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Supplementary Table 1. Characteristics of Cases with Myocardial Infarction and Controls Free of Myocardial Infarction’

Ty Malmé Diet and
Study Italian ATVB Study Heart Attack Risk in REGICOR MGH Premature Coronary FINRISK Cancer Study
Puget Sound Artery Disease Study
Early-Onset MI
cases Controls cases controls cases controls cases controls Cases controls cases controls
N 1,693 1,668 505 559 312 317 204 260 167 172 86 99
MI ace criterion men or _ men <50 or _ men <50 or men <50 or _ men <50 or men <50 or
& women < 45 women < 60 women < 60 women < 60 women < 60 women < 60
. Affymetrix Affymetrix ~ Affymetrix Affymetrix Affymetrix Affymetrix Affymetrix Affymetrix Affymetrix Affymetrix Affymetrix Affymetrix
Genotyping platform 6.0 6.0 6.0 6.0 6.0 6.0 6.0 6.0 6.0 6.0 6.0 6.0
Country of origin Italy Italy U.S. U.S. Spain Spain U.s. U.S. Finland Finland Sweden Sweden
Mean age (y) i 394+49 393+5.0 46.0+ 6.9 452+7.3 459+5.8 46.0+£5.6 47.0+6.1 53.8+11.1 47.1+£6.2 47.1£6.0 48.5+4.4 48.7+4.6
Female gender (%) 11.4 11.6 51.1 55.5 20.2 21.5 29.9 33.5 33.5 31.4 41.9 42.4
German MI German MI
Study WTCCC MI Family Study T Family Study II PennCATH deCODE MedSTAR
cases controls cases controls cases controls cases controls Cases controls cases controls
N 1,561 2,938 875 1,644 1,222 1,874 415 468 729 29,218 420 447
. men <60 or men <60 or men<50 or
MI age criterion <66 years -- women < 65 -- women < 65 - <66 years -- women <60 - <66 years -
Genotyping platform Affymetrix Affymetrix ~ Affymetrix Affymetrix Affymetrix Affymetrix Affymetrix Affymetrix Illumina Illumina Affymetrix Affymetrix
cnotyping platio 500K 500K 500K 500K 6.0 6.0 6.0 6.0 300/370K  300/370K 6.0 6.0
Country of origin UK. UK. Germany Germany Germany Germany uU.s. US. Iceland Iceland U.Ss. uU.s.
Mean age (y) i 49.3£7.9 44.749.3 50.2+7.9 62.5+10.1 513+7.6 51.2+11.9 50.2+7.5 61.7+9.6 56.7+10.6 48.9+£21.6 46.8+6.8 59.7+8.9
Female gender (%) 20.2 49.2 32.5 50.5 20.3 47.9 17.6 51.7 40.8 61.3 23.8 48.8
q q q . q INTERHEART AMI Gene Study /
Study Verona Heart Study Mid-America Heart Institute Irish Family Study European Ancestry Dortmund Health Study SHEEP
cases controls cases controls cases controls cases controls Cases controls cases controls
N 510 388 811 650 577 719 1,886 2,231 809 1,132 1,155 1,502
< <
P laeeleTitarion men <65 or _ no age _ men <55 or _ no age _ men <65 _ men and
women < 65 criterion women < 65 criterion women 46-70
Genotyping platform Sequenom Sequenom Sequenom Sequenom Sequenom Sequenom Sequenom Sequenom Sequenom Sequenom Sequenom Sequenom
.. Northern Northern LS, e LS} el
Country of origin Italy Italy U.S. U.S. Ireland Ireland multiple in multiple in Germany Germany Sweden Sweden
e ) SN Europe Europe
Mean age (y) T 57.0£9.1 58.9+12.1 61.5£12.7 60.7+12.4 45.9+6.7 55.7+8.0 61.2+12.1 60.5£12.0 52.2+8.2 52.6x13.7 59.2+7.2 59.8+7.1
Female gender (%) 10.6 34.8 32.1 39.0 20.1 55.2 28.9 31.3 0 53.1 29.4 32.2
Malmé Diet and q .
Study Cancer Study Later- COROGENE CADomics (2N E EE SN QU TS TR GRACE Genetics
Study I Study IT
Onset M1
cases controls cases controls cases controls cases controls Cases controls cases controls
N 1,059 1,056 2,172 1,579 1,212 2,952 950 1,455 1,090 933 683 656
o Men >50 or no age no age men <55 or men <55 or no age
MI age criterion -- .S .S - --- - .S
women >60 criterion criterion women < 65 women < 65 criterion
. . . Affymetrix Affymetrix Affymetrix Affymetrix Affymetrix Affymetrix
Genotyping platform Sequenom Sequenom Illumina Illumina 6.0 6.0 S00K&6.0 S00K&6.0 6.0 6.0 Sequenom Sequenom
Country of origin Sweden Sweden Finland Finland Germany Germany Sente (Snace Ca[r}a;ia / Ca[r}aga / Belgium Belgium
Mean age (y)T 63.7+£5.9 63.7+5.9 66.1+12.0 55.7+12.2 59.3+10.8 553 +10.8 47.7£7.3 75.0£5.0 47.8+£7.1 74.3+5.8 65.2+11.8 41.0£13.2
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Supplementary Table 6. Association of LIPG Asn396Ser with Plasma Low-Density Lipoprotein
Cholesterol or Triglycerides in Four Prospective Cohort Studies

ARIC

CCHS

FHS
MDCS-CC
Meta-analysis

ARIC

CCHS

FHS
MDCS-CC
Meta-analysis

N

8,588
9,618
1,589
5,045

24,840

8,720
9,618
1,589
5,175

25,012

Beta SE
Low-density lipoprotein cholesterol
0.024 0.019
0.006 0.021
0.013 0.041
0.031 0.089
0.016 0.013
Triglycerides
-0.018 0.033
0.062 0.035
-0.016 0.091
0.001 0.088
0.016 0.02

P

0.21
0.77
0.75
0.73
0.23

0.60
0.07
0.86
0.99
0.47

The four prospective cohort studies were: 1) ARIC, Atherosclerosis Risk in Communities Study; 2) CCHS,
Copenhagen City Heart Study; 3) FHS, Framingham Heart Study; and 4) MDCS-CC, Malms Diet and Cancer

Study-Cardiovascular Cohort
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Supplementary Table 7. Association of LIPG Asn396Ser with Cardiovascular Risk
Factors in the Malmo Diet and Cancer Study.

Risk factor N Beta SE P

Systolic blood 27,868 -0.80 0.69 0.24

pressure

Body mass index 27,863 -0.19 0.15 0.20

Type 2 diabetes 2,452 cases, 23,326 -0.05 0.13 0.70
non-cases

C-reactive protein 5,110 -0.55 0.40 0.17

Small LDL particle 4,466 -0.07 0.09 0.47

concentration

Linear regression modeling was utilized to test the association of LIPG Asn396Ser with systolic blood pressure, body mass index,
C-reactive protein or small LDL particle concentration. In these models, the predictor variable was the quantitative risk factor,
the predictor variable was number of copies of the LIPG 396Ser allele, and covariates of age and gender. For type 2 diabetes,
logistic regression modeling was utilized.

*Small LDL particle concentration measured by airborne ion mobility assay.

25



Supplementary Table 8. Association of LIPG Asn396Ser with a range of cardiovascular
phenotypes in the Atherosclerosis Risk in Communities (ARIC) Study

Phenotype Beta SE N P

HDL cholesterol 5.41 1.01 8,720 9.6x 107
apo-Al 8.63 1.93 8,720 7.9 x 10°°

LDL cholesterol 2.98 2.53 8,588 0.24

apoB 1.00 1.86 8,719 0.59

Lp(a) -4.18 6.27 8,576 0.50

Log triglycerides -0.02 0.03 8,720 0.53

Systolic blood pressure 0.28 1.09 8,734 0.26

Diastolic blood pressure 0.75 0.66 8,734 0.26

Fasting glucose -1.57 1.78 8,731 0.38

Type 2 diabetes 0.003 0.02 8,731 0.89

Cigarette smoking -0.055 0.03 8,731 0.06

Waist/hip ratio -0.0003 0.005 8,727 0.95

Fibrinogen 0.91 4.06 8,704 0.82

Log C-reactive protein -0.05 0.08 7,032 0.51

Genotypes were coded as Serine allele carrier or non-carrier. Linear or logistic regression was
performed with outcome variable being phenotype in column 1, predictor variable of Serine allele
carrier status, and covariates of age and gender. Betas are unstandardized and in original units for
phenotype except for triglycerides and C-reactive protein where these phenotypes were log-
transformed.
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Supplementary Table 9. Evaluation of an LDL genetic score for association with myocardial infarction

Data from Global Lipid Genetic Data from CARDIOGRAM
Consortium GWAS for Lipids GWAS for MI

Marker iil.lec: 2:112 (;: Effect* SD P Effect SD P
rs11136341 G A 0.041 0.006 6.20E-11 -0.032 0.030 0.310
rs11220462 A G 0.057 0.008 1.88E-14 0.040 0.029 0.555
rs1169288 C A 0.042 0.005 2.21E-14 0.084 0.019 7.55E-05
rs12027135 T A 0.032 0.005 5.61E-10 -0.001 0.018 0.869

1512916 C T 0.072 0.005 2.46E-41 0.0238 0.019 0.225
rs1800562 G A 0.065 0.011 1.39E-08 0.016 0.037 0.674

rs217386 G A 0.034 0.005 2.86E-10 0.029 0.019 0.125
rs2332328 T C 0.034 0.006 6.75E-10 0.001 0.027 0.933
rs3757354 C T 0.042 0.006 2.34E-11 0.025 0.026 0.339

rs514230 T A 0.033 0.005 5.99E-10 0.009 0.018 0.894

15649129 T C 0.060 0.006 1.03E-21 0.119 0.024 6.17E-05
rs6511720 G T 0.206 0.009 1.03E-117 0.176 0.046 2.37E-04
rs7225700 C T 0.026 0.005 1.53E-06 0.030 0.019 0.194

The beta coefficient for association of LDL genetic score with MI was 0.756, SE of 0.119 and P= 1.8 x 10"
*Effect is in standard deviation units
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Supplementary Table 10. Evaluation of an HDL genetic score for association with myocardial infarction

Data from Global Lipid Genetic Data from CARDIOGRAM
Consortium GWAS for Lipids GWAS for MI

Marker iil.lec: 2:112 (;: Effect* SD P Effect SD P
rs13107325 C T 0.056 0.011 2.22E-07 0.004 0.053 0.912
rs1689800 A G 0.031 0.005 1.43E-09 -0.020 0.019 0.334
rs16942887 A G 0.085 0.007 8.62E-29 -0.038 0.028 0.125

rs181362 C T 0.031 0.006 7.10E-07 -0.004 0.022 0.846
1s2293889 G T 0.029 0.005 1.18E-08 0.038 0.018 0.040
rs2923084 A G 0.027 0.006 3.21E-05 0.015 0.023 0.382

rs386000 C G 0.055 0.007 2.92E-13 0.007 0.028 0.760
rs4082919 T G 0.027 0.005 2.57E-07 0.005 0.019 0.667
rs4759375 T C 0.057 0.011 6.30E-08 -0.013 0.038 0.548
rs7134594 T C 0.030 0.005 1.26E-09 0.005 0.018 0.844
1s7255436 A C 0.030 0.005 2.70E-08 -0.024 0.022 0.322

rs737337 T C 0.043 0.009 3.48E-06 -0.036 0.035 0.358

rs838880 C T 0.040 0.006 1.18E-11 0.008 0.023 0.825

rs881844 G C 0.034 0.005 2.87E-11 0.001 0.019 0.772

The beta coefficient for association of HDL genetic score with MI was -0.077, SE of 0.159 and P= 0.63
*Effect is in standard deviation units

28





