Table S1. Results of the in silico prediction tools and population frequencies to evaluate the pathogenicity of FBN2 variants
	cDNA
	Protein level
	Exon/intron
	Align GVGD
	SIFT
	Mutation Taster
	Grantham score
	Splice prediction
	gnomAD
	CADD score (PHRED)

	c.976C>T *
	p.(Pro326Ser)
	exon 8
	C0
	Deleterious
	Disease causing
	74
	/
	0.0065
	18.63

	c.2260G>A *
	p.(Gly754Ser)
	exon 17
	C0
	Deleterious
	Disease causing
	56
	-1.7%
	0.0015
	23.1

	c.2773G>A
	p.(Gly925Arg)
	exon 21
	C15
	Deleterious
	Disease causing
	125
	/
	/
	28.2

	c.3170G>A
	p.(Gly1057Asp)
	exon 24
	C0
	Deleterious
	Disease causing
	94
	/
	/
	32

	c.3227A>G
	p.(Glu1076Gly)
	exon 25
	C0
	Deleterious
	Disease causing
	98
	/
	/
	25.7

	c.3271A>C
	p.(Asn1091His)
	exon 25
	C0
	Deleterious
	Disease causing
	68
	/
	/
	23.3

	c.3272A>G
	p.(Asn1091Ser)
	exon 25
	C0
	Deleterious
	Disease causing
	46
	/
	/
	22.8

	c.3287T>C
	p.(Phe1096Ser)
	exon 25
	C0
	Deleterious
	Disease causing
	155
	/
	/
	25.4

	c.3337T>A
	p.(Cys1113Ser)
	exon 25
	C0
	Deleterious
	Disease causing
	112
	/
	/
	25.6

	c.3338G>A
	p.(Cys1113Tyr)
	exon 25
	C0
	Deleterious
	Disease causing
	194
	/
	/
	28.0

	c.3343G>C
	p.(Asp1115His)
	exon 25
	C0
	Deleterious
	Disease causing
	81
	-21.1%
	/
	28.2

	c.3344A>C
	p.(Asp1115Ala)
	exon 26
	C0
	Deleterious
	Disease causing
	126
	-53.3%
	/
	28.7

	c.3364T>C
	p.(Ser1122Pro)
	exon 26
	C0
	Tolerated
	Disease causing
	74
	/
	/
	29.3

	c.3398A>G
	p.(Asn1133Ser)
	exon 26
	C45
	Deleterious
	Disease causing
	46
	/
	/
	25.3

	c.3424T>C
	p.(Cys1142Arg)
	exon 26
	C65
	Deleterious
	Disease causing
	180
	/
	/
	27.8

	c.3426C>G
	p.(Cys1142Trp)
	exon 26
	C65
	Deleterious
	Disease causing
	215
	/
	/
	27.9

	c.3437A>G
	p.(Tyr1146Cys)
	exon 26
	C65
	Deleterious
	Disease causing
	194
	/
	/
	26.0

	c.3467G>T
	p.(Cys1156Phe)
	exon 26
	C65
	Deleterious
	Disease causing
	205
	/
	0.0000041
	25.9

	c.3481G>A
	p.(Glu1161Lys)
	exon 27
	C55
	Deleterious
	Disease causing
	56
	/
	/
	35

	c.3484T>C
	p.(Cys1162Arg)
	exon 27
	C65
	Deleterious
	Disease causing
	180
	/
	/
	28.2

	c.3593G>T
	p.(Cys1198Phe)
	exon 27
	C65
	Deleterious
	Disease causing
	205
	/
	/
	34

	c.3719G>A
	p.(Cys1240Tyr)
	exon 28
	C65
	Deleterious
	Disease causing
	194
	/
	/
	32

	c.3719G>T
	p.(Cys1240Phe)
	exon 28
	C65
	Deleterious
	Disease causing
	205
	/
	/
	26.1

	c.3719_3720delinsTC
	p.(Cys1240Phe)
	exon 28
	C65
	Deleterious
	Disease causing
	205
	-0.0%
	/
	26.1

	c.3724+1G>A
	p.?
	intron 28-29
	N/A
	N/A
	Disease causing
	N/A
	-100.0%
	/
	27.0

	c.3725-14T>G *
	p.?
	intron 28-29
	N/A
	N/A
	Polymorphism
	N/A
	-22.0%
	/
	0.475

	c.3736T>G
	p.(Cys1246Gly)
	exon 29
	C65
	Deleterious
	Disease causing
	159
	/
	/
	23.1

	c.3737G>T
	p.(Cys1246Phe)
	exon 29
	C65
	Deleterious
	Disease causing
	205
	/
	/
	34

	c.3790T>G
	p.(Tyr1264Asp)
	exon 29
	C65
	Deleterious
	Disease causing
	160
	/
	/
	29.6

	c.3923G>C
	p.(Cys1308Ser)
	exon 30
	C65
	Deleterious
	Disease causing
	112
	/
	/
	29.6

	c.4099G>C
	p.(Asp1367His)
	exon 31
	C25
	Deleterious
	Disease causing
	81
	-19.6%
	/
	32

	c.4141C>A *
	p.(His1381Asn)
	exon 32
	C65
	Deleterious
	Disease causing
	68
	/
	0.0037
	24.6

	c.4150T>C
	p.(Cys1384Arg)
	exon 32
	C65
	Deleterious
	Disease causing
	180
	/
	/
	28.6

	c.4151G>T
	p.(Cys1384Phe)
	exon 32
	C65
	Deleterious
	Disease causing
	205
	/
	/
	34

	c.4151G>A
	p.(Cys1384Tyr)
	exon 32
	C65
	Deleterious
	Disease causing
	194
	/
	/
	33

	c.4222G>A
	p.(Asp1408Asn)
	exon 32
	C15
	Deleterious
	Disease causing
	23
	-43.8%
	/
	34

	c.4223-16T>G *
	p.?
	intron 32-33
	N/A
	N/A
	Polymorphism
	N/A
	-5.1%
	/
	9.069

	c.4273T>C
	p.(Cys1425Arg)
	exon 33
	C65
	Deleterious
	Disease causing
	180
	/
	/
	27.4

	c.4301G>C
	p.(Cys1434Ser)
	exon 33
	C0
	Tolerated
	Disease causing
	112
	/
	/
	28.6

	c.(4879+1_4880-1)_(6166+1_6167-1)del
	p.?
	exon 38-48
	N/A
	N/A
	N/A
	N/A
	N/A
	N/A
	N/A

	c.(5422+1_5423-1)_(6166+1_6167-1)del
	p.?
	exon 43-48
	N/A
	N/A
	N/A
	N/A
	N/A
	N/A
	N/A

	c.(5674+1_5675-1)_(6166+1_6167-1)del
	p.?
	exon 45-48
	N/A
	N/A
	N/A
	N/A
	N/A
	N/A
	N/A


Sequences were compared with the wild-type sequence NM_001999.3
* Variants considered variants of unknown significance (VUS)



