Supplementary table 1

Supplementary tables

Nt. change Protein n n Height (SD) | Height | Severe MVP* CLMm* Reported | Classification Variation
change tot | CD p- TAA* ID
al value
c.8405G>T p.Gly2802val | 1 2,183645 No Likely
pathogenic
c.8249A>G p.Asn2750Se 1 -1,41332 No VUS
r
c.8185A>C p.Lys2729GIn | 3 -2,492 Clinvar Benign 199954
c.8149G>A p.Glu2717Lys | 3 0,231 (1) VUS
c.8072G>A p.Gly2691As 1 -1,581438 No VUS
p
c.8038C>T p.Arg2680Cy | 21 | 10 1,463 5,65E- | 23,278 29,773 78,783 (2-4) Pathogenic 200127
s 08
€.7906G>A p.Gly2636Ser | 1 NA Clinvar VUS 393275
c.7852 G>A p.Gly2618Arg | 3 0,368 (5) VUS 42434
c.7727 G>A p.Arg2576His | 2 -0,769 Clinvar VUS 927828
€.7699+2T>C p.IVS62+2 2 1,244039 This Pathogenic
study
c.7516G>A p.Gly2506Ser | 1 -1,24 (5) Likely benign 457262
c.6744- p.Glu2248de | 2 2 1,787 95,202 88,606 This Pathogenic
6746delGGA | study
c.6724C>T p.Arg2242Cy 13 0,274 (6) Likely benign 384344
s
c.6577G>A p.Glu2193Lys | 1 NA (2) Likely benign 255306
€.6496+7A>G | p.IVS53+7 1 0,113 No VUS
c.6446A>G p.Tyr2149Cy 1 1 NA (7, 8) Pathogenic 42402
s
c.5788+5G>A | p.IVS47+5 2 2 NA (9-13) Pathogenic 42394
c.5753A>G p.His1918Arg | 1 -2,274146 No VUS
c.5738A>G p.Asn1913Se | 1 0,788290 Clinvar VUS 912763
r
c.5512G>A p.Gly1838Ser | 2 0,106993 Clinvar VUS 457232
c.5267T>C p.Vall756Ala | 3 0,317 No VUS
c.4921G>A p.Glul64ilys | 3 -0,624 No VUS
c.4915C>G p.Leul639Vval | 1 NA No VUS
c.4727T>C p.Met1576Th | 1 0,303 (14, 15) VUS
r
c.4704A>T p.Lys1568As 1 NA No VUS
n
c.4444G>A p.Gly1482Ser | 1 0,343343 Clinvar VUS 373256
c.4211A>G p.Asp1404Gl | 2 1 NA This Pathogenic
y study
c.4130A>G p.His1377Arg | 2 NA No VUS
c.4106A>G p.Asn1369Se | 1 NA Clinvar VUS 42348
r
c.4087+6T>C | p.IVS33+6 2 1,518 0,0262 No Likely
58 pathogenic
c.4085C>G p.Thr1362Ser | 1 NA No Likely
pathogenic
€.3965-8T>C p.IVS32-8 2 -1,069 Clinvar Benign 36072
€.3740A>G p.Asn1247Se | 1 0,448814 No VUS
r
c.3688A>C p.Met1230Le | 2 0,602 Clinvar VUS 928219

u




c.3610A>G p.Met1204V 6 -0,051 Clinvar VUS 527204
al
€.3590-8T>C p.IVS29-8 3 -0,0187 Clinvar VUS 137306
c.3547A>G p.Asn1183As | 2 -0,307372 No VUS
P
c.3463+3A>G | p.IVS28+3 3 2,188 0,0189 Clinvar Benign 42337
77
€.3454G>A p.Alal152Thr | 3 0,129 Clinvar VUS 255292
€.3431A>G p.His1144Arg | 1 -0,206343 No VUS
c.3394A>G p.Thr1132Ala | 1 0,293138 No VUS
c.3290G>A p.C1097Y 1 NA This Pathogenic
study
c.3226A>T p.llel076Leu 2 -0,551455 Clinvar VUS 406367
c.3082+6A>G | p.IVS25+6 1 0,655347 Clinvar Benign 137304
c.3061A>G p.Asn1021As | 2 0,326 No VUS
P
¢.3026C>T p.Pro1009Le 1 -0,151 Clinvar VUS 925193
u
¢.3018G>C p.Glul006As 1 0,254 No VUS
P
c.3016G>A p.Glul006Lys | 1 NA Clinvar VUS 921753
€.2931G>A p.Met977lle 3 -0.926 Clinvar VUS 200007
€.2893G>A p.Glu965Lys 2 0,77 Clinvar VUS 449603
c.2860C>T p.Arg954Cys 4 0,149175 (14, 16- Pathogenic 495582
18)
c.2855-2A>G | p.IVS24-2 1 NA This Pathogenic
study
c.2813C>T p.Pro938Leu 2 0,12 Clinvar VUS 549115
€.2729-8C>T p.IVS23-8 2 0,380913 Clinvar Likely benign 527226
€.2434G>A p.Glu812Lys 1 NA Clinvar VUS 199997
c.1972C>T p.Arg658Trp 2 0,300701 Clinvar VUS 919151
c.1850G>A p.Cys617Tyr 1 1,902062 Clinvar Pathogenic 495563
c.1743G>A p.Met581lle 1 0,29 No VUS
c.1616G>A p.Arg539Gin 4 0,663 0,0115 | 29,776 No Likely
41 pathogenic
c.1529C>T p.Ser510Leu 1 -1,521974 Clinvar VUS 923073
c.1464dupT p.lle489Tyrfs | 1 NA This Pathogenic
Ter2 study
¢.1216C>G p.Leud06Val 1 -0,929350 Clinvar VUS 922145
c.1201T>A p.Tyr401Asn 1 NA No VUS
c.1169C>T p.Ser390Phe 3 0,23 Clinvar VUS 549007
c.1148-8T>G p.IVS10-8 2 0,102 No VUS
c.1057A>G p.lle353Vval 12 -0,0217 No VUS
c.902G>T p.Gly301Val 1 0,17 Clinvar VUS 199960
c.863A>G p.Asp288Gly 1 NA Clinvar VUS 519791
c.206C>G p.Pro69Arg 3 0,884 No VUS
c.59A>G p.Tyr20Cys 1 NA (9) VUS

Supplementary Table 1: All FBN1 variants detected in the study, from case-series and

deCODE database combined, in addition we present the nMFS case. Total of 70 variants in

163 individuals. 31 individuals are deceased and therefore not used to calculate final
prevalence.
Significance was predicted using the AMCG guidelines. Variants in individuals with a clinical

diagnosis are bolded. *Height is adjusted for year of birth.




n total=Number of individuals in the deCODE database+case-series, n CD= Number of
individuals in the case-series, MVP= Mitral valve prolapse, CLM= Congenital lens
malformation, NA=Not available, CVS=Cardio vascular system, EL=Ectopia lentis, sc=Skeletal,
DCM=Dilated cardiomyopathy, abao=abdominal aneurysm, MVD=Mitral valve disease, CM=
Cardiomyopathy, AoV ins.=Aorta valve deficiency, Ao=Aorta dilation, AD=Aorta dissection,
SP=Spontaneous pneumothorax.

*Qdds ratio (OR), values with p-value <0,05.

Variant Qty Significance Height SD mean  [Thoracic aneurysm |AoV surgery |MV disease/surgery |PE Glaucoma |Reporte

d

p.Arg2680Cys |21 Classical MFS 1,463 3 1 2 1 1 (2-4)
p.Tyr2149Cys |1 Classical MFS NA 1 NA 1 NA 0 (7, 8)
p.IVS47+5 2 Classical MFS NA 0 0 0 0 0 (9-13)
p.Arg954Cys |4 Classical MFS 0,149175 0 0 0 0 0 (14, 16-

18)

Supplementary Table 2: Previously reported pathogenic or likely pathogenic variants
observed in the Icelandic cohort and data from deCODE phenotype lists. Qty=Quantity;
SD=Standard deviation; AoV=Aortic Valve; MV=Mitral Valve; PE=Pectus excavatum; VUS=
Variant of uncertain significance; MFS=Marfan syndrome; Skeletal=Isolated skeletal
symptoms; CVS=lsolated involvement of the Cardiovascular system; EL=lIsolated ectopia
lentis.

Variants from the case series are bolded.
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