Pathogenicity data of missense mutations* and VUS 
	
	Gene
	Protein level
	Protein domain
	Conservation within cbEGF domain (FBN1) 
	Grantham Distance
	In silico prediction of effect
	Rs number
	Frequency
Population studies
	Literature
	Segregation analysis

	
	
	
	
	
	
	SIFT
	Polyphen2
	Mutation taster
	
	
	
	

	MUTATIONS
	FBN1
	p.Arg627Cys a
	cb-EGF
	- Arg poorly conserved within cbEGF
	Large (180)
	Deleterious
	Probably damaging
	Disease causing
	/
	/
	1 D
Previously found at CMGG
	de novo mutation

	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	p.Gly2618Arg
	cb-EGF
	- Gly poorly conserved within cbEGF
	Moderate (125)
	Deleterious
	Probably damaging
	Disease causing
	rs141133182
	ESP: EA 1/8591 – AA 1/4395 – total 2/12986
	2-4 D
Previously found at CMGG
	NA

	
	TGFBR2
	p.His362Asn
	Serine threonine kinase domain
	
	Small (68)
	Deleterious
	Probably damaging
	Disease causing
	/
	/
	/
	NA

	
	
	
	
	
	
	
	
	
	
	
	
	

	
	TGFB2
	p.Arg193Trp
	LAP
	
	Moderate (101)
	Deleterious
	Probably damaging
	Disease causing
	/
	/
	/
	segregates

	
	SMAD3
	p.Leu296Pro
	MH2 domain
	
	Moderate (98)

	Deleterious
	Probably damaging
	Disease causing
	/
	/
	/
	Segregates




	VUS
	FBN1
	p.Glu287Gly b
	cb-EGF
	- Glu poorly conserved within cbEGF
	Moderate (98)
	Deleterious
	Possible damaging
	Disease causing
	/
	/
	/
	NA

	
	
	p.Gly940Val b
	cb-EGF
	- Gly highly conserved within cbEGF
	Moderate (109)
	Deleterious
	Probably damaging
	Disease causing
	/
	/
	/
	NA

	
	
	p.Asp1250Tyr
	cb-EGF
	- Asp poorly conserved within cbEGF
	Large (160)
	Deleterious
	Probably damaging
	Disease causing
	/
	/
	/
	inconclusive

	
	
	p.Glu1449Asp
	cb-EGF
	- Glu highly conserved within cbEGF
	Small (45)
	Deleterious
	Probably damaging
	/
	/
	/
	/
	NA

	
	
	p.Lys2460Arg
	cb-EGF
	- Lys poorly conserved within cbEGF
	Small (26)
	Deleterious
	Probably damaging
	Disease causing
	rs144189837
	ESP: EA 2/8590 – AA 0/4396 – total 2/12986
	5 VUS
	NA

	
	
	p.Pro2471Arg
	cb-EGF
	- Pro poorly/moderately  conserved within cbEGF
	Moderate (103)
	Deleterious
	Probably damaging
	/
	/
	/
	/
	NA



*For FBN1 only non-cysteine missense mutations are presented, for the other panel genes data of missense mutations not previously reported/provided by an rs number are given. 
SIFT: https://sift.jvci.org; Polyphen 2: http://genetics.bwh.harvard.edu/pph2/. D: disease causing; NA: not available; 
a de novo mutation 
b possibly affects splicing, however the functional effect of the variant could not be analyzed, because cDNA was not available upon request. 
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