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Figure 4. Multiple alignment showing moderate conservation across species and ANGPTL6 

homolog of the residues affected by the variants identified in our cohort (variants highlighted in 

yellow). 

 

 

 

Figure 5. Homology model of human ANGPTL6 protein and respective location of the rare 

variants identified in this study. ANGPLTL6 homology model created using Phyre227 and human 

fibrinogen beta chain (PDB ID: 3GHG) as the structural template28. Three recognisable domains: 

signal peptide (blue), coiled-coil domain (green) and fibrinogen-like domain (FLD, yellow). 
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TABLES 

Table 1. Baseline characteristics and risk factors 

 
Familial 

aneurysms, 
n=275 

Nonfamilial 
aneurysms, 

n=2059 
p 

UIA 
n=90 

aSAH, 
n=185 p 

Age, mean (SD) 51.8 (12.6) 54.5 (12.7) 0.001 
53.6 

(10.9) 
51 

(13.3) 
0.1 

Female Sex 217 (78.9) 1423 (69.1) 0.001 
75 

(83.3) 
142 

(76.8) 
0.21 

Current Smoker, n (%) 108 (39.3) 885 (43) 0.24 
26 

(28.9) 
82 

(44.3) 
0.02 

Current Drinker, n (%) 176 (64) 1384 (67.2) 0.29 
52 

(58.8) 
124 
(67) 

0.14 

PMH       

• HTN, n (%) 98 (35.6) 725 (35.2) 0.89 
38 

(42.2) 
60 

(32.4) 
0.11 

• Hypercholesterolaemia, 
n (%) 

60 (21.8) 508 (24.7) 0.3 
33 

(36.7) 
27 

(14.6) 
<0.001 

• DM, n (%) 6 (2.2) 102 (5) 0.05 2 (2.2) 4 (2.2) 0.97 

• OAC, n (%) 22 (8) 96 (4.7) 0.02 
4 

(4.44) 
18 

(9.7) 
0.14 

• Antiplatelets, n (%) 33 (12) 271 (13.2) 0.59 
19 

(21.19) 
14 

(7.6) 
0.002 

• Statins, n (%) 48 (17.5) 417 (20.3) 0.28 
26 

(28.9) 
22 

(11.9) 
0.001 

• Anti HTN, n (%) 81 (29.5) 599 (29.1) 0.9 
32 

(35.6) 
49 

(26.5) 
0.12 

• Previous SAH, n(%) 4 (1.5) 36 (1.8) 0.73 0 4 (2.2) omit 
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antiHTN = antihypertensive medication, aSAH = aneurysmal subarachnoid haemorrhage; DM = diabetes mellitus; FU = follow-up; HTN = 
hypertension; n = number; OAC = oral anticoagulation, PMH = past medical history; SAH = subarachnoid haemorrhage; SD = standard deviation; UIA 
= unruptured intracranial aneurysm
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Table 2. Rare non-synonymous variants in the ANGPTL6 gene in patients with familial IA 

 
AF = allele frequency; Ex = Exon; ExAC = Exome Aggregation Consortium; Het = Heterozygous; Hom = Homozygous; MAF = minor allele frequency; NP = Not present; SIFT 
= Sorting Intolerant From Tolerant; syn = synonymous 
Bold: present in controls as well 

 

 

Nucleotide 
change Exon Protein 

Consequence dbSNP Het Hom MAF 
(n=500) 

ExAC 
MAF 

GnomA
D MAF SIFT PolyPhen 

c.243G>C Ex2 p.81R>S rs1166038416 1 0 0.0018 NP 0.00011 Tolerated (0.74) Benign (0.025) 

c.245T>A Ex2 p.82L>Q rs979714863 3 0 0.0055 NP 0.000068 Tolerated (0.25) Benign (0.003) 

c.332G>A Ex2 p.111R>H rs1310828976 1 0 0.0018 NP NP Deleterious (0.04) Benign (0.254) 

c.392A>T13 Ex2 p.131E>V rs576667683 2 0 0.0036 NP 0.0015 Deleterious (0) possibly damaging (0.724) 

c.851C>G Ex4 p.284S>* rs201622589 1 0 0.0018 0.0004 0.00045   

c.1073G>A Ex5 p.358R>H rs779399477 1 0 0.0018 0.000025 0.000031 Tolerated (0.33) Benign (0.013) 
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