1425Phe
	Type 2M VWD

	Patient 65
	Missense
	c.4244G>A
	p.Gly1415Asp
	Type 2M VWD

	Patient 66
	Missense
	c.4195C>T
	p.Arg1399Cys
	Type 2M VWD

	Patient 67
	Missense
	c.4195C>T
	p.Arg1399Cys
	Type 2M VWD

	Patient 68
	Missense (homozygous
	c.2461T>A
	p.Cys821Ser
	Type 3 VWD

	Patient 69
	Deletion (homozygous)
	Deletion of 11 base pairs in exon 20
	Type 3 VWD

	Patient 70
	Duplication (homozygous)
	c.1239dupG
	p.Leu414Alafs*15
	Type 3 VWD

	Patient 71
	Deletion (homozygous)
	Total gene deletion
	Type 3 VWD

	Patient 72
	Nonsense (homozygous)
	c.3390C>A
	p.Cys1130*
	Type 3 VWD

	Patient 73
	Nonsense (homozygous)
	c.3390C>A
	p.Cys1130*
	Type 3 VWD

	Patient 74
	Deletion
Missense
	c.311_312delAG
c.902A>G
	p.Gln104Argfs*19
p.Tyr301Cys
	Type 3 VWD

	Patient 75
	Nonsense (homozygous)
	c.3390C>A
	p.Cys1130*
	Type 3 VWD

	Patient 76
	Nonsense
Nonsense
	c.6236C>G
c.7603C>T
	p.Ser2079*
p.Arg2535*
	Type 3 VWD





Supplementary Figure S1. Linear associations between VWF:Ag or VWF:Act and angiogenic markers (Ang-2, IGFBP-7, Angiostatin)
Ang-2: angiopoietin-2, IGFBP-7: insulin like growth factor binding protein-7; VWF:Act: von Willebrand factor activity; VWF:Ag: von Willebrand factor antigen. 
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