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Supplementary Figure 1: Frequency histogram showing the direction of ratio
estimates from the inverse-variance weighted average (IVWA) analysis of the
best Framingham predictor in the KORA data set. Results are binned by the p-
value from the IVWA analysis. Results are binned by p-value. The colored bars
indicated with the direction of the association is in the expected direction (i.e. a
positive association) or in the opposite direction.



Supplementary Table 1: Characteristics of the EHR population.

Characteristic n=41,288
Birth Decade
median (IQR) 1945 (1935-1955)

Gender [n (%0)]

Males 21,097 (51.1)
Females 20,191 (48.9)
Contributing center [n (%)]

Marshfield 3,707 (9.0)

VUMC 20,230 (49.0)
Group Health 2,358 (5.7)

Mayo 6,665 (16.1)
Northwestern 1,247 (3.0)
Geisinger 2,946 (7.1)

Harvard 4,135 (10.0)



Supplementary Table 2: Characteristics of the Malmo Diet and Cancer Study (MDCS) population.

Characteristic n=651

Age (years) [Mean, s.d.] 59.0 (5.6)

Gender [n (%)]

Males 305 (46.9%)

Females 346 (53.15%)

Incident diabetes [n (%)] 163 (25.0%)
Incident CHD [n (%)] 162 (24.9%)
LDL-C levels (mmol/L) [mean, s.d.] 4.32 (1.00)

Prevalent carotid plaque [n (%)] 168 (26.4%)



Supplementary Table 3: SNPs and weights used to construct each protein predictor.

Effect Noneffect Effect allele Standard
Protein Variant ID Chromosome  Position allele allele frequency Beta error p-value
6Ckine 3:132268469 3 132268469 C T 0.87 0.49 0.07 1.2E-11
6Ckine 3:54289975 3 54289975 A G 0.75 -0.31 0.06 6.8E-08
al_Antichymotrypsin 14:95095434 14 95095434 C A 0.83 0.50 0.07 3.1E-13
al_Antichymotrypsin 14:95131257 14 95131257 G A 0.59 0.29 0.05 2.0E-08
al_Antitrypsin 14:94769817 14 94769817 G A 0.87 -0.44 0.08 2.4E-07
al_Antitrypsin 14:94796184 14 94796184 A T 0.80 0.37 0.06 4.1E-09
al_Antitrypsin 14:94838740 14 94838740 A G 0.70 -0.31 0.06 1.8E-08
a2_HS_Glycoprotein 3:186337827 3 186337827 C T 0.52 0.39 0.05 1.3E-16
a2_HS_Glycoprotein 3:186344614 3 186344614 C T 0.88 0.47 0.08 3.9E-09
ADAMTS 5 21:28226787 21 28226787 C T 0.83 0.53 0.07 1.7E-15
ADAMTS_5 21:28231324 21 28231324 G T 0.95 0.62 0.10 2.2E-09
ADAMTS 5 21:28273975 21 28273975 A T 0.87 -0.55 0.07 7.6E-17
ADAMTS_5 21:28311572 21 28311572 C T 0.84 0.81 0.06 5.2E-47
ADAMTS 5 21:28317134 21 28317134 T C 0.63 -0.36 0.04 5.4E-16
AK1A1l 1:46044314 1 46044314 C T 0.79 0.45 0.06 7.1E-14
AK1A1 1:46051053 1 46051053 G A 0.95 1.65 0.12 5.4E-44
AK1A1l 1:46939999 1 46939999 G C 0.77 0.44 0.08 2.5E-08
AK1A1 1:47016761 1 47016761 C T 0.94 0.72 0.13 6.0E-08
AK1A1l 20:37914526 20 37914526 G A 0.79 -0.37 0.07 1.5E-07
Alkaline_phosphatase__bone  3:46488936 3 46488936 C T 0.92 -0.65 0.11 1.4E-09
Alkaline_phosphatase__bone  3:46493078 3 46493078 T C 0.68 -0.53 0.05 3.4E-25
Alkaline_phosphatase__bone  3:46543325 3 46543325 C T 0.77 0.33 0.06 8.4E-09
Angiogenin 14:21130632 14 21130632 A G 0.79 -0.36 0.06 6.5E-09
Angiogenin 14:21155393 14 21155393 G A 0.53 0.30 0.05 7.7E-10
Angiogenin 14:21157936 14 21157936 G A 0.87 -0.75 0.08 7.0E-19
Angiogenin 14:21161385 14 21161385 T G 0.95 -0.74 0.11 2.0E-11
Angiotensinogen 1:230831161 1 230831161 G A 0.88 -0.38 0.07 6.4E-08
annexin_lI 10:113296281 10 113296281 C T 0.94 0.55 0.11 9.4E-07
annexin_lI 11:18698379 11 18698379 A G 0.59 -0.31 0.07 2.3E-06
annexin_lI 15:60687152 15 60687152 T G 0.85 -0.33 0.07 7.6E-07
annexin_lI 7:6243255 7 6243255 T C 0.89 -0.44 0.09 2.5E-06
Apo_E 11:116967666 11 116967666 T C 0.89 -0.50 0.08 4.3E-09
Apo_E 19:45372794 19 45372794 G A 0.86 0.49 0.08 6.6E-11
Apo_E2 19:45331103 19 45331103 G A 0.52 0.42 0.07 4.3E-09
Apo_E2 19:45373565 19 45373565 G A 0.85 0.40 0.07 3.6E-08
Apo_E2 19:45395266 19 45395266 A G 0.58 0.58 0.09 9.9E-11
Apo_E2 19:45411941 19 45411941 T C 0.88 -0.83 0.10 1.1E-16
Apo_E3 11:116967666 11 116967666 T C 0.89 -0.45 0.08 1.2E-07
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Cadherin_5 9:136142185 9 136142185 C T 0.92 -1.13 0.09 1.5E-35
Cadherin_5 9:136151806 9 136151806 T C 0.79 0.39 0.07 3.0E-09
Cadherin_5 9:136155359 9 136155359 G A 0.62 -0.41 0.07 1.8E-09
Cadherin_5 9:136163447 9 136163447 T C 0.77 -0.71 0.08 8.8E-21
Cadherin_5 9:136186926 9 136186926 T C 0.67 -0.38 0.07 5.6E-09
Cadherin_5 9:136190948 9 136190948 G A 0.76 -0.45 0.07 2.1E-10
CAMK1 1:169253884 1 169253884 A G 0.64 -0.33 0.05 1.1E-11
CAMK1 1:169348434 1 169348434 G A 0.88 0.75 0.09 1.0E-17
CAMK1 1:169490772 1 169490772 G A 0.80 -0.52 0.07 9.4E-13
CAMK1 1:169511755 1 169511755 T C 0.73 1.11 0.04 2.5E-161
CAMK1D 17:26694861 17 26694861 G A 0.49 -0.35 0.06 5.5E-10
CAPG 2:85584988 2 85584988 T C 0.65 -0.31 0.05 1.9E-09
Carbonic_anhydrase 6 1:9010984 1 9010984 A C 0.50 0.45 0.05 1.1E-22
Carbonic_anhydrase_6 1:9024458 1 9024458 C A 0.78 -0.58 0.10 1.3E-08
Carbonic_anhydrase_6 1:9034598 1 9034598 A G 0.60 -0.61 0.07 2.2E-16
Carbonic_anhydrase_6 1:9048244 1 9048244 C T 0.52 0.34 0.05 9.0E-13
Carbonic_anhydrase_XIlI 8:86194487 8 86194487 A C 0.94 0.52 0.09 3.4E-08
Catalase 10:85960296 10 85960296 C T 0.54 -0.25 0.05 6.3E-07
Catalase 11:34488285 11 34488285 G A 0.78 0.30 0.06 2.5E-06
Catalase 18:70984252 18 70984252 T G 0.78 -0.35 0.07 5.4E-07
Catalase 1:109815252 1 109815252 A G 0.68 0.28 0.06 3.8E-06
Catalase 2:24708638 2 24708638 A C 0.51 -0.25 0.05 1.5E-06
Cathepsin_A 12:102219766 12 102219766 G A 0.71 0.39 0.05 1.7E-13
Cathepsin_B 8:11694986 8 11694986 G A 0.74 -0.47 0.06 1.6E-16
Cathepsin_B 8:11713852 8 11713852 A G 0.62 0.33 0.05 3.9E-10
Cathepsin_S 1:150737220 1 150737220 A G 0.91 1.10 0.10 1.0E-25
Cathepsin_S 1:150774101 1 150774101 A G 0.63 -0.42 0.05 2.9E-15
CATZ 12:102029254 12 102029254 A C 0.90 0.48 0.09 4.1E-08

CATZ 12:102095370 12 102095370 T G 0.91 0.54 0.10 2.0E-08

CATZ 12:102218899 12 102218899 T C 0.71 0.41 0.05 2.3E-14

CD109 6:74512687 6 74512687 C T 0.48 -0.64 0.05 1.2E-45

CD109 6:74531720 6 74531720 C T 0.62 -0.37 0.05 9.0E-13

CD109 6:74586805 6 74586805 A G 0.59 0.30 0.06 6.2E-08

CD23 19:7755485 19 7755485 G A 0.74 0.40 0.06 2.0E-11

CD27 3:186382095 3 186382095 A G 0.83 -0.46 0.07 5.2E-11

CD27 7:45005795 7 45005795 G A 0.79 -0.36 0.07 3.8E-08
CD30_Ligand 9:117696266 9 117696266 C G 0.74 0.34 0.06 7.3E-08
CD36_ANTIGEN 9:136141870 9 136141870 C T 0.82 0.53 0.07 8.3E-16
CD48 19:19429975 19 19429975 C G 0.65 -0.26 0.05 1.1E-06

CD48 1:40864856 1 40864856 G A 0.93 0.49 0.11 4.0E-06

CD48 7:138758583 7 138758583 A G 0.88 0.41 0.08 1.5E-06

CDON 11:125883765 11 125883765 A C 0.92 0.76 0.09 1.7E-17
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FCG2A_B 3:72033169 3 72033169 C T 0.53 -0.23 0.05 2.1E-05
FCG2A_B 3:86163466 3 86163466 T G 0.92 0.44 0.09 2.6E-06
FCG2A_B 4:165680942 4 165680942 A G 0.54 0.27 0.05 9.9E-08
FCG2A_B 4:166187493 4 166187493 A T 0.94 0.54 0.11 1.3E-06
FCG2A_B 4:3262323 4 3262323 T C 0.62 -0.23 0.05 1.6E-05
FCG2A_B 4:3411110 4 3411110 A G 0.77 0.25 0.06 4.2E-05
FCG2A_B 4:54555201 4 54555201 T C 0.52 -0.28 0.06 1.6E-05
FCG2A_B 5:15696394 5 15696394 C T 0.95 -0.49 0.11 1.6E-05
FCG2A_B 5:165472696 5 165472696 T G 0.96 -0.48 0.11 2.9E-05
FCG2A_B 5:165625020 5 165625020 c T 0.90 -0.47 0.11 6.7E-06
FCG2A_B 6:125479208 6 125479208 A G 0.57 0.25 0.05 8.5E-07
FCG2A_B 6:23539602 6 23539602 A cC 0.90 0.46 0.09 5.3E-07
FCG2A_B 8:39498859 8 39498859 G C 0.63 0.23 0.05 1.8E-05
FCG2A_B 9:82929577 9 82929577 G A 0.86 0.34 0.08 1.9E-05
FCG2A_B 9:86150415 9 86150415 C T 0.71 0.23 0.06 3.8E-05
FCG3B 1:161464493 1 161464493 T C 0.78 0.33 0.06 3.9E-08
FCN2 9:137775084 9 137775084 A G 0.61 0.59 0.05 7.4E-34
FCN2 9:137778887 9 137778887 T G 0.89 0.82 0.07 1.5E-28
FCN2 9:137791343 9 137791343 C T 0.56 -0.32 0.05 6.1E-10
FCRL3 10:36710823 10 36710823 G A 0.96 -0.71 0.13 1.6E-08
FCRL3 1:157686337 1 157686337 G T 0.56 -0.33 0.05 2.1E-10
Ferritin 16:72042825 16 72042825 G T 0.75 0.37 0.06 4.5E-10
Ferritin 16:72114002 16 72114002 C T 0.82 -0.52 0.07 1.1E-15
Ferritin 16:72144174 16 72144174 T C 0.81 -0.44 0.07 2.5E-10
Ferritin 16:72154509 16 72154509 C T 0.70 0.35 0.05 1.0E-10
Fibronectin 2:216300185 2 216300185 T C 0.74 0.56 0.06 1.1E-22
Ficolin_3 1:27710876 1 27710876 T A 0.89 0.67 0.08 1.6E-15
FN1_3 2:216300482 2 216300482 A T 0.74 0.52 0.06 2.7E-19
FN1_4 16:26638600 16 26638600 A G 0.66 -0.29 0.06 2.2E-07
FN1_4 2:216300185 2 216300185 T C 0.74 0.31 0.06 3.0E-07
Fucosyltransferase_3 19:5837285 19 5837285 T C 0.60 -1.28 0.07 2.4E-67
Fucosyltransferase_3 19:5840926 19 5840926 C A 0.93 0.83 0.11 2.5E-13
Fucosyltransferase_3 19:5844649 19 5844649 A G 0.80 0.96 0.05 1.6E-73
FUT5 19:5823903 19 5823903 G A 0.92 0.74 0.09 1.4E-16
FUT5 19:5830302 19 5830302 G A 0.68 0.46 0.05 9.3E-21
FUTS5 19:5841356 19 5841356 G T 0.94 0.76 0.10 2.3E-13
Galectin_3 12:43417914 12 43417914 C A 0.90 -0.43 0.08 2.9E-08
Galectin_3 14:55352041 14 55352041 T C 0.81 0.36 0.06 4.9E-10
Galectin_3 14:55581538 14 55581538 A G 0.92 0.74 0.08 1.2E-18
Galectin_3 14:55587552 14 55587552 c T 0.62 0.32 0.05 8.5E-12
GCP_2 3:121411876 3 121411876 A C 0.62 0.26 0.05 3.7E-07
GCP_2 4:74673564 4 74673564 T C 0.61 -0.49 0.05 1.7E-23
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Supplementary Table 4: Variance in the plasma levels of a protein explained by the predicted
biomarker in the MDCS validation set. R-squared values are adjusted for age and sex.

Protein r-square
sLeptin R 0.65
Cripto 0.65
PPAC 0.64
PDGF Rb 0.62
Siglec 9 0.61
MSP 0.59
BST1 0.57
ARTS1 0.53
IL 6 sRa 0.52
sICAM 1 0.51
MIP 5 0.47
Hemopexin 0.44
Gro a 0.44
Kininogen HMW 0.44
MICA 0.44
EphAl 0.43
MP2K4 0.43
Siglec 3 0.42
Haptoglobin Mixed Type 0.40
SAA 0.40
HRG 0.39
HGFA 0.39
CAMK1 0.38
IL1R AcP 0.36
DC SIGN 0.36
ILT 2 0.36
kallikrein 12 0.35
SE Selectin 0.35
TIMP 3 0.35
Coagulation Factor VII 0.34
IL17 sR 0.33
SPINT2 0.33
Chitotriosidase 1 0.32
HCG 0.32
VEGF sR3 0.31
CNTN2 0.31




TXD12 0.31
Semaphorin 3E 0.29
HCC 4 0.29
MBL 0.29
SLAF7 0.27
CYTD 0.27
ILT 4 0.27
Prekallikrein 0.27
MIA 0.26
ASAHL 0.25
SIG14 0.25

IL 18 Ra 0.24
IL1R4 0.24
CPNE1 0.24
FCN2 0.24
TAFI 0.23
Coagulation Factor XI 0.23
MCP 3 0.22
Tenascin 0.22
ATS13 0.21
KYNU 0.21
HCC 1 0.21
RAP 0.21
Granulysin 0.20
PCSK7 0.20
MICB 0.19
IGF Il receptor 0.18
CD109 0.18
AK1Al 0.18
GCP 2 0.17
ECM1 0.17
sTie 1 0.17
Angiogenin 0.17
Fucosyltransferase 3 0.17
ASAH2 0.17
CYTN 0.16
PARC 0.16
Factor B 0.15
Lysozyme 0.14
GRN 0.14




Carbonic anhydrase 6 0.14
GPC5 0.13
Ckb81 0.13

IR 0.13

Protein C 0.13

PD L2 0.13

C34 gp41 HIV Fragment 0.13
Factor H 0.13

sL Selectin 0.13
FUTS5 0.13

C1 Esterase Inhibitor 0.13
ENTP5 0.13
Cathepsin S 0.12
Kallikrein 11 0.12
TIMD3 0.12
Siglec 6 0.12
Kallistatin 0.12
NPS PLA2 0.11

P Selectin 0.11
WFKN2 0.11
SPARCL1 0.11

C4 0.11

a2 HS Glycoprotein 0.11
PPID 0.11

TSP2 0.11

IDUA 0.10

CYTT 0.10
SREC | 0.10

C7 0.10

CDON 0.10
IL17E 0.10

MPIF 1 0.10
Esterase D 0.10
BGH3 0.10

Cls 0.10
Cadherin 5 0.09
DERM 0.09
SICAM 5 0.09
CYTF 0.09
Plasminogen 0.09




TIG2 0.09

PPIE 0.09
Heparin cofactor Il 0.08
VWF 0.08
VEGF sR2 0.08
CD36 ANTIGEN 0.08
TSG 6 0.08
sRAGE 0.08
TLR4 MD 2 complex 0.07
Galectin 3 0.07
CLM6 0.07

al Antitrypsin 0.07
DAF 0.07

GPVI 0.07

sFRP 3 0.07
gp130 soluble 0.07
Coagulation Factor V 0.07
sTie 2 0.07

b Endorphin 0.07
Spondin 1 0.07
Apo E3 0.07
CATZ 0.07

MMP 12 0.06
NRP1 0.06
NXPH1 0.06

Apo E2 0.06

C4b 0.06

HAI 1 0.06
Endoglin 0.06
MP2K2 0.05

G CSF 0.05
WISP 1 0.05
CD27 0.05
Luteinizing hormone 0.05
MIP 1a 0.05
ADAMTS 5 0.05
IL17 RD 0.05
MMP 1 0.05

RET 0.05

complement factor H related 5

0.05




IGFBP 7 0.05

BPI 0.05
Cathepsin A 0.05
annexin Il 0.05
IL5Ra 0.04
Cathepsin B 0.04
ROR1 0.04
EPHB2 0.04
CD23 0.04
IGFBP 3 0.04
Semaphorin 3A 0.04
OX2G 0.04
Carbonic anhydrase XllI 0.04
Angiotensinogen 0.04
Met 0.03

IL 1sRI 0.03
IL17BR 0.03
FCRL3 0.03
MAPKAPK3 0.03
IL 18 Rb 0.03
GFRa 2 0.03
Cystatin C 0.03
Kallikrein 7 0.03
UNC5H3 0.03
Apo E 0.03
Eotaxin 0.03
TFPI 0.03
Alkaline phosphatase bone 0.03
Factor | 0.03
PIGR 0.03
CAPG 0.03

al Antichymotrypsin 0.02
NKp30 0.02
CD30 Ligand 0.02
Contactin 5 0.02
NCAM 120 0.02
MMP 7 0.02
NAGK 0.02
Elafin 0.02
CAMK1D 0.02




FCG3B 0.02
contactin 1 0.02
Ficolin 3 0.02
CLC1B 0.02
MO2R1 0.02
Trypsin 2 0.02
PLXC1 0.02
ST4S6 0.02
ETHEL 0.01
ER 0.01
LY9 0.01
Catalase 0.01
Nidogen 0.01
IL 12 Rb1l 0.01
TPSB2 0.01
IL 15 Ra 0.01
RGM C 0.01
Apo E4 0.01
KI2L4 0.01
IL 1Rrp2 0.01
RELT 0.01
UPA 0.01
Contactin 4 0.01
SIRT2 0.01
JAG1 0.01
Fibronectin 0.01
Layilin 0.01
ARSB 0.01
DBNL 0.01
IL 19 0.01
GPNMB 0.01
TCCR 0.01
SPHK2 0.01
TARC 0.005
ILS 0.004
IL23 R 0.004
IL 27 0.003
CKMB 0.003
MASP3 0.003
6Ckine 0.003




IL 1a 0.003
LCMT1 0.002
IL10 Rb 0.002
IL11 RA 0.002
MMP 8 0.002

TF 0.001
PGRP S 0.001
TIMP 2 0.001
STAB2 0.001

Myeloperoxidase 0.001

MIF 0.001

discoidin domain receptor 1 0.001
MIP 3b 0.001

Ferritin 0.001

BCAM 0.001

c8 0.001

CD48 0.001

DnaJ homolog 0.000

FN13 0.000
GFRa 1l 0.000
PDE3A 0.000

FCG2A B 0.000
BSSP4 0.000
Mesothelin 0.000

DKK3 0.000

FN1 4 0.000
OCAD1 0.000
NKG2D 0.000

Endothelin converting enzyme 1 0.000

MIS 0.000
Notch 1 0.000

PSA 0.000




Supplementary Table 5: Significant associations between a genetically predicted protein levels and a EHR phenotype (FDR g<0.1).

Assaociation statistics are shown for each of the predictors generated for the protein.

95%
Odds-| confidence
Protein Identifier Clinical phenotype/diagnosis Phenotype category | Cases | Controls | ratio interval p-value [ FDR p-value
Angiotensinogen Degeneration of intervertebral disc Joint disease 4,074 26,083 1.07 (1.04-1.11) 1.5E-05 2.3E-02
annexin Il Cellulitis and abscess of fingers/toes Dermatology 977 30,631 0.88 (0.82-0.94) 9.5E-05 9.9E-02
Apo E Hypercholesterolemia Lipid disorders 8,511 13,436 1.07 (1.04-1.11) 6.2E-06 1.1E-02
Apo E Hyperlipidemia Lipid disorders 22,646 14,038 1.05 (1.02-1.07) 4.7E-05 5.9E-02
Apo E Disorders of lipoid metabolism Lipid disorders 22,733 14,038 1.05 (1.02-1.07) 6.2E-05 7.4E-02
Apo E2 Dementias Dementias 1,832 28,323 1.42 (1.34-1.50) 1.1E-35 2.6E-30
Apo E2 Alzheimer's disease Dementias 829 24,093 1.62 (1.49-1.75) 1.3E-31 1.4E-26
Apo E2 Delirium dementia and amnestic and Dementias 2,478 28,323 1.28 (1.23-1.34) 6.4E-27 3.7E-22
other cognitive disorders
Apo E2 Other persistent mental disorders due Dementias 1,516 29,922 1.27 (1.20-1.34) 4.6E-17 9.6E-13
to conditions classified el
Apo E2 Memory loss Dementias 1,189 29,922 1.26 (1.18-1.33) 7.6E-14 7.6E-10
Apo E2 Hyperlipidemia Lipid disorders 22,646 14,038 1.09 (1.06-1.11) 1.2E-12 1.0E-08
Apo E2 Disorders of lipoid metabolism Lipid disorders 22,733 14,038 1.09 (1.06-1.11) 1.5E-12 1.2E-08
Apo E2 Hypercholesterolemia Lipid disorders 8,511 13,436 1.10 (1.07-1.14) 4.1E-10 2.3E-06
Apo E2 Senile dementia Dementias 558 12,015 1.34 (1.21-1.47) 6.0E-09 2.9E-05
Apo E2 Neurological disorders Dementias 4,351 30,977 1.10 (1.06-1.14) 1.4E-08 5.6E-05
Apo E2 Macular degeneration (senile) of retina Eye disorders 1,094 21,702 0.83 (0.77-0.89) 1.7E-07 5.3E-04
NOS
Apo E2 Specific nonpsychotic mental disorders Dementias 461 22,355 1.31 (1.18-1.45) 2.4E-07 7.2E-04
due to brain damage

Apo E2 Mixed hyperlipidemia Lipid disorders 5,717 14,137 1.07 (1.04-1.11) 1.7E-05 2.5E-02
Apo E2 Hyperglyceridemia Lipid disorders 953 12,638 1.16 (1.08-1.25) 7.3E-05 8.3E-02
Apo E3 Dementias Dementias 1,832 28,323 1.36 (1.29-1.44) 8.4E-28 6.5E-23
Apo E3 Alzheimer's disease Dementias 829 24,093 1.51 (1.39-1.64) 1.4E-23 6.2E-19
Apo E3 Delirium dementia and amnestic and Dementias 2,478 28,323 1.25 (1.19-1.30) 4.3E-21 1.2E-16

other cognitive disorders




Apo E3 Other persistent mental disorders due Dementias 1,516 29,922 1.24 (1.18-1.32) 2.7E-14 3.5E-10
to conditions classified el

Apo E3 Hyperlipidemia Lipid disorders 22,646 14,038 1.09 (1.07-1.12) 6.0E-14 6.3E-10

Apo E3 Disorders of lipoid metabolism Lipid disorders 22,733 14,038 1.09 (1.07-1.11) 9.1E-14 8.4E-10

Apo E3 Hypercholesterolemia Lipid disorders 8,511 13,436 1.12 (1.08-1.15) 4.5E-12 3.2E-08

Apo E3 Memory loss Dementias 1,189 29,922 1.23 (1.15-1.30) 3.7E-11 2.5E-07

Apo E3 Hyperglyceridemia Lipid disorders 953 12,638 1.20 (1.12-1.29) 8.7E-07 2.3E-03

Apo E3 Neurological disorders Dementias 4,351 30,977 1.08 (1.05-1.12) 1.4E-06 3.3E-03

Apo E3 Senile dementia Dementias 558 12,015 1.27 (1.15-1.40) 1.5E-06 3.6E-03

Apo E3 Mixed hyperlipidemia Lipid disorders 5,717 14,137 1.08 (1.05-1.12) 1.5E-06 3.6E-03

Apo E3 Macular degeneration (senile) of retina Eye disorders 1,094 21,702 0.85 (0.79-0.91) 2.6E-06 5.4E-03

NOS
Apo E3 Specific nonpsychotic mental disorders Dementias 461 22,355 1.27 (1.15-1.41) 4.3E-06 8.5E-03
due to brain damage

Apo E3 Calculus of bile duct Liver disease 308 32,702 0.80 (0.71-0.89) 7.5E-05 8.3E-02

Apo E4 Hypercholesterolemia Lipid disorders 8,511 13,436 1.07 (1.04-1.11) 5.7E-06 1.0E-02

Apo E4 Hyperlipidemia Lipid disorders 22,646 14,038 1.05 (1.02-1.07) 4.3E-05 5.6E-02

Apo E4 Disorders of lipoid metabolism Lipid disorders 22,733 14,038 1.05 (1.02-1.07) 5.8E-05 6.9E-02

ASAHL Chronic liver disease and cirrhosis Liver disease 2,064 28,645 1.10 (1.05-1.15) 8.7E-05 9.4E-02

ATS13 Pancytopenia Other 613 20,955 0.86 (0.80-0.92) 4.6E-05 5.8E-02

ATS13 Aplastic anemia Other 841 22,449 0.88 (0.82-0.94) 8.2E-05 8.9E-02

BCAM Deep vein thrombosis [DVT] Thrombosis 1,491 23,786 1.14 (1.08-1.20) 1.3E-06 3.3E-03

BCAM Other venous embolism and Thrombosis 3,537 23,786 1.09 (1.05-1.13) 3.4E-06 6.9E-03

thrombosis
BCAM Disorder of skin and subcutaneous Dermatology 4,036 32,157 0.92 (0.88-0.95) 9.8E-06 1.6E-02
tissue NOS

c4 Type 1 diabetes with renal Autoimmune 311 17,918 0.71 (0.63-0.79) 2.0E-09 1.2E-05
manifestations

c4 Type 1 diabetes with ophthalmic Autoimmune 324 17,982 0.72 (0.64-0.80) 7.0E-09 3.2E-05
manifestations

c4 Type 1 diabetes with neurological Autoimmune 498 20,002 0.79 (0.72-0.86) 2.3E-07 6.9E-04
manifestations

c4 Diabetic retinopathy Eye disorders 1,211 29,679 0.86 (0.81-0.92) 1.4E-06 3.4E-03

c4 Psoriasis and related disorders Autoimmune 911 29,298 1.18 (1.10-1.26) 2.6E-06 5.4E-03

c4 Nephritis and nephropathy without Kidney disease 911 27,526 0.85 (0.80-0.91) 5.2E-06 9.6E-03

mention of glomerulonephritis
c4 Psoriasis vulgaris Autoimmune 718 29,298 1.19 (1.10-1.29) 5.8E-06 1.0E-02




c4 Lupus (localized and systemic) Autoimmune 430 28,681 0.81 (0.73-0.89) 1.1E-05 1.8E-02
c4 Systemic lupus erythematosus Autoimmune 379 26,373 0.80 (0.72-0.88) 1.5E-05 2.3E-02
c4 Psoriasis Autoimmune 848 29,298 1.17 (1.09-1.25) 1.6E-05 2.5E-02
c4 Urinary calculus Kidney disease 2,291 37,065 1.10 (1.05-1.15) 2.7E-05 3.9E-02
Cc4 Nephritis and nephropathy in diseases Kidney disease 658 25,534 0.85 (0.79-0.92) 6.9E-05 8.0E-02
classified elsewhere
C4b Rheumatoid arthritis and other Autoimmune 1,896 31,665 0.88 (0.84-0.92) 9.3E-08 3.1E-04
inflammatory polyarthropathies
C4b Rheumatoid arthritis Autoimmune 1,535 31,665 0.88 (0.84-0.93) 9.7E-07 2.5E-03
C4b Open-angle glaucoma Eye disorders 1,639 26,718 0.89 (0.84-0.94) 1.4E-05 2.2E-02
Catalase Hypercholesterolemia Lipid disorders 8,511 13,436 1.07 (1.04-1.10) 1.1E-05 1.8E-02
Cathepsin B Shock Other 975 26,212 1.16 (1.08-1.24) 4.6E-05 5.8E-02
Cathepsin B Vascular hamartomas and non- Dermatology 425 26,323 0.80 (0.72-0.89) 5.1E-05 6.3E-02
neoplastic nevi
CD36 ANTIGEN Other venous embolism and Thrombosis 3,537 23,786 0.84 (0.81-0.87) 1.6E-23 6.2E-19
thrombosis
CD36 ANTIGEN Deep vein thrombosis [DVT] Thrombosis 1,491 23,786 0.82 (0.78-0.86) 1.4E-15 2.5E-11
CD36 ANTIGEN Pulmonary embolism and infarction, Thrombosis 1,098 30,986 0.84 (0.79-0.89) 1.0E-09 6.8E-06
acute
CD36 ANTIGEN Acute pulmonary heart disease Thrombosis 1,138 30,986 0.84 (0.80-0.89) 2.0E-09 1.0E-05
CD36 ANTIGEN Arterial embolism and thrombosis Thrombosis 829 27,237 0.84 (0.78-0.89) 6.0E-08 2.1E-04
CD36 ANTIGEN Pulmonary heart disease Thrombosis 3,648 30,986 0.91 (0.88-0.94) 6.7E-08 2.3E-04
CD36 ANTIGEN Encounter for long-term (current) use Thrombosis 5,688 28,488 0.93 (0.90-0.96) 7.0E-07 1.9E-03
of anticoagulants
CD36 ANTIGEN Arterial embolism and thrombosis of Thrombosis 301 20,938 0.78 (0.70-0.86) 1.1E-06 2.9E-03
lower extremity artery
CD36 ANTIGEN Phlebitis and thrombophlebitis Thrombosis 1,098 23,786 0.87 (0.82-0.92) 2.2E-06 4.8E-03
CD36 ANTIGEN Phlebitis and thrombophlebitis of Thrombosis 753 23,786 0.85 (0.79-0.92) 1.2E-05 2.0E-02
lower extremities
CD36 ANTIGEN Coagulation defects Thrombosis 2,623 28,488 0.92 (0.89-0.96) 4.2E-05 5.5E-02
CD36 ANTIGEN Hypercoagulable state Thrombosis 382 25,700 0.83 (0.75-0.91) 7.2E-05 8.2E-02
CLC1B Atherosclerosis of the extremities Atherosclerosis 2,683 24,460 1.14 (1.09-1.18) 3.0E-09 1.5E-05
CLC1B Atherosclerosis of native arteries of the Atherosclerosis 1,680 23,573 1.14 (1.08-1.20) 1.3E-06 3.3E-03
extremities with interm
CLC1B Peripheral vascular disease, unspecified Atherosclerosis 3,493 24,460 1.09 (1.05-1.13) 1.8E-06 4.1E-03
CLC1B Atherosclerosis Atherosclerosis 4,987 24,460 1.08 (1.05-1.12) 2.3E-06 4.9E-03
CLC1B Peripheral vascular disease Atherosclerosis 4,057 26,108 1.08 (1.04-1.12) 8.2E-06 1.4E-02




Coagulation Factor Xl Other venous embolism and Thrombosis 3,537 23,786 1.12 (1.08-1.16) 4.0E-09 1.8E-05
thrombosis
Coagulation Factor XI Deep vein thrombosis [DVT] Thrombosis 1,491 23,786 1.13 (1.07-1.20) 4.9E-06 9.5E-03
Coagulation Factor Xl Phlebitis and thrombophlebitis Thrombosis 1,098 23,786 1.15 (1.08-1.22) 2.2E-05 3.2E-02
Coagulation Factor XI Phlebitis and thrombophlebitis of Thrombosis 753 23,786 1.18 (1.09-1.27) 2.9E-05 4.1E-02
lower extremities
Contactin 5 Hyperpotassemia Other 2,212 25,728 1.09 (1.05-1.14) 5.5E-05 6.7E-02
Cystatin C Carcinoma in situ of skin Dermatology 676 29,260 0.86 (0.80-0.92) 2.9E-05 4.0E-02
CYTN Seborrheic keratosis Autoimmune 5,997 26,429 0.94 (0.91-0.97) 4.1E-05 5.5E-02
DC SIGN Other venous embolism and Thrombosis 3,537 23,786 1.16 (1.12-1.21) 2.4E-16 4.5E-12
thrombosis
DC SIGN Deep vein thrombosis [DVT] Thrombosis 1,491 23,786 1.22 (1.16-1.29) 3.0E-14 3.6E-10
DC SIGN Acute pulmonary heart disease Thrombosis 1,138 30,986 1.16 (1.09-1.23) 9.7E-07 2.5E-03
DC SIGN Pulmonary heart disease Thrombosis 3,648 30,986 1.09 (1.05-1.13) 1.8E-06 4.1E-03
DC SIGN Encounter for long-term (current) use Thrombosis 5,688 28,488 1.07 (1.04-1.11) 1.8E-06 4.1E-03
of anticoagulants
DC SIGN Phlebitis and thrombophlebitis Thrombosis 1,098 23,786 1.16 (1.09-1.24) 1.9E-06 4.2E-03
DC SIGN Pulmonary embolism and infarction, Thrombosis 1,098 30,986 1.15 (1.09-1.22) 2.7E-06 5.5E-03
acute
DC SIGN Phlebitis and thrombophlebitis of Thrombosis 753 23,786 1.19 (1.10-1.28) 5.6E-06 1.0E-02
lower extremities
DC SIGN Arterial embolism and thrombosis Thrombosis 829 27,237 1.16 (1.09-1.24) 1.7E-05 2.6E-02
Endoglin Other venous embolism and Thrombosis 3,537 23,786 0.91 (0.87-0.94) 1.8E-07 5.5E-04
thrombosis
EphAl Cardiac shunt/ heart septal defect Other 534 35,498 0.86 (0.80-0.93) 6.5E-05 7.6E-02
Factor H Macular degeneration (senile) of retina Eye disorders 1,094 21,702 0.74 (0.69-0.80) 1.6E-15 2.5E-11
NOS
Factor H Degeneration of macula and posterior Eye disorders 3,441 24,814 0.85 (0.81-0.89) 1.2E-12 1.0E-08
pole of retina
Factor H Macular degeneration, dry Eye disorders 1,178 21,702 0.76 (0.70-0.82) 1.3E-12 1.0E-08
Factor H Macular degeneration, wet Eye disorders 443 21,035 0.68 (0.61-0.75) 2.2E-12 1.6E-08
Factor H Drusen (degenerative) of retina Eye disorders 697 24,005 0.78 (0.72-0.86) 6.5E-08 2.3E-04
Factor H Other retinal disorders Eye disorders 4,828 29,679 0.91 (0.88-0.94) 4.9€-07 1.4E-03
Factor | Abnormal serum enzyme levels Liver disease 1,433 28,841 1.12 (1.06-1.18) 5.6E-05 6.8E-02
Factor | Gram negative septicemia Other 520 26,281 1.20 (1.10-1.31) 7.0E-05 8.0E-02




FCRL3 Disorders of optic nerve and visual Eye disorders 703 27,398 0.83 (0.76-0.91) 4.2E-05 5.6E-02
pathways
GRN Hyperlipidemia Lipid disorders 22,646 14,038 1.08 (1.05-1.10) 8.1E-11 5.2E-07
GRN Disorders of lipoid metabolism Lipid disorders 22,733 14,038 1.08 (1.05-1.10) 1.3E-10 7.9E-07
GRN Hypercholesterolemia Lipid disorders 8,511 13,436 1.09 (1.06-1.13) 1.0E-08 4.2E-05
GRN Mixed hyperlipidemia Lipid disorders 5,717 14,137 1.08 (1.05-1.12) 5.1E-06 9.6E-03
Hemopexin Degeneration of macula and posterior Eye disorders 3,441 24,814 1.15 (1.11-1.20) 3.2E-11 2.1E-07
pole of retina
Hemopexin Macular degeneration (senile) of retina Eye disorders 1,094 21,702 1.23 (1.15-1.32) 2.0E-09 9.5E-06
NOS
Hemopexin Macular degeneration, dry Eye disorders 1,178 21,702 1.24 (1.16-1.33) 2.0E-09 1.2E-05
Hemopexin Other retinal disorders Eye disorders 4,828 29,679 1.11 (1.07-1.15) 4.6E-08 1.7E-04
Hemopexin Drusen (degenerative) of retina Eye disorders 697 24,005 1.23 (1.13-1.34) 8.9E-07 2.3E-03
IGF Il receptor Other inflammatory spondylopathies Autoimmune 428 29,069 0.83 (0.75-0.91) 6.5E-05 7.6E-02
IGFBP 3 Nontoxic uninodular goiter Other 978 29,343 1.17 (1.09-1.24) 3.4E-06 6.9E-03
IGFBP 3 Nontoxic nodular goiter Other 1,656 30,402 1.12 (1.07-1.18) 5.2E-06 9.6E-03
IGFBP 3 Nontoxic multinodular goiter Other 905 29,343 1.15 (1.07-1.23) 6.4E-05 7.6E-02
IL27 Hypercholesterolemia Lipid disorders 8,511 13,436 1.07 (1.03-1.10) 3.6E-05 4.9E-02
IR Other venous embolism and Thrombosis 3,537 23,786 0.87 (0.84-0.90) 3.4E-14 4.0E-10
thrombosis
IR Deep vein thrombosis [DVT] Thrombosis 1,491 23,786 0.87 (0.82-0.91) 9.9E-08 3.2E-04
IR Pulmonary heart disease Thrombosis 3,648 30,986 0.92 (0.89-0.95) 8.2E-07 2.2E-03
IR Acute pulmonary heart disease Thrombosis 1,138 30,986 0.87 (0.82-0.92) 2.0E-06 4.4E-03
IR Pulmonary embolism and infarction, Thrombosis 1,098 30,986 0.87 (0.82-0.92) 2.1E-06 4.5E-03
acute
JAG1 Other venous embolism and Thrombosis 3,537 23,786 0.87 (0.84-0.90) 2.4E-15 3.5E-11
thrombosis
JAG1 Deep vein thrombosis [DVT] Thrombosis 1,491 23,786 0.85 (0.80-0.89) 1.9E-10 1.1E-06
JAG1 Pulmonary embolism and infarction, Thrombosis 1,098 30,986 0.88 (0.83-0.93) 1.9E-05 2.8E-02
acute
JAG1 Phlebitis and thrombophlebitis Thrombosis 1,098 23,786 0.88 (0.83-0.94) 5.0E-05 6.2E-02
JAG1 Acute pulmonary heart disease Thrombosis 1,138 30,986 0.89 (0.84-0.94) 5.9E-05 7.0E-02
MCP 3 Palpitations Other 4,037 18,634 1.07 (1.04-1.11) 9.0E-05 9.6E-02
Met Other venous embolism and Thrombosis 3,537 23,786 0.89 (0.86-0.92) 1.7E-10 9.8E-07
thrombosis
Met Deep vein thrombosis [DVT] Thrombosis 1,491 23,786 0.87 (0.82-0.91) 9.6E-08 3.1E-04




Met Encounter for long-term (current) use Thrombosis 5,688 28,488 0.93 (0.91-0.96) 4.4E-06 8.6E-03
of anticoagulants
Met Pulmonary embolism and infarction, Thrombosis 1,098 30,986 0.87 (0.82-0.93) 5.1E-06 9.6E-03
acute
Met Arterial embolism and thrombosis Thrombosis 829 27,237 0.86 (0.80-0.92) 5.3E-06 9.6E-03
Met Phlebitis and thrombophlebitis of Thrombosis 753 23,786 0.84 (0.78-0.91) 5.9E-06 1.0E-02
lower extremities

Met Acute pulmonary heart disease Thrombosis 1,138 30,986 0.88 (0.83-0.93) 6.0E-06 1.0E-02

Met Phlebitis and thrombophlebitis Thrombosis 1,098 23,786 0.87 (0.82-0.92) 7.0E-06 1.2E-02

Met Pulmonary heart disease Thrombosis 3,648 30,986 0.93 (0.90-0.96) 1.8E-05 2.7E-02

Met Arterial embolism and thrombosis of Thrombosis 301 20,938 0.80 (0.72-0.89) 4.6E-05 5.8E-02

lower extremity artery
MICA Occlusion and stenosis of precerebral Atherosclerosis 3,784 27,696 1.08 (1.04-1.11) 7.9E-05 8.8E-02
arteries

MICA Psoriasis and related disorders Autoimmune 911 29,298 0.87 (0.81-0.93) 9.6E-05 1.0E-01

MICB Psoriasis and related disorders Autoimmune 911 29,298 1.23 (1.15-1.32) 7.0E-09 3.2E-05

MICB Psoriasis vulgaris Autoimmune 718 29,298 1.25 (1.16-1.36) 1.4E-08 5.6E-05

MICB Type 1 diabetes with renal Autoimmune 311 17,918 0.74 (0.66-0.82) 1.6E-08 6.2E-05
manifestations

MICB Type 1 diabetes with ophthalmic Autoimmune 324 17,982 0.74 (0.67-0.83) 2.8E-08 1.1E-04
manifestations

MICB Psoriasis Autoimmune 848 29,298 1.22 (1.14-1.31) 5.8E-08 2.1E-04

MICB Chronic renal failure [CKD] Kidney disease 5,972 27,526 0.94 (0.91-0.96) 9.3E-06 1.5E-02

MICB Type 1 diabetes with neurological Autoimmune 498 20,002 0.84 (0.77-0.91) 5.0E-05 6.3E-02
manifestations

MICB Urinary calculus Kidney disease 2,291 37,065 1.09 (1.05-1.14) 5.3E-05 6.5E-02

MICB Renal failure Kidney disease 8,336 27,526 0.95 (0.93-0.98) 9.3E-05 9.8E-02

MMP 8 Systemic lupus erythematosus Autoimmune 379 26,373 0.79 (0.70-0.88) 4.2E-05 5.5E-02

NPS PLA2 Infection/inflammation of internal Other 1,320 35,668 1.13 (1.07-1.19) 2.4E-05 3.5E-02

prosthetic device; implant; an
0OX2G Other venous embolism and Thrombosis 3,537 23,786 0.84 (0.81-0.87) 1.9€-22 6.2E-18
thrombosis
0OX2G Deep vein thrombosis [DVT] Thrombosis 1,491 23,786 0.82 (0.78-0.86) 2.6E-14 3.5E-10
0OX2G Pulmonary embolism and infarction, Thrombosis 1,098 30,986 0.85 (0.80-0.89) 6.0E-09 2.7E-05
acute
OX2G Acute pulmonary heart disease Thrombosis 1,138 30,986 0.85 (0.81-0.90) 1.5E-08 6.2E-05
OX2G Pulmonary heart disease Thrombosis 3,648 30,986 0.92 (0.89-0.95) 4.8E-07 1.4E-03




0OX2G Arterial embolism and thrombosis Thrombosis 829 27,237 0.86 (0.81-0.92) 8.0E-06 1.4E-02
OX2G Encounter for long-term (current) use Thrombosis 5,688 28,488 0.94 (0.91-0.96) 1.3E-05 2.0E-02
of anticoagulants
0OX2G Phlebitis and thrombophlebitis Thrombosis 1,098 23,786 0.88 (0.83-0.93) 2.1E-05 3.0E-02
OX2G Hypercoagulable state Thrombosis 382 25,700 0.82 (0.74-0.90) 2.6E-05 3.7E-02
0OX2G Coagulation defects Thrombosis 2,623 28,488 0.92 (0.88-0.96) 3.4E-05 4.7E-02
P Selectin Other venous embolism and Thrombosis 3,537 23,786 0.89 (0.86-0.92) 8.6E-11 5.3E-07
thrombosis
P Selectin Deep vein thrombosis [DVT] Thrombosis 1,491 23,786 0.86 (0.82-0.91) 3.2E-08 1.2E-04
P Selectin Arterial embolism and thrombosis Thrombosis 829 27,237 0.87 (0.82-0.93) 8.9E-05 9.6E-02
P Selectin Acute pulmonary heart disease Thrombosis 1,138 30,986 0.89 (0.84-0.94) 9.1E-05 9.6E-02
PCSK7 Atherosclerosis of native arteries of the Atherosclerosis 487 26,108 1.23 (1.12-1.36) 1.8E-05 2.7E-02
extremities with ulcera
PDGF Rb Acute, but ill-defined cerebrovascular Atherosclerosis 1,184 28,518 0.88 (0.83-0.94) 4.6E-05 5.8E-02
disease
PDGF Rb Fever of unknown origin Other 5,223 32,052 0.94 (0.91-0.97) 7.3E-05 8.3E-02
PPAC Peripheral enthesopathies and allied Joint disease 8,354 23,812 1.06 (1.03-1.09) 4.4E-05 5.7E-02
syndromes
PPAC Suppurative and unspecified otitis Eye disorders 1,123 34,873 1.13 (1.07-1.20) 7.0E-05 8.0E-02
media
PPAC Hepatitis NOS Liver disease 306 29,453 1.24 (1.12-1.39) 9.2E-05 9.7E-02
RGM C Dyschromia and Vitiligo Autoimmune 1,591 30,869 1.11 (1.05-1.17) 7.0E-05 8.0E-02
sE Selectin Other venous embolism and Thrombosis 3,537 23,786 0.85 (0.82-0.88) 6.3E-19 1.6E-14
thrombosis
sE Selectin Deep vein thrombosis [DVT] Thrombosis 1,491 23,786 0.82 (0.78-0.86) 5.7E-14 6.2E-10
sE Selectin Pulmonary heart disease Thrombosis 3,648 30,986 0.91 (0.88-0.94) 2.1E-08 8.0E-05
sE Selectin Acute pulmonary heart disease Thrombosis 1,138 30,986 0.86 (0.81-0.91) 8.0E-08 2.7E-04
sE Selectin Pulmonary embolism and infarction, Thrombosis 1,098 30,986 0.86 (0.81-0.91) 2.3E-07 6.9E-04
acute
sE Selectin Arterial embolism and thrombosis Thrombosis 829 27,237 0.84 (0.79-0.90) 3.1E-07 8.7E-04
sE Selectin Arterial embolism and thrombosis of Thrombosis 301 20,938 0.77 (0.69-0.86) 1.9E-06 4.2E-03
lower extremity artery
sE Selectin Encounter for long-term (current) use Thrombosis 5,688 28,488 0.93 (0.91-0.96) 4.4E-06 8.7E-03
of anticoagulants
sE Selectin Phlebitis and thrombophlebitis Thrombosis 1,098 23,786 0.87 (0.82-0.92) 5.2E-06 9.6E-03
sE Selectin Phlebitis and thrombophlebitis of Thrombosis 753 23,786 0.85 (0.79-0.92) 2.0E-05 2.9E-02
lower extremities
sE Selectin Occlusion of cerebral arteries Atherosclerosis 1,772 29,416 0.91 (0.87-0.95) 8.0E-05 8.8E-02




sE Selectin Hypercoagulable state Thrombosis 382 25,700 0.83 (0.75-0.91) 9.5E-05 9.9E-02
Semaphorin 3E Cardiac and circulatory congenital Other 1,251 38,927 0.90 (0.85-0.95) 7.4E-05 8.3E-02
anomalies
Siglec 6 Pain in joint Joint disease 16,646 19,613 1.05 (1.02-1.07) 4.2E-05 5.5E-02
sLeptin R Corneal opacity and other disorders of Eye disorders 888 26,718 0.86 (0.80-0.92) 3.0E-05 4.2E-02
cornea
SRAGE Rheumatoid arthritis Autoimmune 1,535 31,665 0.88 (0.84-0.92) 7.8E-08 2.7E-04
sRAGE Rheumatoid arthritis and other Autoimmune 1,896 31,665 0.90 (0.86-0.94) 1.3E-06 3.3E-03
inflammatory polyarthropathies
ST4S6 Other venous embolism and Thrombosis 3,537 23,786 0.88 (0.85-0.92) 1.4E-11 1.0E-07
thrombosis
ST4S6 Deep vein thrombosis [DVT] Thrombosis 1,491 23,786 0.86 (0.82-0.90) 1.1E-08 4.7E-05
ST4S6 Acute pulmonary heart disease Thrombosis 1,138 30,986 0.89 (0.84-0.94) 4.5E-05 5.8E-02
ST4S6 Arterial embolism and thrombosis Thrombosis 829 27,237 0.87 (0.81-0.93) 5.5E-05 6.7E-02
ST4S6 Pulmonary embolism and infarction, Thrombosis 1,098 30,986 0.89 (0.84-0.94) 8.7E-05 9.4E-02
acute
sTiel Deep vein thrombosis [DVT] Thrombosis 1,491 23,786 1.15 (1.10-1.21) 3.4E-08 1.3E-04
sTiel Other venous embolism and Thrombosis 3,537 23,786 1.10 (1.06-1.14) 1.3E-07 4.1E-04
thrombosis
sTie 1l Other persistent mental disorders due Dementias 1,516 29,922 1.11 (1.06-1.17) 6.9E-05 8.0E-02
to conditions classified el
TF Cardiac congenital anomalies Other 1,059 38,927 1.15 (1.08-1.22) 5.3E-06 9.6E-03
VEGF sR2 Other venous embolism and Thrombosis 3,537 23,786 0.85 (0.82-0.89) 6.7E-18 1.5E-13
thrombosis
VEGF sR2 Deep vein thrombosis [DVT] Thrombosis 1,491 23,786 0.82 (0.78-0.86) 9.1E-14 8.4E-10
VEGF sR2 Arterial embolism and thrombosis Thrombosis 829 27,237 0.84 (0.78-0.90) 2.7E-07 7.9E-04
VEGF sR2 Acute pulmonary heart disease Thrombosis 1,138 30,986 0.86 (0.81-0.91) 2.9E-07 8.3E-04
VEGF sR2 Pulmonary embolism and infarction, Thrombosis 1,098 30,986 0.86 (0.81-0.91) 5.5E-07 1.5E-03
acute
VEGF sR2 Pulmonary heart disease Thrombosis 3,648 30,986 0.92 (0.89-0.95) 1.6E-06 3.8E-03
VEGF sR2 Arterial embolism and thrombosis of Thrombosis 301 20,938 0.78 (0.70-0.87) 8.3E-06 1.4E-02
lower extremity artery
VEGF sR2 Phlebitis and thrombophlebitis Thrombosis 1,098 23,786 0.87 (0.82-0.93) 1.2E-05 1.9€-02
VEGF sR2 Encounter for long-term (current) use Thrombosis 5,688 28,488 0.94 (0.91-0.97) 1.9E-05 2.8E-02
of anticoagulants
VEGF sR2 Other and unspecified coagulation Thrombosis 1,176 24,191 0.89 (0.83-0.94) 4.1E-05 5.5E-02

defects




VEGF sR2 Phlebitis and thrombophlebitis of Thrombosis 753 23,786 0.86 (0.80-0.92) 5.4E-05 6.6E-02
lower extremities
VEGF sR2 Occlusion of cerebral arteries Atherosclerosis 1,772 29,416 0.91 (0.87-0.95) 7.5E-05 8.3E-02
VEGF sR2 Acute, but ill-defined cerebrovascular Atherosclerosis 1,184 28,518 0.89 (0.84-0.94) 8.6E-05 9.3E-02
disease
VEGF sR3 Other venous embolism and Thrombosis 3,537 23,786 0.92 (0.89-0.96) 3.0E-05 4.2E-02
thrombosis
vWF Other venous embolism and Thrombosis 3,537 23,786 1.16 (1.12-1.20) 1.5E-15 2.5E-11
thrombosis
vWF Deep vein thrombosis [DVT] Thrombosis 1,491 23,786 1.20 (1.14-1.26) 1.3E-12 1.0E-08
vWF Acute pulmonary heart disease Thrombosis 1,138 30,986 1.15 (1.09-1.22) 1.8E-06 4.1E-03
vWF Pulmonary heart disease Thrombosis 3,648 30,986 1.08 (1.05-1.12) 4.5E-06 8.7E-03
vWF Pulmonary embolism and infarction, Thrombosis 1,098 30,986 1.14 (1.08-1.21) 5.0E-06 9.6E-03
acute
vWF Phlebitis and thrombophlebitis Thrombosis 1,098 23,786 1.15 (1.08-1.22) 7.3E-06 1.2E-02
vWF Phlebitis and thrombophlebitis of Thrombosis 753 23,786 1.18 (1.10-1.27) 8.7E-06 1.4E-02
lower extremities
vWF Encounter for long-term (current) use Thrombosis 5,688 28,488 1.06 (1.03-1.10) 2.9E-05 4.0E-02

of anticoagulants




Supplementary Table 6: Summary of associations for proteins associated with thromobis phenotype. Shown
are associated with either "Deep vein thromosis" (n=1,491 case) or "Other venous embolism and thrombosis" (n=3,537
cases). A "Yes'inthe ABO column indicates that the association was not not signficant (p>0.01) when SNPs located in
the ABO region were removed from the predictor.

Protein Cases Controls ABO Odds-ratio 95% CI p-value
BCAM 1,491 | 23,786 Yes 1.14 (1.08-1.20) 1.3 x10°®
CD36 Antigen 3,537 | 23,786 Yes 0.84 (0.81-0.87) 1.6 x10
F11 3,537 | 23,786 No 1.12 (1.08-1.16) 4.0 x10°
DC SIGN 3,537 | 23,786 No 1.16 (1.12-1.21) 2.4x10™"°
Endoglin 3,537 23,786 Yes 0.91 (0.87-0.94) 1.8 x10”
INSR 3,537 | 23,786 Yes 0.87 (0.84-0.90) 3.4 x10™
JAG1 3,537 | 23,786 Yes 0.87 (0.84-0.90) 2.4x10"°
Met 3,537 | 23,786 Yes 0.89 (0.86-0.92) 1.7 x10™°
0X2G 3,537 | 23,786 Yes 0.84 (0.81-0.87) 1.9 x10%
P-Selectin 3,537 | 23,786 Yes 0.89 (0.86-0.92) 8.6 x10™*
sE-Selectin 3,537 23,786 Yes 0.85 (0.82-0.88) 6.3 x10"°
ST4S6 3,537 | 23,786 No 0.88 (0.85-0.92) 1.4 x10™
sTie-1 1,491 | 23,786 No 1.15 (1.10-1.21) 3.4 x10°®
VEGF-sR2 3,537 | 23,786 Yes 0.85 (0.82-0.89) 6.7 x10™®
VEGF-sR3 3,537 | 23,786 Yes 0.92 (0.89-0.96) 3.0 x10°
VWF 3,537 | 23,786 Yes 1.16 (1.12-1.20) 1.5x10™"°




Supplementary Table 7: Partial correlation coefficents and r-squared values for
genetically predicted levels of the lipid and atherosclerosis proteins and measured
levels of the proteins in the MDCS data set. The Pearson’s correlation coefficient was
adjusted for age and sex, between the genetically predicted and measured levels of the

protein.
Partial
Category Protein correlation  r-square
Lipids ApoE 0.17 0.03
Lipids ApoE2 0.25 0.06
Lipids ApoE3 0.26 0.07
Lipids ApoE4 0.10 0.01
Lipids Catalase 0.11 0.01
Lipids GRN 0.38 0.14
Lipids IL-27 0.06 0.003
Athersclerosis CLC1B 0.14 0.02
Athersclerosis MICA 0.66 0.44
Athersclerosis PCSK7 0.44 0.20
Athersclerosis PDGFR-f 0.79 0.62
Athersclerosis | sE-Selectin 0.59 0.35
Athersclerosis VEGF-sR2 0.28 0.08
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