





Supplemental Figure 2. Multimarker risk score for AF based on combined rs2200733, rs17570669, and rs3853445 genotypes, stratified by
prevalent or incident AF status.

The meta-analyzed relative risk of AF for each multimarker combination of rs2200733, rs17570669, and rs3853445 genotypes relative to the most common
multimarker combination are shown. Only multimarker combinations with an average sample frequency of = 0.2% are displayed, though the effects are adjusted
for all potential combinations, as well as age, sex, and hypertension, or sex only (CCAF). Subjects with incomplete genotypes were not included. Risk alleles for
AF were the T allele for rs2200733, the A allele for rs17570669, and the T allele for rs3853445. Samples with prevalent AF included MGH, AFNET, CCAF, CHS,
and RS. Samples with incident AF included ARIC and RS. Relative risks correspond to odds ratios (prevalent AF) and hazard ratios (incident AF).
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Supplemental Figure 3. Phylogenetic conservation at the chromosome 4q25 locus.

Pairwise alignment of genomic sequences of 16 mammalian and vertebrate species to the human genome (hg18) are plotted
between positions 111,728,759-112,034,944 at the chromosome 4g25 locus. Blue peaks correspond to regions of high sequence
conservation, and are reflected in the multi-species alignment in green. Pale yellow lines indicate uncertainty in the genomic

sequence. Three isoforms of PITX2 are displayed on the plot. SNPs tagging distinct AF susceptibility signals are indicated. Plot
generated using the UCSC genome browser.®

Position 111750000 | 111800000 | 111850000 | 111900000 | 111950000 | 112000000 |

4925

PITX2 H=

PITX2 Hea rs2200733| rs17570669 | rs3853445|
PITX2 ¥

Vertebrate Multiz Alignment & Conservation (17 Species) rs6838973|

m_.mdlmilmnmmmm U0 Y T m J.“mmnuLL|MLi__LULM_ bbby ,L‘Mdm_l

I A A A

thesus lﬂlﬂilllll l “IIIIIIIII II|—| O —— S A
mouse Ilmunmnmﬂﬂﬂhiiillllhnm:mm:mmmﬂhluﬂl1|—|—4mu-|:nimzmmzuzuiuu:h:Iilhn:Inﬂuhﬂﬂlmm—mﬂum:mmmunhﬂl-:numun—n-—-m:m
vt 0 00 T i i 0t - ——— =B o0~ = 0=l 0t 30— o =03 e ot 4= e 0l il ———— =
raabit [l =38t 5 e o - e —— b i = A —— = 17 T 11 1117181171171 T 171711101 ) WA=
o Tl 5 0 0o 4 0o ——— = T — 000 o0~ 000 - 0o i
o A0 000tk it e 0 06— i i A0 oo 0 2 ——— -+

armaditio NIMSNN - 0iu0ohk 0 o oo o o b ——— 1 = == ool o= 0 o - o ol o N W
elephiant! SN 511 S oo = st Yl 10 =0 =t o ——ig b = v o - o= 5 N o o = ==
tenrec WH——0—nikd sl oot o Al —— S — Il Tl i oot A okl bl —— ol il G i o Ml ——
opossum Hﬂ—l—ul—nlﬂIHmﬂ-mHihliﬁh:H:Iﬂili—lll:I|3|il?l'I|4&—“Q—H—li:i:‘IIl—l—ﬂ—i4|4|—|ﬂJl—|u1uﬂi:ilhlhmmil—ﬂllzlﬂlﬁliﬂzl—ﬂ:u:
chicken 3 '} | o o — " — —— ) —#h I | — i T 1—ill3 T
x_tropicalis T o o 1 ) ) | ") 1 i é )
zebrafish II:NZI:I:|3|.:|3:| " 1 i
tetraodon ' | i i
fugu (R [ I} Se—— — i I

Page 11 of 12



Supplemental References

Nabauer M, Gerth A, Limbourg T, Schneider S, Oeff M, Kirchhof P, Goette A, Lewalter
T, Ravens U, Meinertz T, Breithardt G, Steinbeck G. The Registry of the German
Competence NETwork on Atrial Fibrillation: patient characteristics and initial
management. Europace. 2009;11:423-434.

Wichmann HE, Gieger C, lllig T. KORA-gen--resource for population genetics, controls
and a broad spectrum of disease phenotypes. Gesundheitswesen. 2005;67 Suppl
1:526-30.

The Atherosclerosis Risk in Communities (ARIC) Study: design and objectives. The
ARIC investigators. Am J Epidemiol. 1989;129:687-702.

Alonso A, Agarwal SK, Soliman EZ, Ambrose M, Chamberlain AM, Prineas RJ, Folsom
AR. Incidence of atrial fibrillation in whites and African-Americans: the Atherosclerosis
Risk in Communities (ARIC) study. Am Heart J. 2009;158:111-117.

Hofman A, Breteler MM, van Duijn CM, Krestin GP, Pols HA, Stricker BH, Tiemeier H,
Uitterlinden AG, Vingerling JR, Witteman JC. The Rotterdam Study: objectives and
design update. Eur J Epidemiol. 2007;22:819-829.

Heeringa J, van der Kuip DA, Hofman A, Kors JA, van Herpen G, Stricker BH, Stijnen T,
Lip GY, Witteman JC. Prevalence, incidence and lifetime risk of atrial fibrillation: the
Rotterdam study. Eur Heart J. 2006;27:949-953.

Fried LP, Borhani NO, Enright P, Furberg CD, Gardin JM, Kronmal RA, Kuller LH,
Manolio TA, Mittelmark MB, Newman A, O'Leary DH, Psaty BM, Rautaharju P, Tracy
RP, Weiler PG. The Cardiovascular Health Study: design and rationale. Ann Epidemiol.
1991;1:263-276.

Kent WJ, Sugnet CW, Furey TS, Roskin KM, Pringle TH, Zahler AM, Haussler D. The
human genome browser at UCSC. Genome Res. 2002;12:996-1006.

Page 12 of 12



