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Supplementary Table 1 — Genotype Frequencies in Cases and Controls
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2183

1732
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1306
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300
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1578
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1545
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*SNP completed in Set 1 and Set 2




Supplementary Table 2 - Per Allele Risk for Multimarker Tags

Gene® Multimarker TagSNPs
TBXAS1

rs 2267681 (02); rs 7810415 (03) CC
rs 2267681 (02); rs 7810415 (03) TC
rs 2299887 (37); rs 194149 (05) GG

rs 194149 (05); rs 11973494 (08) AA

rs2299887 (37); rs1015570 (32);
rs2267692 (30) ACA
rs1015570 (32); rs11973494 (08);
rs2284205 (09) GAA
rs 10487665 (12); rs 1557967 (14)
AG

PTGDS  rs908839 (04); rs10781530 (03) GC

Haplotype*

h0O

h10

h0O0

h11
h110

ho11

h00

h11

Frequency

0.45

0.07
0.57
0.14
0.12

0.06
0.8

0.03

P-
value

0.83

0.12
0.85
0.42
0.73

0.62

0.6

0.98

OR

0.99
0.99
0.99
0.95
0.98
0.95

0.97

95% Cls

0.91-1.08
0.91-1.08
0.91-1.08
0.84-1.08
0.86-1.11

0.78-1.16
0.88-1.08

0.92-1.35

0 = common allele
1 =rare allele




Supplementary Table 3 — Meta-analysis of Langsenlehner, Cox and Abraham
studies

Heterozygote Risk

Odds ratio .

Study @5% Cl) Yo WWeight Per Study
Langsenlehner 1.06{0.81-1.37) 118
Cox 0.91(0.78-1.06) 36.3
Ahbraham 1.05{(0.92-1.19) 51.8
Overall {35% CI) 1.00(0.91-1.09)

| |
5 1 2

Odd s ratio

Heterogeneity Chi-squared = 2.23 (d.f. = 2) p=0.33; Test of OR =1;z =0.05p = 0.96

"Homozygote Risk

Odds ratio _
Study (95% CI) % Weight Per Study
Langsenlehner . 2.05(1.30- 3.26) 71
Cox 0.86 (0.67 - 1.09) 39.4
Abraham 1.08 (0.89-1.31) 535
Overall (95% CI) 1.06(0.92-1.22)

5 ! 2
Qdds ratio

Heterogeneity Chi-squared = 10.99 (d.f. = 2) p=0.004; Testof OR=1;z=0.80 p =0.42

*The difference in our estimates and those of the Cox paper can be explained by the fact that Cox et al presented multi-
variate adjusted ORs.



Per Allele Risk
QOdds ratio

Study (85% Cl) % Weight Per Study
Langseniehner 1.25(1.04 - 1.51) 10.5
Cox 0.92 (0.83-1.03) 369
Abraham 1.04 (0.95-1.14) 526

Overall (95% CI) 1.02 (0.96 - 1.09)

2
QOdds ratio

Heterogeneity Chi-squared = 8.31 (d.f. = 2) p=0.02; Test of OR =1;z =0.58 p = 0.56



Supplementary Table 4: Prostaglandin TagSNP Incident Cases and Prevalent Cases Survival Analysis

INCIDENT CASES PREVALENT CASES
. Hazard Hazard
1Gene/SNP MAF P-trend ratio (HR) 95% CI** P-trend ratio (HR) 95% CI**
Per Allele Per Allele
PTGDS
PTGDS(01) rs11787588 0.27 0.40 1.09 0.89-1.34 0.26 0.83 0.60 - 1.15
PTGDS(03) rs10781530 0.31 0.44 0.93 0.76 - 1.13 0.01 1.47 1.11-1.95
PTGDS(04) rs908839 0.47 1.00 1.00 0.84 - 1.20 0.47 0.9 0.68 - 1.19
PTGES
PTGES(03) rs2302821 0.08 0.27 1.20 0.88 - 1.64 0.13 1.48 0.91-2.39
PTGES(04) rs4837404 0.35 0.53 1.06 0.88 - 1.28 0.03 0.73 0.54 - 0.98
PTGES(05) rs10739757 0.1 0.05 0.75 0.55 - 1.02 0.32 1.24 0.82 - 1.89
PTGES (06) rs10448290 0.09 0.01 0.66 0.47 -0.94 0.71 1.1 0.68 - 1.76
"'PTGES(13) rs12553596 ) 0.01 0.71 0.54-0.95 0.61 1.11 0.75- 1.65
(set 1 & 2 combined)
PTGIS
PTGIS(03) rs6090990 0.25 0.76 0.97 0.79-1.19 0.86 0.97 0.70 - 1.34
PTGIS(04) rs5602 0.49 0.76 1.03 0.86 - 1.22 0.4 0.89 0.67 -1.17
PTGIS(05) rs6090996 0.21 0.93 1.01 0.82-1.25 0.15 0.75 0.50 - 1.12
PTGIS(06) rs508757 0.2 0.13 1.17 0.96 - 1.44 0.63 0.91 0.62 - 1.34
PTGIS(08) rs707528 0.49 0.30 0.91 0.77 - 1.09 0.06 1.31 0.99 - 1.74
PTGIS(11) rs477627 0.16 0.23 1.16 0.91-1.48 0.51 0.88 0.59 - 1.31
PTGIS(12) rs693649 0.2 0.67 0.95 0.76 - 1.20 0.02 1.49 1.07 - 2.06
PTGIS(13) rs6012696 0.07 0.69 1.07 0.77 - 1.50 0.61 1.11 0.75 - 1.65
PTGIS(14) rs556731 0.05 0.32 0.77 0.45 - 1.32 0.38 0.72 0.33-1.58
PTGIS(15) rs6095543 0.16 0.55 0.93 0.73-1.18 0.85 1.04 0.73 - 1.48
PTGIS (16) rs1393343 0.22 0.20 1.14 0.93 - 1.39 0.96 0.99 0.70 - 1.41
PTGIS (17) rs574113 0.34 0.98 1.00 0.84 - 1.20 0.07 1.3 0.99 - 1.71
PTGIS (18) rs501908 0.1 0.21 1.19 0.92 - 1.54 0.50 0.85 0.52 - 1.39
PTGIS (19) rs8183919 0.29 0.37 0.92 0.76 - 1.11 0.1 1.28 0.96 - 1.70
PTGIS (20) rs1066894 0.31 0.49 1.07 0.89 - 1.30 0.57 0.92 0.69 - 1.23
PTGIS (21) rs476496 0.24 0.67 1.05 0.85-1.29 0.93 0.99 0.71-1.37
PTGS1
PTGS1(01) rs1330344 0.21 0.71 1.04 0.85-1.28 0.25 1.21 0.88 - 1.66
PTGS1(04) rs10306122 0.07 0.31 0.83 0.57 - 1.21 0.40 0.76 0.40 - 1.47
PTGS1(05) rs10306194 0.16 0.75 0.96 0.75 - 1.24 0.86 0.96 0.64 - 1.45
PTGS1(07) rs4836887 0.13 0.07 0.77 0.58 - 1.03 0.66 1.10 0.72 - 1.68
PTGS1(08) rs10306108 0.07 0.83 1.04 0.74 - 1.46 0.50 1.18 0.74 - 1.88
PTGS1(15) rs10306146 0.13 0.08 0.77 0.58 - 1.04 0.98 1.01 0.65 - 1.57
PTGS2
PTGS2(01) rs4648310 0.04 0.50 1.18 0.74 - 1.86 0.33 0.59 0.19 - 1.85
PTGS2(02) rs689467 0.07 0.43 0.87 0.62-1.23 0.86 1.05 0.58 - 1.92
PTGS2(03) rs2206593 0.05 0.32 1.20 0.85 - 1.69 0.94 0.98 0.56 - 1.72
PTGS2(04) rs5275 0.34 0.86 1.02 0.85-1.22 0.36 1.15 0.86 - 1.54
PTGS2(09) rs5277 0.16 0.22 1.16 0.92 - 1.47 0.15 0.74 0.48 - 1.14
"PTGS2(11) rs20424 (set1 ) 0.47 0.8 0.44 - 1.46 0.37 0.64 0.24 -1.71
& 2 combined)
PTGS2(17) rs4648276 0.12 0.12 1.22 0.95 - 1.57 0.25 1.26 0.86 - 1.85
PGDS
PGDS(02) rs10516950 0.44 0.89 0.99 0.82 -1.18 0.17 1.21 0.92 -1.58
PGDS(03) rs1045435 0.39 0.67 0.96 0.80 -1.15 0.62 1.07 0.82 - 1.41
TBXAS1
TBXAS1(01) rs6971207 0.01 0.33 1.36 0.76 - 2.41 0.05 0 0.00-E
''TBXAS1(02) rs2267681 0.42 0.06 113 0.99-1.29 0.77 0.97 0.78-1.20
(set 1 & 2 combined)
TBXAS1(03) rs7810415 0.48 0.82 0.98 0.82-1.17 0.76 1.04 0.79 - 1.38
TBXAS1(04) rs3779134 0.12 0.19 1.19 0.93 - 1.52 0.35 0.8 0.50 - 1.28
TBXAS1(05) rs194149 0.28 0.11 1.17 0.97 - 1.42 0.5 0.9 0.65 - 1.23
TBXAS1(08) rs11973494 0.22 0.07 1.22 0.99 - 1.50 0.67 0.93 0.67 - 1.30
TBXAS1(09) rs2284205 0.16 0.07 1.24 0.98 - 1.57 0.6 0.9 0.61-1.33




INCIDENT PREVALENT
CASES CASES
" Hazard Hazard
1Gene/SNP MAF P-trend ratio (HR) 95% CI** P-trend ratio (HR) 95% CI**
Per Allele Per Allele

TBXAS1(11) rs2107901 0.17 0.96 1.01 0.79-1.28 0.07 1.39 0.99-1.94
TBXAS1(12) rs10487665 0.09 0.22 1.20 0.90 - 1.61 0.34 0.77 0.45-1.34
TBXAS1(13) rs2190087 0.23 0.84 1.02 0.83-1.26 0.56 1.1 0.80 - 1.51
TBXAS1(14) rs1557967 0.2 0.49 1.08 0.87-1.34 0.27 0.82 0.57-1.18
TBXAS1(15) rs1003816 0.1 0.84 1.03 0.78-1.37 0.87 1.03 0.68 - 1.57
TBXAS1(16) rs41728 0.12 0.83 1.03 0.79-1.34 0.58 1.12 0.75-1.67
TBXAS1(17) rs41727 0.1 0.75 1.05 0.79-1.39 0.98 1 0.64 - 1.55
TBXAS1(20) rs2267701 0.14 0.66 1.06 0.82-1.36 0.59 0.89 0.59-1.35
TBXAS1(21) rs740150 0.19 0.84 0.98 0.78-1.22 0.45 0.87 0.59 -1.26
TBXAS1(23) rs10487667 0.25 0.18 1.15 0.94 -1.39 0.61 0.92 0.67 -1.27
TBXAS1(25) rs2267706 0.23 0.86 1.02 0.83-1.25 0.86 1.03 0.73-1.45
TBXAS1(28) rs22861987 0.38 0.13 1.16 0.96 - 1.39 0.79 1.04 0.78-1.39
TBXAS1(29) rs2286196 0.19 0.26 1.13 0.91-1.40 0.73 0.93 0.64 - 1.37
TBXAS1(30) rs2267692 0.35 0.12 1.16 0.97 -1.38 0.87 1.02 0.77 - 1.36
TBXAS1(31) rs1015572 0.05 0.63 1.11 0.73-1.68 0.62 0.85 0.43-1.66
TBXAS1(32) rs1015570 0.39 0.62 0.95 0.79-1.15 0.64 0.94 0.71-1.24
TBXAS1(37) rs2299887 0.4 0.93 0.99 0.83-1.19 0.63 0.93 0.70-1.24
TBXAS1(38) rs10544451 0.24 0.71 1.04 0.85-1.28 0.46 1.13 0.82-1.54

TAIl genes assessed in set1 (cases=2270 and controls=2280) only unless P</= 0.05 for either P-trend or P-
heterogeneity in original analysis.

Results shown are combined set 1 and 2 data (cases=4470 and controls=4560).
* The values for these SNPs are absent due to their low frequency.

**Abbreviations: MAF - Minor Allele Frequency; 95%CI - 95% Confidence Interval.
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