SUPPLEMENTAL MATERIAL



Supplementary table 1. Number of children and the corresponding number of

aortic stenosis cases.

Nr of children Number of siblings with AS
1 2 3 4 Total (N)
Percentage of total AS cases

2 5539 138 0 0 5677
4121 | 103 | 000 | 000 42.23%

9757 | 243 | 000 | 000
3 3618 180 3 0 3801
2692 | 134 | 002 | 000 28.28%

9519 | 474 | 008 | 000
4 1857 116 3 0 1976
1381 | 086 | 002 | 000 14.70%

9398 | 587 | 015 | 000
S 880 78 6 0 964
655 | 058 | 004 | 000 7.17%

9129 | 809 | 062 | 000
6 441 36 3 0 480
328 | 027 | 002 | 000 357%

9188 | 750 | 063 | 000
7 215 24 9 0 248
160 | 018 | 007 | 000 1.84%

8669 | 968 | 363 | 000

8

113 26 0 4 143
084 | 019 | 000 | 003 1.06%

7902 | 18.18 | 000 | 2.80
9 61 4 6 0 71
045 | 003 | 004 | 000 0.53%

8592 | 563 | 845 | 000
10 4 4 0 0 46
031 | 003 | 000 | 000 0.34%

9130 | 870 | 000 | 0.00
1 19 10 0 0 29
014 | 007 | 000 | 000 0.22%

6552 | 3448 | 000 | 000




12

4 0 0 0 4
003 | 000 | 000 | 000 0.03%

10000 | 000 | 000 | 0.00
13 2 0 0 0 2
001 | 000 | 000 | 000 0.01%

10000 | 000 | 000 | 0.00
14 1 0 0 0 1
001 | 000 | 000 | 000 001%

10000 | 000 | 000 | 0.00
Total 12792 616 30 4 13442
95.16 | 458 | 022 | 003 100.00%




Supplementary Table 2. Number of AS cases by ICD-code.

Events Median Mean age
No. % age

Total events 13442 61 552 +189
Aortic valvular stenosis (135.0) 9103 67.7 64 61.8+10.6
Aortic valvular stenosis with
aortic regurgitation (I35.2) 2469 184 60 573128
Rheumatic aortic valvular
stenosis (106.0) 120 09 60 575+104
Rheumatic aortic valvular
stenosis with aortic
regurgitation (106.2) 109 0.8 58 547+13.5
Congenital aortic valvular
stenosis (Q23.0) 1641 12.2 12 153+14.3




Supplementary table 3. Risk of aortic stenosis with a sibling history of AS,

excluding congenital AS.

N HR 95% CI

620 3.58 2.33-549

Adjusted for gender, birth year, and family size. Cases of congenital AS (ICD-10

Q230) were excluded.



Supplementary Table 4. Risk of AS with a sibling history of AS

stratified by age.

Age at diagnosis N HR 95% C1
<20 17 9.61 4.14-2234
20-39 6 191 0.60 - 6.07
40-49 23 247 1.15-5.32
50-59 122 3.15 1.85-5.36
60-69 314 3.12 1.97 - 496
>70 169 3.04 1.84-5.03

Adjusted for gender, birth year, and family size, and comorbidities. AS: Aortic

stenosis. N: number of AS cases.



Supplementary Table 5. Number of cases and incidence rate of AS by birth

order
Population AS events Incidence rate*
(per 100 000
Birth order No. % No. % person years)
First 2410115 394 4967 370 26.1
Second 2410115 394 4870  36.2 259
Third 882931 144 2107 157 264
Fourth 261649 43 862 6.4 27.0
Fifth or later 152453 25 636 4.7 295
All 6117263 100.0 13442 100.0 26.2

*: Adjusted for European standardized population



Supplementary Figure 1. Kaplan-Meier curves for visual inspection of the

proportional hazards assumption.
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