CONTENTS

I I T o) o F- Y o 1= OO SR PTOSSN

A N 01 o =NV A=\ 1 (0] o 1T RRRPRTRRRRR

T a1 g Yo [T o1 AT ] o 1RO

3.1 Historica

L B AT S ettt e et e e e e e e e s

3.2 ClINICAl CRaraCTE ISTICS. .o ieeeeeiee et ettt ettt e e e e e e e e e e e e e

BB EPIAEMIOIOQY ittt e

3.4 Aetiology and PathOgeNeSIS. ...

4. Background t0 the STUTIES. ..o

4.1 Genetic epidemiology ..o e
4.1.1 Ethnic diffEreNCES ...oieiveieieiieee e
4.1.2 Family STUAIES .ooiuecieee ettt
4.1.3 TWIN STUAIES .cueeitiiieiee sttt

4.2 MOIECUIAr GENELICS . .iiiiiiiiie e s sre e e

4.3 ENVIrONMENTAl FACTOTS . .viiiiieeieeee ettt et et e e et e e e eeen e e e

4.4 Sub-clini

Cal M AT KBTS ettt ettt e ettt e e e e e e e ee e e e e

A5 TWIN STUAIES ettt ettt e e et e e e e e e ettt e e e s s ee et e e e s sanrarereees

4.5.1 Quantitative genetic analySeS.....ccviieiievieiiiesien s

4.5.2 Co-twin cONtrol analySesS.......cccivviiiieveie s

4.5.3 Epidemiological analySes.........cciviiiriiiiiiieice e

4.6 The Swedish tWin regiStry . ... e
4.6.1 The different CONOTTS. ..o
4.6.2 Zygosity determination.........cccccecevie i eieeie s

4.7 The Dani

SN AWIN TEGISTIY .o

4.8 The Swedish hospital discharge register......cccocviviivieiie s s

6. Materials and M ETNOAS. ......ooii ettt e r et e e e e s e ae e eees

6.1 Paper | .
6.2 Paper 1.
6.3 Paper 11
6.4 Paper IV

1

13
13
14
15
15

17
17
17
17
17
18
19
20
21
22
22
22
22
22
23
23
24

27

29
29
30
31
32



7. Ethics
T =T U1 L £ TR
8.1 PAPEI | et e
8.2 PAPEE T bbb
8.3 PAPEI Hl oo
8.4 PAPEI TV e
L I =Y oL =Y o N T o U 1Y o] o IR
9.1 Methodological conSIderations........c.ccccveivieiiiiceece e
9.2 CoNCOrdanCe FOr QISEASE ..uuiiiiireieeiiriie e rtiee e sttt e s st e e e st e e e s et te e e s sreeessibaeeesies
9.3 Concordance for clinical charaCteristiCs .......cccovvvveeiriiieeiiiiiee e ssieeeans
0.4 CARDILSINOD ..ottt e e et e e neee s
0 D A S C A et
9.6 ENVIrONMENtal FaCtOrS . cco ittt e e e e e e e e
10, GENEIAl CONCIUSTONS .ottt ettt et e ettt e e e s e e et e e s ees e reeeeeeennrens
11. Summary in SWediSh ...
12, ACKNOWIEAGEMENTS. ...ttt sre e e re e reenre e
ST = (1 ] L oT=T TP TP PR
PP L s
PP 1 e
=10 1T o 1 TS
P AP TV e e b et e aaeeareean

33

35
35
36
37
39

41
41
44
46
47
50
52

55

57

59

61

77
85
97
99



