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Supplementary Notes

Supplementary Note 1: Cohort details

INTERVAL. The INTERVAL study’ is a prospective cohort study of blood donors. Volunteers
were recruited and consented between 2012 and 2014 from 25 NHSBT (National Health
Service Blood and Transplant) static donor centres across England. The INTERVAL study
was approved by the Cambridge (East) Research Ethics Committee. A subset of 4,896
participants from INTERVAL with Olink inflammation panel data contributed to the present
study. 2,907 were male and 1,989 female. These participants had an age range between 49
and 78 years (median 61, IQR=55-66). A complete list of the investigators and contributors to
the INTERVAL trial is provided in reference?.

Stabilization of Atherosclerotic Plaque by Initiation of Darapladib Therapy Trial
(STABILITY). STABILITY is a randomized, controlled trial conducted in 15,828 patients with
chronic coronary heart disease (CHD) comparing darapladib or placebo, in addition to
standard of care (https:/clinicaltrials.gov/ct2/show/NCT00799903)°. Data from 2,951
individuals with Olink inflammation panel and genotyping data contributed to this pQTL study.
All participants gave written informed consent to the biomarker and genetic sub-studies and
the study was approved by the National Ethics Committees in the participating countries.

Biomarkers For Identifying Neurodegenerative Disorders Early and Reliably
(BioFINDER). The BioFINDER study* is run by the Clinical Memory Research Unit and The
Biomedical center, at Lund University, Sweden. Participants were recruited from the Memory
and Neurology clinics at Skane University Hospital and the Memory Clinic at Angelholm’s
Hospital. Study participants comprised 1,496 individuals with mild cognitive symptoms,
dementia or parkinsonian symptoms, and cognitively healthy elderly. The Ethics Committee
of Lund University approved this study. All study participants gave written consent for
participation in the study, which was performed in accordance with the Helsinki Declaration.

Cooperative Health Research in the Region of Augsburg (KORA). KORA is a series of
independent population-based studies from the general population living in the region of
Augsburg, Southern Germany. The KORA F4 study was conducted from 2006-2008 as a
follow-up study to KORA S4 (1999-2001)°. 1,064 participants from KORA F4 contributed data
to this study.

Orkney Complex Disease Study (ORCADES). The ORCADES is a family-based study in
the isolated Scottish archipelago of Orkney, part of the Viking Genes studies (ed.ac.uk/viking).
A total of 981 individuals with Olink inflammation panel data contributed to this pQTL study.
All participants gave written informed consent and the study was approved by Research Ethics
Committees in Orkney, Aberdeen (North of Scotland REC), and South East Scotland REC,
NHS Lothian (reference: 12/SS/0151).

Northern Sweden Population Health Study (NSPHS). NSPHS is a cross-sectional study
conducted in the communities of Karesuando (samples gathered in 2006) and Soppero (2009)
in the subarctic region of the County of Norrbotten, Sweden®. Ethical approval was given by
the local ethics committee at the University of Uppsala (Regionala Etikprovningsnamnden,
Uppsala, Dnr 2005:325) in compliance with the Declaration of Helsinki. All participants gave



their written informed consent to the study. A total of 866 individuals with Olink inflammation
panel data contributed to the present study.

VIS. CROATIA-Vis is a family-based, cross-sectional study in the island of Vis, Croatia. 899
participants with Olink Inflammation panel and genotyping data contributed to this pQTL study.
All participants gave written informed consent and the study was approved by Research Ethics
Committees in Croatia (Institutional Ethics Committee of the University of Split School of
Medicine [protocol code 2181-198-03-04/10-11-0008] and Scotland).

STANLEY (SWEBIC). The SWEBIC cohort comprises participants meeting the diagnostic
criteria for Bipolar disorder as per the DSM-1V recruited at Swedish sites in affiliation with the
Stanley Medical Research Institute. In total, SWEBIC contributed 644 samples (cohort A
[swe6]: 300, cohort B [lahl]: 344) with Olink inflammation panel data to this pQTL study. Ethical
approval for SWEBIC was granted by the Regional Ethical Review Board in Stockholm,
Sweden (2008/2009-31/2).

Estonian Biobank (EstBB). The EstBB cohort is a volunteer-based sample of the Estonian
resident adult population (aged = 18 years)’. A total of 487 participants contributed to this
study. Ethical approval was given by the Estonian Committee on Bioethics and Human
Research (1.1-12/624) and by the Research Ethics Committee of the University of Tartu
(application number 262/T-3, October 2016), data extraction nr K29.

RECOMBINE/EIRA. The RECOMBINE/EIRA biobank was generated from participants with
active rheumatoid arthritis recruited between February 2011 and May 2013 at the Karolinska
University Hospital, Stockholm, Sweden as part of the Epidemiologic Investigation of
Rheumatoid Arthritis (EIRA) study®. The study was approved by the Ethical Review Board at
Karolinska Institutet, Stockholm, Sweden (reference numbers 2007-0889-31, 2007-1443-32
and 2015/1844-31/2). All participants gave written informed consent. At the time of
recruitment, all participants were undergoing treatment initiation or escalation. 540 patients
with Olink inflammation panel data contributed to this pQTL study.

ARISTOTLE. The Apixaban for reduction in stroke and other ThromboemboLic events in atrial
fibrillation (ARISTOTLE) trial was designed to investigate the safety and efficacy of the Factor
Xa (FXa) inhibitor apixaban for secondary prevention of stroke in atrial fibrillation patients. Full
details of the ARISTOTLE cohort are available at®'. In total, ARISTOTLE contributed 1,585
samples with Olink inflammation panel data for comparison with the pQTL discovery meta-
analysis findings. All participants gave written informed consent to the biomarker and genetic
sub-studies and the study was approved by the National Ethics Committees in the participating
countries.

Supplementary Note 2: Comparison with pQTL study of Ferkingstad et al.

In addition to testing the pQTLs from our discovery meta-analysis for replication in the
ARISTOTLE study, we also compared our results to those from the study by Ferkingstad et
al'' from the deCODE group, hereafter referred to as the “deCODE study”. The deCODE study
performed pQTL mapping in approximately 35,000 individuals from Iceland, with 4,907
proteins measured using the aptamer-based SomaScan V4 platform (whereas we used the



Olink Inflammation platform in our study).

72 of the 91 proteins in our study were measured in the deCODE study. Of the 180 significant
locus-protein associations from our study, 158 were testable for replication in the deCODE
summary statistics. Of these 158 variants, 75 were significant at P<5x107'°, 78 at P<5x10¢,
and 96 at a more liberal P-value threshold of 2.8x10* (a Bonferroni-correction for the 180
pQTLs eligible for replication testing; P-values from linear regression). The numbers of pQTLs
replicating in ARISTOTLE and in deCODE at varying P-value thresholds are shown in
Supplementary Note Table 1. Overall, we replicated 126 (71%) of the 178 testable pQTLs in
either ARISTOTLE or deCODE at P<2.8x10™.

Supplementary Note Table 1. The numbers of pQTLs replicating in ARISTOTLE and in
deCODE at varying P-value thresholds (P-values from linear regression).

P-value threshold No. pQTLs No. pQTLs No. pQTLs replicated in
replicated in replicated in either ARISTOTLE or
ARISTOTLE deCODE deCODE

5.0x107° 32 75 87

5.0x107 39 78 92

2.78x10* 72 96 126

Number of testable 174 158 178

pQTLs

Of note, 7 pQTLs replicated in ARISTOTLE with P<5x10® and yet did not replicate in the
deCODE study despite the larger sample size of the latter (Supplementary Note Table 2). 4
of these 7 were cis-pQTLs. Of the three trans-pQTLs, two have been reported in previous
studies that use single protein ELISAS; i) the association of rs385076 with IL-18 levels was
reported by Johansson et al'?, and ii) rs2228145, a variant in IL6R (the gene encoding the
interleukin-6 receptor), is well known to affect soluble IL6 levels™ .

The lack of signal in the deCODE data (generated using the Somascan platform), despite
convincing evidence of a pQTL in these instances (in both Olink and ELISA-based studies),
may reflect platform effects. Consistent with this, rs2228145 was not significantly associated
with plasma IL6 levels in the study of Sun et al'®, which used an earlier version of the
SomaScan platform. There are a number of possible explanations for the absence of detecting
a pQTL using the SomaScan: i) the specific aptamer may lack sensitivity; ii) aptamers do not
always measure their canonical target protein, and instead may target a cleavage product or
the protein bound in complex to another protein; iii) aptamers are more vulnerable to off-target
binding than the Olink platform used in our study. This is because the Olink platform uses a
pair of antibodies, each with a complementary oligonucleotide tag, for each protein target. If,



and only if, both antibodies bind then the oligonucleotides hybridise and a qPCR read-out is
generated.

Supplementary Note Table 2. Details of pQTLs which replicated at P<5x10® in ARISTOTLE
(n=1,585, Olink proteomics) but not in deCODE (n=35,556, SomaScan proteomics). P-values
from linear regression.

Protein rsiD P-value in P-value in Cis or trans
ARISTOTLE deCODE

LTA rs2229092 5.8x10® 0.56 cis

CCL3 rs8951 2.4 x10% 0.0087 cis

GDNF rs62360376 1.6x107"3 0.48 cis

CCL13 rs3136676 3.1x10™° 0.15 cis

IL18 rs385076 5.1x10°" 0.42 trans
TNFSF10 rs28929474 1.6x10° 0.78 trans

IL6 rs2228145 3.0x10°8 0.0022 trans

Supplementary Note 3: Additional information on potential mechanisms underpinning
cis-pQTLs

Supplementary Note Table 3 provides information on whether the sentinel cis-pQTL variant
was a protein-altering variant (PAV), or whether it was in high LD (r*20.8) with a PAV, and
whether there was a colocalising eQTL in at least one tissue or cell type.

Of the 11 cis-pQTLs with sentinel variants that are PAVs, only 2 had a corresponding
colocalising (PP H4 >0.8) cis-eQTL. These were pQTLs for IL15RA and PLAU. The remaining
9 did not (cis-pQTLs for ADA, CCL8, CCL25, CXCL10, HGF, LTA, MMP10, SIRT2, TGFB1).

For a further 10 cis-pQTLs, the sentinel variants were not themselves PAVs but were in high
LD (r?20.8) with a PAV. However, 3 of these PAVs were not in the gene encoding the target
protein but were instead in another nearby gene, and thus protein-altering effects could not
account for the pQTL. Of the remaining 7 cis-pQTLs, 4 have a colocalising corresponding cis-
eQTL (CD6, CCL11, CST5, CXCL5), whereas 3 do not (TNFSF14, CCL4, CASP8).

There were 27 cis-pQTLs without a corresponding colocalising cis-eQTL. 12 of the 27 cis-
pQTLs without a colocalising eQTL are potentially explaining by PAVs, leaving 15 unexplained



by current available eQTL data.

Supplementary Note Table 3. Annotation of cis-pQTLs. The target protein is denoted by the
non-italicised gene symbol of the encoding gene. PAV = protein-altering variant. LD = linkage
disequilibrium. PP H4 = posterior probability of hypothesis 4 from coloc.

Sentinel pQTL

Target protein

Sentinel pQTL

Sentinel pQTL

Colocalising

variant is a PAV is in high LD eQTL in at least

(r*20.8) with a 1 tissue (PP H4

PAV 20.8)
rs11555566 ADA Yes N/A No
rs6328 NGF No No Yes
rs56328050 CASPS8 No Yes No
rs79722574 CCL1M1 No Yes Yes

No Yes butin a No

different gene to

that encoding

target protein
rs11574915 CCL19 (FAM205A)
rs10207134 CCL20 No No Yes
rs712048 CCL23 No No No
rs2032887 CCL25 Yes N/A No
rs8064426 CCL4 No Yes No
rs11265493 CD244 No No Yes
rs1883832 CD40 No No Yes
rs674379 CD5 No No Yes
rs2074227 CD6 No Yes Yes
rs2276862 CDCP1 No No Yes
rs17610659 CSF1 No No Yes
rs4815244 CST5 No Yes Yes
rs671623 CX3CL1 No No Yes
rs1366949 CXCL1 No No Yes
rs11548618 CXCL10 Yes N/A No

No Yes butin a No

different gene to

that encoding
rs6827617 CXCL11 target protein




(SDAD1)

rs450373 CXCL5 No Yes Yes
rs16850073 CXCL6 No No Yes
No Yes butin a Yes

different gene to

that encoding

target protein
rs4241577 CXCL9 (NAA)
rs62193248 DNER No No Yes
rs3014874 S100A12 No No Yes
rs838131 FGF21 No No No
rs12509595 FGF5 No No Yes
rs62360376 GDNF No No No
rs5745687 HGF Yes N/A No
rs12123181 IL10 No No No
rs2266590 IL10RB No No Yes
rs10076557 IL12B No No No
rs2228059 IL15RA Yes No Yes
rs17700884 IL17C No No No
rs5744249 IL18 No No Yes
rs2270297 IL18R1 No No Yes
rs112359206 L7 No No Yes
rs6446951 IL8 No No No
rs1800472 TGFB1 Yes N/A No
rs1133763 CCL8 Yes N/A No
rs7213460 CCL7 No No No
rs3136676 CCL13 No No No
rs8951 CCL3 No No Yes
rs471994 MMP1 No No Yes
rs17860955 MMP10 Yes N/A No
rs2247769 TNFRSF11B No No No
rs822335 CD274 No No Yes




rs144373891 SIRT2 Yes N/A No
rs60094514 SLAMF1 No No No
rs149278 SULT1A1 No No Yes
rs72912115 TGFA No No Yes
rs2229092 LTA Yes N/A No
rs1776354 TNFRSF9 No No Yes
rs344562 TNFSF14 No Yes No
rs574044675 TNFSF10 No No No
rs4512994 TNFSF11 No No Yes
rs34790908 TNFSF12 No No Yes
rs55744193 PLAU Yes No Yes
rs6921438 VEGFA No No No

Supplementary Note 4: Protein-protein network analysis for TNFSF10

Plasma levels of TNFSF10 were associated with 7 genetic loci. To help identify the mediating
genes at each of these loci, we constructed a protein-protein interaction network based on the
candidate mediating genes at each loci and TNFSF10 itself using STRINGdb. We observed a
cluster of eight interacting proteins (Extended Data Figure 7a), representing proteins
encoded by 5 of the 7 loci with pQTLs for TNFSF10. The genes encoding these proteins
highlight the plasminogen-activating system as a common feature. The relation of the trans-
pQTLs for TNFSF10 and these are as follows: (i) rs4760 is a missense variant in PLAUR,
which encodes the plasminogen-activator urokinase receptor; (i) rs5030044 is intronic in
KNG1, encoding kininogen 1 which is involved in bradykinin formation, which is regulated by
plasmin; (iii) rs28929474 is a missense variant in SERPINA1, which encodes alpha1-
antitrypsin, an anti-protease which can bind plasmin; (iv) rs8178824 is intronic to APOH, which
encodes a cofactor for plasminogen activation'®"’; and (v) rs654488 is upstream of MEP15,
encoding meprin A, which is activated by the plasmin'®. Together, these findings highlight the
most likely mediating genes at 5 of the 7 regulatory loci and links TNFSF10 to the
plasminogen-activating system.
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Supplementary Figure Titles

Supplementary Figure 1. Manhattan plots for the 91 proteins.
Supplementary Figure 2. Forest plots and regional association plots for the 180 pQTLs.

Supplementary Figure 3. Regional association plots comparing plasma cis-pQTLs and
blood cis-eQTLs for the gene encoding the corresponding protein.

Supplementary Figure 4. Regional association plots comparing plasma cis-pQTLs and
disease associations.

Supplementary Item. 3-dimensional interactive genomic map of pQTLs.

The html file (supplied separately) shows pQTL sentinel variant position in relation to the gene
encoding the target protein and the strength of the statistical association (two-sided P-values
are from meta-analysis of linear regression estimates). Hover over a point to see detailed
information. The image can be rotated by holding at left clicking the mouse.



Supplementary Figure 1. Manhattan plots for the 91 proteins. Proteins are labelled with both
the label provided by Olink, and with the encoding gene symbol in parentheses. Two-sided P-
values are from meta-analysis of linear regression estimates. Horizontal dash blue line =
P=5x10""° (genome-wide significance after Bonferroni-correction for testing multiple proteins).
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Supplementary Figure 2. Forest plots and regional association plots for the 180 pQTLs. Left
panels: forest plots show the effect estimate and 95% confidence intervals in each cohort.
Metrics of heterogeneity are provided. N= number of individuals. Right panels: locuszoom
plots of the regional associations. Proteins are labelled with both the label provided by Olink,
and with the encoding gene symbol in parentheses. Two-sided P-values are from meta-
analysis of linear regression estimates.
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Position on chr20 (Mb)

— 100

~ 80

— 60

(QN/We0) @iBd uolBLIQUIODAY



Beta-NGF (NGF)-rs6328
Beta-NGF (NGF) [chr1:115829943_A_C (rs6328) (A/C) N=13224]

Weight Weight

Common effect model -0.08 [-0.10; -0.06] 100.0%

Study TE SE(TE) 95%-CI (common) (random) ,550323 ' e
10 08

INTERVAL (4896) -0.063  0.02 — -0.06 [-0.11;-0.02] 308%  28.2% 8o ol | %
EGCUT (487) -0.084 0.07 ; -0.08 [-0.21; 0.05] 3.4% 3.8% % - 33
KORA (1064) -0.087 0.05 —a— -0.09 [-0.18; 0.00] 71% 7.7% .
NSPHS (874) -0.061 0.05 —— -0.06 [-0.16; 0.04] 5.8% 6.3% T
ORCADES (981) -0.079 0.05 — -0.08 [-0.17; 0.01] 6.9% 74% %
RECOMBINE (425) -0.067 0.04 _.._ -0.07 [-0.14; 0.00] 12.1% 126% =
STABILITY (2951) -0.125 0.03 —= -0.12 [-0.17; -0.07] 229% 221% 8
STANLEY (344) -0.017  0.08 : -0.02 [-0.17; 0.14] 2.4% 2.7% |
STANLEY (300) -0.138 0.08 -0.14 [-0.29; 0.01] 2.5% 2.8%
VIS (902) -0.027 0.05 — -0.03 [-0.12; 0.07] 6.0% 6.6%

<

<

|

Random effects model -0.08 [-0.10; -0.05] -- 100.0%
| | |
-02-0.1 0 01 0.2 e . TR v VANGL1->
Heterogeneity: I? = 0%, 1° = 0.0001, p=0.71 TSHB—~ - CASQ2

| | | |
1154 115.6 115.8 116 116.2
Position on chr1 (Mb)

Qo) ales uonBUIGIoIaY



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (874)
ORCADES (981)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

Heterogeneity: I? = 0%, T° < 0.0001, p=0.57

Beta-NGF (NGF) [chr9:90362040_C_T (rs3128517) (T/C) N=14295]

TE SE(TE)
-0.099 0.02
-0.094  0.04
-0.050 0.06
~0.106  0.04
-0.131  0.05
-0.008 0.05
-0.060  0.02
-0.025 0.08
-0.086 0.08
-0.024  0.05

0.2

95%-CI (common) (random)

~0.10 [-0.14; -0.086]
~0.09 [-0.17; -0.02]
~0.05 [-0.18; 0.08]
-0.11 [-0.19; -0.02]
~0.13 [-0.23; -0.03]
~0.01 [-0.10; 0.08]
~0.06 [-0.11; -0.01]
-0.02 [-0.18; 0.13]
~0.09 [-0.24: 0.07]
~0.02 [-0.12; 0.07]

-0.08 [-0.10; -0.05]
-0.08 [-0.10; -0.05]

Weight Weight
333%  32.4%
105%  10.7%

3.4% 3.5%
6.9% 7.1%
5.6% 5.8%
6.8% 7.0%
228%  22.7%
2.4% 2.5%
2.2% 2.2%
6.0% 6.2%
100.0% -
-= 100.0%

~logyp(p-value)

Beta-NGF (NGF)-rs3128517

rs3128517

CTS.I__‘.?P—- SPATA..?ICI - <«LOC 19‘2724 156
CT§L e c TSI;P8—' - CgK?O - SPAIA.? 1c2
- LOCI392364
SFMTA..';‘IE 1>

90 90.2

Position on ¢hr9 (Mb)

90.4

90.6

- 100

(Quy/wa) 21es uoneuIquosay



CASP-8 (CASP8)-rs56328050

CASP-8 (CASPS) [chr2:202164805_C_G (1s56328050) (C/G) N=14743]  \yitt  weight

Study TE SE(TE) 95%-CIl (common) (random) - r 1356328050 - 100
INTERVAL (4896) ~0198  0.03 = 020 [-0.26;-0.14]  334% 207% ||l e 50
BioFinder (1496) -0.218 0.05 — -0.22 [-0.32;-0.11] 108%  11.9% 04 W, .
EGCUT (487) -0.098  0.10 — -0.10 [-0.29; 0.10] 3.0% 45% T . ||&o2 o ° -
KORA (1064) -0.368 0.06 —— | -0.37 [-0.49; -0.25] 8.0% 98% = cng >
NSPHS (874) -0.119  0.06 e -0.12 [-0.24; 0.00] 7.8% 96% = 15 o0 5
ORCADES (982) -0.248 0.07 i -0.25 [-0.38;-0.12] 7.0% 89% £ Poo —
RECOMBINE (447) -0.073 0.14 ; -0.07 [-0.36; 0.21] 1.5% 2.4%
STABILITY (2951) -0.180  0.04 —_ -0.18 [-0.26; -0.10] 172%  15.6%
STANLEY (344) -0.016 0.12 : -0.02 [-0.25; 0.22] 2.1% 3.3%
STANLEY (300) -0.108  0.10 e -0.11 [-0.30; 0.08] 3.1% 4.7%
VIS (902) -0.233  0.07 — -0.23 [-0.37; -0.10] 6.6% 8.5% '
i | +-LOC101927795 < FAM1268  CFLAR—>  CASP8—» «TRAK2 ~ «C2CD6 < MPP4
Common effect model < -0.20 [-0.23; -0.16]  100.0% - BZWi~ < ORC2  NDUFBS—~  CASPIO~ <ALS2CRI2  STRADB—  <TMEM2S7 < ALS2
Random effects model <|> | | -0.20 [-0.24; -0.15] -= 100.0% «CLK1 «~CFLAR-AST
I - PPIL3
04 -02 0 02 04 NS
Heterogeneity: I = 35%, ©° = 0.0017, p = 0.12 = . ‘ , |
201.8 202 202.2 202.4 202.6

Position on ¢chr2 (Mb)

(QW/Wo) a1es uoiEuIQUOdaY



CCL11 (CCL11)-rs12075

CCL11 (CCL11) [chr1:159175354_A_G (rs12075) (A/G) N=14731] Weight  Weight

Study TE SE(TE) 95%-Cl (common) (random) P T - 100
®

INTERVAL (4896) 0.122  0.02 = 012 [0.08: 0.16] 31.2%  10.0% R &

BioFinder (1496) 0.012  0.04 e 0.01 [-0.06; 0.08] 9.5% 9.6% o |[Bos -

EGCUT (487) -0.130  0.07 . ; -0.13 [-0.26: 0.00] 30%  84% - 02 .

KORA (1064) 0.388 0.04 . —+— 0.39 [0.30; 0.47] 7.1% 9.4% § ° — 60

NSPHS (866) 0.131  0.04 — 0.13 [0.05; 0.22] 68%  93% 4 °

ORCADES (981) -0.131 0.05 —— | j -0.13 [-0.22; -0.04] 6.0% 9.2% co»

RECOMBINE (445) 0.170 0.06 —— 0.17 [0.06; 0.28] 3.8% 88%

STABILITY (2951) 0.005 0.02 —_ 0.01 [-0.04; 0.05] 22.0%  9.9%

STANLEY (344) 0.148  0.07 L 0.15 [0.00; 0.29] 23%  8.0%

STANLEY (300) 0.080 0.07 ———e 0.08 [-0.06; 0.22] 24%  8.0%

VIS (901) -0.036 0.05 o -0.04 [-0.13; 0.06] 5.9% 9.2%

Common effect model o 0.07 [0.05; 0.10] 100.0% - T ORGSR RN RN GIORTE RORRIART ORI DRI

Random effects model —— 0.07 [-0.02; 0.16] -- 100.0% ORBKE—> «POP3 < CADM3-AS1 OR10J1-> APCS -

I I ! ! -“OII?GNI I'f:l_lg:- ACK.FH-— -OF?IOJI)
"04 —02 0 02 04 ..o;lqug

Heterogeneity: 1 = 91%, ° = 0.0200, p < 0.01 ,

158.8 159 159.2 159.4 159.6
Pasition on chr1 (Mb)

(Quy/wa) 21es uoneuIquosay



CCL11 (CCL11)-rs79722574

CCL11 (CCL11) [chr17:32619052_C_T (rs79722574) (T/C) N=14720] Weight Weight

Study TE SE(TE) 95%-~CI (common) (random) 15 - . ¢ | 100
®

INTERVAL (4896) -0.093 0.03 = -0.09 [-0.15; -0.04] 31.9%  20.6%

BioFinder (1496) -0.170 0.05 —'-v— -0.17 [-0.26; -0.08] 10.9% 12.2%

EGCUT (487) 0.008 0.09 - 0.01 [-0.17; 0.19] 3.0% 45%

KORA (1064) -0.029 0.06 B S -0.03 [-0.15; 0.09] 6.7% 8.8% -§

NSPHS (866) -0.165 0.06 R — -0.16 [-0.28; -0.05] 7.3% 9.3% &

ORCADES (981) -0.237 0.06 ——] -0.24 [-0.35;-0.12] 7.3% 9.3% g

RECOMBINE (434) -0.048 0.09 ——— -0.05 [-0.22; 0.12] 3.3% 50%

STABILITY (2951) -0.115  0.08 — -0.11 [-0.18; -0.05] 21.1% 17.4%

STANLEY (344) -0.278 0.11 : -0.28 [-0.49; -0.07] 2.1% 3.4%

STANLEY (300) -0.275 0.10 -0.27 [-0.48; -0.07] 2.3% 3.6%

VIS (901) -0.099 0.08 e -0.10 [-0.25; 0.05] 4.1% 6.0%

Common effect model &> -0.12 [-0.15;-0.09] 100.0% ~— o : DoLa  FOLIS= - i

Random effects model < -0.13 [-0.17; -0.09] -= 100.0% «-LINCO1989 CCL11-> TMEM132E >

! I I I CCI|.7-* G-C'CLI
-04 -02 0 02 04 ceLe—

Heterogeneity: I° = 38%, t° = 0.0014, p = 0.09 . - : l

322 324 32.6 328 33

Position on chr17 (Mb)

(Quy/wa) 21es uoneuIquosay



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (981)
RECOMBINE (447)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (901)

Common effect model
Random effects model

Heterogeneity: 12 = 27%, t° = 0.0020, p = 0.19

CCL11 (CCL11) [chr3:42906116_C_T (rs2228467) (T/C) N=14733]

TE SE(TE)
-0.346  0.04
-0.320  0.07
-0.300 0.12
-0.308 0.08
-0.502  0.09
-0.324  0.09
-0.229 0.14
-0.224 0.05
-0.611  0.13
-0.393 0.13
-0.370  0.08

—t—
——
———
——
R
——
1
———
‘
R
———
S e
———
<
<
|

-0.5

0

0.5

95%-CIl (common) (random)

~0.35 [-0.43; -0.26]
-0.32 [-0.45; -0.19]
~0.30 [-0.53; -0.07]
-0.31 [-0.47;-0.15]
~0.50 [-0.68; -0.33]
-0.32 [-0.50; -0.14]
~0.23 [-0.49: 0.04]
-0.22 [-0.33;-0.12]
~0.61 [-0.87; -0.35]
~0.39 [-0.64; -0.15]
~0.37 [-0.52; -0.22]

-0.33 [-0.38; -0.29]
-0.34 [-0.39; -0.28]

Weight Weight
285%  20.5%
11.7% 12.2%

3.6% 4.8%
7.7% 9.0%
6.3% 7.8%
6.0% 7.4%
2.8% 3.8%
18.9% 16.5%
2.8% 3.9%
3.2% 4.4%
8.5% 9.7%
100.0% -
-= 100.0%

~l0ga(p-value)

50

40 -

20 -

CCL11 (CCL11)-rs2228467

rs2228467
®

“Q

r &, ..

10 |°°oo wgoo“.lfi H ‘ i
0’ J

08 ||
0.6
0.4
0.2

-—LYZL4 VIPR1—» NKTR—>  «(CCDC13 - CYP8B1 FAM138A— SNAK—»
Lo Lemamas L] . e . Ppr—iileeel) —tp—an
- VIPR1-AS1  ZB8TB47—> —HIGDITA ZNF662—~ - POMGNT2 < SNARK-AST |
L] He L - —t L
«—SEC22C  KLHL40—~ ACKR2—> KRBOX1—
W . f————l -
S818L2-> <« HHATL «— KRBOX1-AS1
-, " '
< LOC101928323
B ]
CCDC13-AST1—~
e
LINCO? 158~
I 1 T 1 |
42.6 42.8 43 43.2 43.4

Position on ¢chr3 (Mb)

100

80

60

40

20

0

(QUIN9) 2182 LOHBUIQWOIaY



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (981)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (901)

Common effect model
Random effects model

CCL11 (CCL11) [chr3:46250348 C T (rs1491961) (T/C) N=14286]

TE SE(TE)
0.040 0.02
0.104  0.04
0.249  0.07
0.118  0.05
0.164  0.05
0.079  0.06
0.085 0.03
0.185  0.10
0229  0.09
0.142  0.05

Weight Weight

95%~-CI (common) (random)

ma 0.04 [-0.00; 0.08] 35.0% 19.1%

e 0.10 [0.02;0.19] 101%  12.1%

———— 0.25 [0.11;0.39] 3.6% 6.3%

a— 0.12 [0.03;0.21] 8.0%  10.7%

R 0.16 [0.06;0.27] 6.5% 9.5%

—— 0.08 [-0.03; 0.19] 5.7% 8.7%

e 0.09 [0.03;0.14] 21.0% 16.6%

' 0.18 [-0.02; 0.39] 1.7% 3.4%

, 0.23 [0.05;0.40] 2.2% 4.3%

B 0.14 [0.04;0.25] 6.2% 9.2%

< 0.09 [0.07;0.12]  100.0% e

< 0.11 [0.07; 0.15] --  100.0%
| | | |
-04 -02 0 02 04

Heterogeneity: /2 = 46%, ©° = 0.0017, p = 0.05

-logo(p-value)

SACMIL—~ <LZTFL1
M- 4

CCL11 (CCL11)-rs1491961

rs1491961
]

LOC100132146—~
Lo ]

L RRC?;—AS’ -  TMIE =

TDGF1-=
.

- XCR1 «—CCR1 CCR2—~ «LTF «LRRC2
H » " BT
- SLCBA20 CCR9—~ CCR3—> <LOC102724297
L ] . —a Po—d—d
- FYCO1 CCR5~~ RTP3—~
BB LJ .
CXC‘RG- CCR'L2~'
I ‘ T T 1
458 46 46.2 46.4 46.6

Pasition on chr3 (Mb)

- 100

(QW/N9) @1er uoieuIqUIodaY



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (981)
RECOMBINE (427)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (901)

Common effect model
Random effects model

CCL11 (CCL11) [chr7:75495667_A_G (rs757973) (A/G) N=14713]

TE SE(TE)
0229 0.04
0.179  0.06
0.085 0.13
0.186  0.08
0218  0.10
0.075 0.08
0296 0.12
0.194  0.04
0.193 0.14
0202 0.12
0.248  0.08

Heterogeneity: I?=0%,7%°=0, p =087

| |
-04 -02 O

02 04

Weight Weight

95%-CIl (common) (random)

0.23 [0.16;0.30] 33.6%  33.6%
0.18 [0.05;0.31] 10.1% 10.1%
0.08 [-0.16; 0.33] 2.6% 2.6%
0.19 [0.04;0.34] 7.2% 7.2%
0.22 [0.01;0.42] 3.8% 3.8%
0.07 [-0.08; 0.23] 6.9% 6.9%
0.30 [0.07;0.52] 3.1% 3.1%
0.19 [0.11;0.28] 21.2%  21.2%
0.19 [-0.07; 0.46] 2.3% 2.3%
0.20 [-0.04; 0.44] 2.8% 2.8%
0.25 [0.09;0.41] 6.4% 6.4%
0.20 [0.16;0.24] 100.0% -
0.20 [ 0.16; 0.24] -= 100.0%

-10go(p-value)

CCL11 (CCL11)-rs757973

25 -

>~ 100
1757973 r
08
20
@ 06 | 80
o 04
v . 02 || &
10 8°® - 40

STAG3L1— < HIP1 «—CCL24 POR— MDH2—> SARAM3—
' 1 @ )
TRIM73—> <« PMS2P3 -~ CCL26 RHBDD2—> «—STYXL1 HSPB1-—>
" - — - e '
NSUN5P 1~ MIR4651 -~ GTF2IP7 - YWHAG |
L ' [ e el
- POM121C SNORAT4A~>
L e ] 1
SPDYES—~ - TMEM120A
Ll "
| | | | )
75 75.2 75.4 75.6 75.8

Position on ¢chr7 (Mb)

(QW/Wo) a1es uoiEuIQUOdaY



CCL19 (CCL19)-rs13010492
CCL19 (CCL19) [chr2:204776176_C_G (rs13010492) (C/G) N=13422]

Weight Weight ¢ | 100

Study TE SE(TE) 95%-Cl (common) (random) o '3;3".‘0“92 .

. 0.6
INTERVAL (4896) -0.116  0.02 —— -0.12 [-0.16; -0.08] 37.3% 21.5% .‘ 04 |[ 8O0
BioFinder (1496) -0.076  0.04 -0.08 [-0.15;-0.00]  10.6%  13.2% 8 02
EGCUT (487) -0.021 0.06 . -0.02 [-0.14; 0.10] 4.0% 6.9% 5 '
KORA (1064) -0.065 0.05 —_— -0.06 [-0.16; 0.03] 64%  97% =
ORCADES (982) -0.085 0.05 Ce -0.08 [-0.18; 0.01] 70% 104% 1
STABILITY (2951) -0.019 0.03 — -0.02 [-0.07; 0.03] 231% 18.7% =
STANLEY (344) -0.044 0.07 -0.04 [-0.19; 0.10] 2.8% 53%
STANLEY (300) -0.037 0.08 — -0.04 [-0.20; 0.12] 2.3% 4.4%
VIS (902) -0.172 0.05 ————— -0.17 [-0.27; -0.08] 6.6% 9.9%
Common effect model < -0.08 [-0.10; -0.06] 100.0% -
Random effects model = -0.08 [-0.11; -0.04] -= 100.0%

; T T u
-02 -01 0 01 0.2 ABl2-> cp26-~ CTLA4~>

Heterogeneity: I° = 43%, t° = 0.0012, p = 0.08 ~ RAPHI Ic0s—~

| | |

204.4 204.6 204.8 205 205.2
Position on chr2 (Mb)

(Qyy/o) 21Bs UDNBUIGLUIODSY



CCL19 (CCL19) [chr3:132200719_G_T (rs62292952) (T/G) N=14728]

Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
RECOMBINE (440)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

TE SE(TE)
0278  0.03
0.243  0.07
0.081 0.1
0.161  0.07
0.071  0.08
0.279  0.06
0.356 0.16
0.234 0.04
0.163 0.12
0436 0.14
0.196  0.06

——
'
—_—

—_—

—
—i—
—r—

———

'
_4;1_
'

S
o

| | | | | |
-0.6-04-0.2 0 0.2 0.4 0.6

Heterogeneity: /2 = 25%, t° = 0.0009, p = 0.21

95%-CIl (common) (random)

0.28 [0.22;0.34]
0.24 [0.12;0.37]
0.08 [-0.13;0.29]
0.16 [0.02;0.30]
0.07 [-0.08; 0.23]
0.28 [0.15;0.41]
0.36 [0.04;0.67]
0.23 [0.15;0.32]
0.16 [-0.06; 0.39]
0.44 [0.17;0.70]
0.20 [0.08;0.32]

0.23 [0.20; 0.27]
0.23 [0.19;0.27]

Weight Weight
33.6%  25.5%
8.1% 9.4%
3.0% 4.0%
6.9% 8.3%
5.5% 6.7%
8.2% 9.5%
1.3% 1.8%
19.8% 18.5%
2.6% 3.4%
1.9% 2.5%
9.1% 10.4%
100.0% -
-= 100.0%

~logyp(p-value)

i R+

- 0.8

< CPNE4
—_—

| == MIR5704

CCL19 (CCL19)-rs62292952

ACPP—>
e 2

rs62292952

DNAJC 13—

<~ NPHP3-ACAD1 ’-
e 4 saa  ssmn

«—ACADT1
L e B ]

NPHP3-AST >

ACKR4~» = NPHP3
" weay o

UBAS—~
e

131.8

132

T
132.2
Position on ¢chr3 (Mb)

132.4

132.6

- 100

(Quy/wa) aies uoneuIquosay



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
RECOMBINE (447)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

Heterogeneity: I = 19%, ©° < 0.0001, p = 0.26

CCL19 (CCL19) [chr6:32444093_C_G (rs9469127) (C/G) N=14735]

TE SE(TE)
-0.525  0.06
-0.444  0.09
-0.542  0.12
-0.456  0.10
-0.502  0.07
-0.521  0.13
-0.737 0.2
-0.416  0.06
-0.620 0.16
-1.036  0.21
-0.392  0.11

95%-CIl (common) (random)

~0.52 [-0.65; -0.40]
~0.44 [-0.62; -0.27]
~0.54 [-0.78; -0.30]
~0.46 [-0.65; -0.26]
~0.50 [-0.64; -0.37]
~0.52 [-0.78; -0.26]
-0.74 [-1.16;-0.31]
-0.42 [-0.52; -0.31]
~0.62 [-0.93; -0.31]
-1.04 [-1.45; -0.63]
~0.39 [-0.60; -0.18]

-0.49 [-0.54; -0.43]
-0.49 [-0.54; -0.43]

Weight Weight
19.3% 19.3%
9.5% 9.5%
5.2% 5.2%
7.6% 7.6%
16.1% 16.1%
4.3% 4.3%
1.6% 1.6%
248%  24.8%
3.1% 3.1%
1.8% 1.8%
6.7% 6.7%
100.0% -
-= 100.0%

~logyo(p-value)

CCL19 (CCL19)-rs9469127

rs9469127

| STK19-—> < ATF6B
. =

LOC101929163~~>
L T T |

- HLA.:DRBS - HLA;DOB! - HLA.-DOB

T 100

2

{Q/N2) 2181 UDHEUIGWOD3

6 genes
omitted

C4A—~ - FKBPL - C6or1) HLA-DRA-> < HLA-DRB1 HLA-DQA2~» =-TAPI
rem ) ettt e - L " -
C48 2~ - PRAT1 HCG23~—~ - HLA-DRB6 —MIR31358 LOCT00294145-~
e e . . " 1 "
C48—~ —LOC100507547 - BTNL2 HLA-DQA1—~ - TAP2
- - ' - " .
C Y.P2 I'AZ - PPZ'.Z—' HLA —DO.B 1-AS1—> -— P.EMBB
c \:PZ TAIP— EGF;LB - - HLA; DQBz —HLA -[.)MB ;
- T.NXA PPT2-§.GFL8—~ PSMB8.—ASI—-
= TNXB -~ AGPAT1 PSMB3 -~
L L Ll " -
- M”l?6727 - HLA—D);M :
RNI.:S-'
T T 1 T 1
32 32.2 324 32,6 32.8

Position on chré (Mb)



CCL19 (CCL19)-rs11574915

CCL19 (CCL19) [chr9:34710084_A_C (rs11574915) (A/C) N=14733] Weight Weight

2

rs11574915 - 100

Study TE SE(TE) 95%-CIl (common) (random) §
INTERVAL (4896) -0.187 0.03 — -0.19 [-0.25; -0.13] 30.9% 29.7% ¢ §~
BioFinder (1496) -0.092 0.06 —-—'— -0.09 [-0.20; 0.02] 9.6% 9.8% % 3
EGCUT (487) -0.069 0.08 — -0.07 [-0.23; 0.09] 4.5% 47% 2 o
KORA (1064) -0.143 0.06 —_— -0.14 [-0.26; -0.02] 7.8% 8.0% | 2
NSPHS (866) -0.079 0.08 —_—— -0.08 [-0.23; 0.07] 51% 5.3% g
ORCADES (982) -0.093 0.06 ——— -0.09 [-0.21; 0.03] 7.5% 7.7% \UBAPI—  <KIAATIE! — DNAll-»  <RPP25L <CCL2I <FAM205BP  PHF24—~ <VCP UNC13B-|
RECOMBINE (445) -0.105 0.13 : -0.11 [-0.36; 0.15] 1.7% 1.8% <KIF24 <-Corf24 ~ <-ENHO <DCTN3 <-FAM205A « FAM205C CYor131-
STABILITY (2951 ) -0.170 0.04 — -0.17 [—024, -0.1 0] 21.9% 21.6% NUDT2-— «CNTFR  «—(CCL19 <« DNAJB5-AS1
STANLEY (344) -0.140 0.10 -0.14 [-0.33; 0.06] 2.9% 3.1% LA ST CNT:,;_'LS,_, ' DNA"JBS* P
STANLEY (300) -0.152 0.1 : -0.15 [-0.37; 0.07] 2.3% 2.4% s e -— i FAN'C "
VIS (902) -0.137  0.07 * -0.14 [-0.28; 0.00] 5.7% 5.9% . .
: -— SIG.MARI - ST.OML.?

Common effect model <> -0.15 [-0.18; -0.11]  100.0% - Pk M e
Random effects model < -0.15 [-0.18; -0.11] -= 100.0% IL11RA>

| — | —couz7

-03 -0.1 0 0.10.20.3 - LOC730098
Heterogeneity: I = 0%, 1° < 0.0001, p = 0.83 ; - . : :
34.4 34.6 34.8 35 35.2

Position on ¢hr9 (Mb)



CCL20 (CCL20)-rs10207134
CCL20 (CCL20) [chr2:228661828_C_T (rs10207134) (T/C) N=14288]

Weight Weight

2 - 100

Study TE SE(TE) 95%-~Cl (common) (random) e rs10207134 ;
08
INTERVAL (4896) -0.131 0.02 - -0.13 [-0.17; -0.09] 34.0% 32.4% g vl |
BioFinder (1496) -0.085 0.04 —i— -0.08 [-0.16; -0.01] 10.8% 11.1% o g;
EGCUT (487) -0.022 0.07 - -0.02 [-0.16; 0.12] 3.3% 84% 3 10 ® :
KORA (1064) -0.085 0.05 —— -0.08 [-0.18; 0.01] 7.0% 73% %
NSPHS (866) -0.124  0.06 o -0.12 [-0.24; -0.01] 4.5% 4.7% =
ORCADES (982) -0.064 0.05 —— -0.06 [-0.16; 0.03] 6.5% 6.8% 5’
STABILITY (2951) -0.087 0.03 — -0.09 [-0.14; -0.03] 22.5% 22.2%
STANLEY (344) -0.129 0.08 -0.13 [-0.29; 0.03] 2.5% 2.6%
STANLEY (300) -0.109 0.08 -0.11 [-0.27; 0.05] 2.5% 2.6%
VIS (902) -0.062 0.05 —_— -0.06 [-0.16; 0.04] 6.5% 6.8%
Common effect m0d9| <.> —0.10 [-0-12; -0.07] 100-0°/° _ ACOL4A3_, MIR5703—~ « 201183 CcCL20—~ i n‘-SPHKAp
Random effects model x <'> ' | -0.10 [-0.12; -0.07] -- 100.0% —Locesisr  AGFGI~ —sicroms 0w
-02-01 0 0.1 02 iy
Heterogeneity: /° = 0%, T° < 0.0001, p = 0.82 TR0 . ,
228.2 228.4 2286 228.8 229

Pasition on chr2 (Mb)

(Quy/wa) 21es uoneuIquooay



CCL20 (CCL20) [chr6:40998167_C_T (rs742493) (T/C) N=14735]

Study TE SE(TE)
INTERVAL (4896) 0.138 0.03 —_—
BioFinder (1496) 0.237 0.06 -f—o—
EGCUT (487) 0.117 0.10 -
KORA (1064) 0.084 0.07 e
NSPHS (866) 0.205 0.10 e
ORCADES (982) 0.066 0.08 —
RECOMBINE (447) 0.018 0.15 ;
STABILITY (2951) 0.146 0.04 —_—
STANLEY (344) 0229 0.12 :
STANLEY (300) 0.101 0.13 :
VIS (902) 0.170 0.06 ——
Common effect model <
Random effects model | | <>I |
-04 -02 O 02 04

Heterogeneity: 1 = 0%, 1° = 0, p = 0.79

95%-CIl (common) (random)

0.14 [0.08;0.20]
0.24 [0.12;0.35]
0.12 [-0.09; 0.32]
0.08 [-0.05; 0.22]
0.20 [0.01;0.40]
0.07 [-0.09; 0.23]
0.02 [-0.27; 0.30]
0.15 [0.07;0.22]
0.23 [-0.00; 0.46]
0.10 [-0.16; 0.36]
0.17 [0.04;0.30]

0.15 [0.11;0.18]
0.15 [0.11; 0.18]

Weight Weight
34.1%  34.1%
10.2% 10.2%

3.2% 3.2%
7.5% 7.5%
3.6% 3.6%
5.2% 5.2%
1.6% 1.6%
22.1%  22.1%
2.5% 2.5%
1.9% 1.9%
8.1% 8.1%
100.0% -
-= 100.0%

~logsp(p-value)

—LAFN2

CCL20 (CCL20)-rs742493

rs742493
®

- 100

<« [LOC101929555 <= OARDT < TREML2 NCR2—~ LINCO1276—
rr——— -— L s —
«—UNC5CL < TREML1 < TREM1 «— FOXP4-AST1
- - e -
TSP‘OZ—O - TR.EM?
APOBEC2~ <~ TREML3P
e "
NFYA~» TREML4 -~
rae "
ADCY10P1—> TREMLS5P-»
. '
| | | | |
40.6 40.8 41 41.2 414

Pasition on chré (Mb)

(QN/We0) @iBd uolBLIQUIODAY



CCL23 (CCL23)-rs712048

CCL23 (CCL23) [chr17:34326215_A_C (rs712048) (A/C) N=14723] Weight Weight

Study TE SE(TE) 95%-Cl (common) (random) 250 [ ¢ | 712048 - 100
INTERVAL (4896) -0.536 0.03 -0.54 [-0.59; -0.48] 295%  134%  20-
BioFinder (1496) -0.587  0.05 — -0.59 [-0.69; -0.49] 98% 11.0% 2
EGCUT (487) -0689 009  —— -0.69 [-0.86; -0.52] 3.4% 73% 1
KORA (1064) -0595 0.06 = -0.59 [-0.70; -0.48] 79% 104% ., |
NSPHS (866) -0.551  0.09 — -0.55 [-0.72; -0.38] 3.4% 7.4% 2
ORCADES (982) -0.584 0.06 e -0.58 [-0.71; -0.46] 6.5% 9.7% 5
RECOMBINE (435) -0.406  0.09 — -0.41 [-0.59; -0.22] 2.9% 6.7%
STABILITY (2951) -0.374 0.03 : -0.37 [-0.44;-0.31] 254%  13.2% 0] |
g;ﬁﬁtéi Eggg; _82?8 8}? l _ggg E"égg’ _82;/} ;2:? 55);2;0 ~SLFNT4 RASL10B— ~HEATR9 +CCLIG  =CCL3 ,—coLaLs «~TBC1D36 |
-0. \ —_— -0. -0.73; -0. 2% A%
VIS (902) -0.544 0.06 —— -0.54 [-0.66; -0.43] 70%  10.0% LOCIO7985033+  ~GAS2L2  ~COLS <CCLI4  CO4—  ~COL3LT,
: LINCOgOOI—- L %28 -— LRR(-:37A8P CCL uf€—> . CCL4LT— :
Common effect model o -0.51 [-0.55; -0.48]  100.0% - SNORD7-> C170f150-> “FROMI +-CGL23 , CoLaLz—=
Random effects model < -0.55 [-0.61; -0.48] -= 100.0% «~PEX12 TAEIS—  «LYZL6 _ < TBCIOSH _
! ' ! ! AP2B1 - +-CCL15-CCL14 _ ~TBCIDIG
-1 -0.5 0 0.5 1 «CCL15 = TBC1D3F
Heterogeneity: I = 74%, t° = 0.0070, p < 0.01 . ‘ —— = s
34 34.2 344 346 348

Position on chr17 (Mb)

(QUINo) 2182 LOHBUIQWOIaY



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
RECOMBINE (438)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

CCL25 (CCL25) [chr12:578100_A_G (rs7296588) (A/G) N=14726]

TE SE(TE)
-0.124  0.02
-0.154  0.04
-0.184  0.07
-0.118  0.04
-0.140  0.04
-0.056  0.05

0.038  0.08
-0.103  0.02
-0.101  0.09

0.005 0.08
-0.175  0.05

1 |
-0.3-0.2 -0.1

Heterogeneity: I = 21%, 2 < 0.0001, p = 0.25

| 1
0 01 02 03

95%-CIl (common) (random)

~0.12 [-0.16; —0.08]
-0.15 [-0.23; -0.08]
~0.18 [-0.32; -0.05]
-0.12 [-0.20; -0.03]
~0.14 [-0.23; -0.06]
~0.06 [-0.15; 0.03]
0.04 [-0.11; 0.19]
-0.10 [-0.15; -0.05]
~0.10 [-0.27: 0.07]
0.01 [-0.14: 0.15]
~0.17 [-0.27; 0.08]

-0.12 [-0.14; -0.09]
-0.12 [-0.14; -0.09]

Weight Weight
325%  32.4%
9.9% 9.9%
3.0% 3.0%
7.2% 7.2%
7.2% 7.2%
6.5% 6.5%
2.4% 2.4%
21.9%  21.9%
1.8% 1.9%
2.3% 2.4%
5.3% 5.3%
100.0% -
-= 100.0%

-10go(p-value)

CCL25 (CCL25)-rs7296588

25 11— - 100
r 1s7296588
08 g
20 - 0.6 '8 e 80
o
04 (o)
: (o]
15 -{| " ° 60
ol ]
10 — ®» e - 40
5 -
.
LOC100288778—~ «—SLC6A12 <« KDMS5A B4GALNT3—~ WNK1—
- e L R e Rl - b e s @i
IQSEC3-» <« SLCBAI3 CCDC77-> -« NINJZ - RAD52'
bbb e 81008 - e aa [ hinbraP] e
- LOC£74538 - LOC 7q5369595
LOCYOI?29384-’ LOCIOO&«‘Q"G-’

- LOC 1g2723544

| | | |
0.2 0.4 0.6 0.8 1
Position on chr12 (Mb)

(QW/Wo) a1es uoiEuIQUOdaY



CCL25 (CCL25)-rs601338

CCL25 (CCL25) [chr19:49206674 A_G (rs601338) (A/G) N=14735] Weight Weight

- - : — - o]
Study TE SE(TE) 95%-Cl (common) (random) - |[ ¢ e - ;Z°§
2150 - B 2
INTERVAL (4896) -0.331 0.02 = -0.33 [-0.37; -0.29] 32.8% 20.7% _‘? - 60 2
BioFinder (1496) -0.366  0.04 — -0.37 [-0.43; -0.30] 104%  12.0% £'907 W
EGCUT (487) -0.318  0.07 N -0.32 [-0.45; -0.19] 3.1% 4.8% 5’ 50 — = g
KORA (1064) -0.396 0.04 — -0.40 [-0.48; -0.31] 7.5% 9.6% =
NSPHS (866) -0.247 0.05 —— -0.25 [-0.35: -0.15] 50%  7.1% 0~ o §
ORCADES (982) -0.388 0.04 —s+ -0.39 [-0.47; -0.30) 69%  9.1% =-CARDE  SYNGRi— CYTHe—~  ~FAMBSE FUT2—~ <BCAT2 NUCBI— <LHB  LINB—=
RECOMBINE (447) -0.210 0.07 —— -0.21 [-0.35; -0.07] 2.5% 4.0% CARDB-AS1-  GRINZD-> SULT2B1-»  <-MAMSTR  <PLEKHA4 ~BAX—» <-CGBI PPFIA3->
STABILITY (2951) -0.312  0.02 — -0.31 [—8.36; -852 232% 1;.3% NEIj4~ <KOELRI <UMTKS SPAGAd—~ <PRASPI  PPPIRISA= +GYSI ~NTFi ~HAC
STANLEY (344) -0.401 0.07 _.:_ -0.40 [-0.55; -0. 4% 9% «—CCDC114  GRWDI— «<RPLIE = IZUMOT —TULP2  RUVBL2— =-C1901173
STANLEY (300) -0278 007 « ——o -0.28 [-0.42;-0.13] 23%  3.8% - W o i - s, - W W ol
VIS (902) -0.242 0.05 e -0.24 [-0.34; -0.14] 51%  7.2% . - " . - - M 5 genes
: -—TAAE_@M.? -—(I).BP FGF.21—’ DHQH-» *—C.GB3 omitted
Common effect model o -0.33 [-0.35; -0.31]  100.0% _— ~Gant <HSDI7B14  FTL—> CGB5->
Random effects model < -0.33 [-0.36; -0.30] -= 100.0% SECIP~ MIR6798 >
! ' ' ! NN «LOC101059948
-04 -02 0 02 04 «LOC105447645 ~ SNAR-G2
Heterogeneity: I = 37%, t° = 0.0008, p = 0.11 | . l r , o
48.8 49 49.2 494 49.6

Position on chri9 (Mb)



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
RECOMBINE (446)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

Heterogeneity: /2 = 87%, ©° = 0.0176, p < 0.01

CCL25 (CCL25) [chr19:8121360_A G (rs2032887) (A/G) N=14734]

TE SE(TE)
-0.853  0.02
-0.736  0.04
-0.650  0.07
~0.921  0.07
-0.582  0.05
-0.794  0.05
-0.368  0.09
-0.664  0.03
-0.861  0.07
-0.836 0.08
-0.767  0.05

0

95%-CIl (common) (random)

~0.85 [-0.89; -0.81]
~0.74 [-0.81; -0.66]
~0.65 [-0.79; -0.51]
-0.92 [-1.05;-0.79]
~0.58 [-0.68; —0.48]
~0.79 [-0.89; -0.70]
~0.37 [-0.54; -0.20]
-0.66 [-0.72; -0.61]
~0.86 [-1.01; -0.71]
~0.84 [-0.98; -0.69]
~0.77 [-0.87; -0.67]

-0.77 [-0.79; -0.74]
-0.73 [-0.82; -0.65]

Weight Weight
378% 10.5%
10.5% 9.9%

3.2% 8.4%
3.6% 8.6%
6.2% 9.4%
7% 9.6%
2.1% 7.6%
183%  10.3%
2.7% 8.2%
2.7% 8.1%
6.0% 9.4%
100.0% -
-= 100.0%

~1l0g;o(p-value)

CCL25 (CCL25)-rs2032887

52032887

CERS4-—» <« KANK3
e

EVISL-> <« ELAVLY - FBN3
omen
- PRR36 ceLas—~
5 -

1008

{Q/N2) 2181 UDHEUIGWOD3

HNRNPM-»
L
- C0D320 MARCH2~>
L L]

Position on chri9 (Mb)

CLECAM~-  LRRCBE—~ <= NDUFA7 « PRAM1
3 e - "
CLECAGP1—> MAPZK7—> RPS28—> -z~fn4f
~LYPLAZP2 ANGPTLA— ~MYOIF| gdie
TGFBR3L—~ «RAB11B-AS1 omitted
SNAPC2-> ~MIR4999
«CTXNI RAB11B->
1 v a
< TIMM44
LU
| | | |
8 8.2 8.4 8.6



CCL25 (CCL25)-rs635634
CCL25 (CCL25) [chr9:136155000_C_T (rs635634) (T/C) N=11785]

Weight Weight ‘ r$635634 ——— 1 1002

Study TE SE(TE) 95%~CI (common) (random)  _ (%
INTERVAL (4896) -0.224 0.03 —_ -0.22 [-0.28; -0.17] 39.2% 19.7% ; g
BioFinder (1496) -0.304 0.05 —-- -0.30 [-0.39; -0.22] 13.5% 13.8% 8’ 8
EGCUT (487) -0.278 0.08 —_— -0.28 [-0.44; -0.11] 4.0% 6.6% 7 g
KORA (1064) -0.223 0.05 —— -0.22 [-0.33;-0.12)  10.0%  11.9% 2
NSPHS (866) -0.154 0.06 T -0.15 [-0.28; -0.03] 6.9% 9.6% -~ AKS GFIIB-» CEL- <GBGTI  <ABO SURF2-» CACFD1—» ~—F;4M1638 < SARDH N
ORCADES (982) -0.288 0.06  —=— -0.29 [-0.40;-0.17]  82% 10.7% o R e LR S L MR LI e T
RECOMBINE (448) -0.180  0.09 —— -0.18 [-0.36; -0.00] 3.3% 5.8% Q9= shoRpriA= : = e g e
STANLEY (344) -0.314 0.10 ————— -0.31 [-0.51; -0.12] 2.9% 5.2% —l U< e e INEIG: RS
STANLEY (300) -0.098 0.09 ——— -0.10 [-0.27; 0.08] 3.4% 5.9% WA CELE= BEC: AN
VIS (902) -0.393 0.06 —=— -0.39 [-0.51; -0.28] 85%  10.9% SNORD1418—> SNORD24—> 3 garios
<~ LOC105376306 SNORD368— omitted

Common effect model < -0.25 [-0.28; -0.22] 100.0% - A i ———
Random effects model | <>l l | -0.25 [-0.30; -0.20] -- 100.0% o RaLGDS SNOR!‘?M*

-04 -02 0 02 04 e
Heterogeneity: 2 = 43%, t° = 0.0024, p = 0.07 | . l*sii’*”" . .

135.8 136 136.2 136.4 136.6

Position on chrd (Mb)



CCL4 (CCL4)-rs8064426
CCL4 (CCL4) [chr17:34819750_A_G (rs8064426) (A/G) N=14296]

Weight  Weight b (8064426 2] 100
Study TE SE(TE) 95%-CI (common) (random) 120 @ :
o 08 |- 80
INTERVAL (4896) -0.453  0.03 , -045 [-0.51;-0.39]  329% 124% 5'%~ ’a oe
BioFinder (1496) -0.399 0.06 - -0.40 [-0.51; -0.29] 9.7% 11.1% T 80 22 ~ 60
EGCUT (487) -0.483  0.10 —i -0.48 [-0.67; -0.30] 33%  86% o ? ©
KORA (1064) -0.796 0.08 —— -0.80 [-0.96; -0.64] 4.5% 95% g : ®
NSPHS (874) -0.242 0.06 = -0.24 [-0.36; -0.12] 8.4% 10.8% ' !
ORCADES (982) -0.483 0.07 —*—v— -0.48 [-0.63; -0.34] 5.5% 10.0%
STABILITY (2951) -0.297 0.04 ' -0.30 [-0.37; -0.23] 24.4% 12.2%
STANLEY (344) -0.303 0.12 ——+— -0.30 [-0.54; -0.06] 2.0% 71% ,
STANLEY (300) -0.470 0.11 — -0.47 [-0.68; -0.26] 2.6% 8.0% l-CCL15-CCL14 «CCL3L3 +T5C1038 .  GGNEP2-> +=L0C102723471
VIS (902) -0.493 0.07 — -0.49 [-0.63; -0.36] 6.6% 10.4% —coL15 ,—ceLaLt ZNHIT3~ DHRST1—> LHX1>
' |«—CCL23 CCL4L1— —MYO1S MRM1— AATF—
Common effect model o -0.41 [-0.44;-0.38]  100.0% — I — S i
Random effects model I<> | -0.44 [-0.53; -0.34] -- 100.0% —cots _ rBCIOBH _
-05 0 0 5 CCI'.d—— & - TBCID3G =
Heterogeneity: /2 = 81%, 1° = 0.0178, p < 0.01 ' - *TBC'W._T.
34.4 346 348 35 35.2

Position on chr17 (Mb)

(QUINo) 2182 LOHBUIQWOIaY



CCL4 (CCL4)-rs113010081
CCL4 (CCLA) [chr3:46457412_C_T (rs113010081) (T/C) N=14296]

Weight Weight ~ 100

Study TE SE(TE) 95%-CI (common) (random) .'s“a‘i“m‘
200 — 0.8
@ — 80
INTERVAL (4896) -0.591  0.03 : -0.59 [-0.65;-0.53] 37.3% 165% - o
BioFinder (1496) -0.530 0.05 i -0.53 [-0.63; -0.43] 12.0% 12.7% 5150 - © e o0 T CReed s |8
EGCUT (487) 0670 009 —+ 067 [-0.85;-049]  39%  74% v °c ® e | i
KORA (1064) -0.802 0.08 ——: -0.80 [-0.96; -0.65] 5.4% 9.0% 100 - ® e © i
NSPHS (874) -0.645 0.06 - -0.65 [-0.76; -0.53] 98% 11.9% = ¢ o & °
ORCADES (982) -0.570 0.07 —~— -0.57 [-0.70; -0.44] 7.7% 10.7%
STABILITY (2951) -0.496 0.05 L= -0.50 [-0.59; -0.40] 15.5% 13.8%
STANLEY (344) -0.336  0.11 j—— -0.34 [-0.55;-0.12] 2.8% 6.0%
STANLEY (300) -0.469 0.11 ——— -0.47 [-0.69; -0.25] 2.7% 5.8%
VIS (902) -0.582 0.1 —t— -0.58 [-0.80; -0.37] 2.9% 6.1% ~FYCO1 «CCR1 CCR2—  <LIF «LAAC2  <~ALSZ2CL ~PRSS42
i C).(.CR6—> C(.::_Rg-» «—LOC “Qéz24297 LRRC?;AS i— TMLE - - thLa
Common effect model o -0.58 [-0.61;-0.54] 100.0% = ~XCA1 ccRS—~ ATPG—> ~PRSSS0 PTHIA>
Random effects model <>I | -0.58 [-0.64; -0.51] -= 100.0% coRL-» oG 1 —PRssis
_0 5 0 0 5 LOCIOO»LS.?MG-—
Heterogeneity: /° = 55%, ©° = 0.0055, p = 0.02 [ | *”"'.513‘5
46 46.2 464 46.6 46.8

Pasition on ¢hr3 (Mb)

(Q/Wio) @iel uolBLIqUIODaY



CD244 (CD244) [chr1:160803802_A_G (rs11265493) (A/G) N=14287]

Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (981)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

TE SE(TE)
0225 0.02
0.124  0.04
0270  0.07
0.181  0.04
0.283  0.05
0.236  0.04
0210 0.03
0294  0.07
0.195 0.08
0.197  0.05

Weight Weight

95%-Cl (common) (random)

— 0.22 [0.18;0.27] 33.5%  26.4%

—a—! 0.12 [0.05; 0.20] 10.7%  11.9%

———  0.27 [0.14; 0.40] 3.3% 4.2%

S 0.18 [0.09; 0.27] 71% 8.4%

———  0.28 [0.18; 0.39] 5.0% 6.2%

—r— 0.24 [0.15;0.32] 7.1% 8.4%

- 0.21 [0.16;0.26] 21.9%  20.3%

——— 0.29 [0.15; 0.44] 2.6% 3.4%

————  0.19 [0.04;0.35] 2.3% 3.0%

—— 0.20 [0.10;0.29] 6.5% 7.8%

o 0.21 [0.19;0.24]  100.0% -

< 0.21 [0.18; 0.24] -- 100.0%
| | | |
-04 -02 O 02 04

Heterogeneity: 1° = 17%, t° = 0.0003, p = 0.28

~logyo(p-value)

CD244 (CD244)-rs11265493

80 T— rs11265493 IS 100§
r
(@
60 — ® B g
- 0.8 2 8
: — 60 .=
40 - 0.6 g
04 — 40 §
20 | 02 ) =
® 20 ©
=
0 - 0 g
== COPA < SLAMF& < SLAMF1 SIAMF7—> «-CD244 =ITLN2 <=TSTDI NIT1-= FCERIG—~
" Wy LAl ol . -_— - ) L "
NCSTN-» - D84 - CD48 LY9—~  LOC101928372-» <-NECTINé  NDUFS2-> <-MPZ.
" -t o— e Ll - e v
NHLHT-» - [TLNT «—F1IR <= PFDN2 -— APQA2
L} - -t "~ )
VANGL2—+ -—USF1 <« DEDD MIR5187—+~
e © - 1
*AH&QAP&‘D PP(ZX—- PC%I—- 1 gene
KLHDCS—~ romzwL» omitted
UFC1— SDHC—>,
" b
USP21->
-
«B4GALT3
-
- ADAMTS4
=
| | | | |
160.4 160.6 160.8 161 161.2

Position on chr1 (Mb)



CD244 (CD244)-rs3184504
CD244 (CD244) [chr12:111884608 C_T (rs3184504) (T/C) N=11784]

Weight Weight — " 100
Study TE SE(TE) 95%-Cl| (common) (random) s | I L .o
- 0.8 e §°

INTERVAL (4896) 0.138 0.02 ..,.._ 0.14 [0.10;0.18] 40.2% 16.9%
BioFinder (1496) -0.008 0.04 —— 4 -0.01 [-0.08; 0.06] 12.1% 12.6% 5
EGCUT (487) 0.080 0.06 - 0.08 [-0.05; 0.21] 3.9% 7.2% TE
KORA (1064) 0.208  0.04 ——— 0.21 [0.12;0.29] 9.0% 11.2% &
NSPHS (866) 0.142 0.05 —t 0.14 [0.04; 0.25] 5.9% 9.1% §>
ORCADES (981) 0.125 0.05 —— 0.12 [0.03; 0.21] 7.8% 10.5% L
RECOMBINE (448) 0.056 0.05 -1 0.06 [-0.03; 0.15] 7.9% 10.6%
STANLEY (344) 0.139  0.07 — 0.14 [0.00; 0.28] 33%  6.4%
STANLEY (300) 0.114  0.08 : 0.11 [-0.04; 0.27] 26%  54%
VIS (902) 0.129 0.05 —— 0.13 [0.04; 0.22] 7.3% 10.1% ,

ii +-LOC105369960 MIR6760—~  SH2B3-> <« BRAP ALDH2—  ADAM1A—>
Common effect model < 0.12 [0.09; 0.14] 100.0% - | pop— CATND ACADIOSS  MAPKAPKS=>
Random effects model — <|> ' 0.11 [0.07; 0.15] --  100.0% “*F:"L”"“ meem—— ‘“"’“’“Mm‘mf“

-02-01 0 01 02 B i
Heterogeneity: 12 = 54%, 1° = 0.0024, p = 0.02 . . . . l =TMENITE
1114 11186 111.8 112 112.2

Position on chri2 (Mb)

(QW/Wo) a1es uoiEuIQUOdaY



CD244 (CD244)-rs3828139
CD244 (CD244) [chr1:44253015_C_T (rs3828139) (T/C) N=14287]

Weight ~ Weight 10 153828139 2 |1
Study TE SE(TE) 95%-CIl (common) (random) )
— 80
INTERVAL (4896) 0.060 0.02 = = 0.06 [0.02;0.10] 336%  33.6% 3 s
BioFinder (1496) 0.028 0.04 — 0.03 [-0.04; 0.10] 10.6%  10.6% E - 60
EGCUT (487) 0.057 0.06 - 0.06 [-0.07;0.18] 3.4% 3.4% S
KORA (1064) 0.112  0.04 R 0.11 [0.03;0.20] 7.5% 7.5% g 40
NSPHS (866) 0.182 0.05 j——— 0.18 [0.08; 0.28] 5.5% 5.5% ‘
ORCADES (981) 0.108  0.05 —— 0.11 [0.02;0.20] 6.5% 6.5% ~29
STABILITY (2951) 0.078 0.03 —— 0.08 [0.03;0.13] 21.8% 21.8%
STANLEY (344) 0.056  0.07 7 0.06 [-0.09; 0.20] 2.5% 2.5% ¢
STANLEY (300) 0.011  0.08 . 0.01 [-0.15;0.17] 2.2% 2.2% ner- St % o A el o WD AR il S <L
VIS (902) 0.081 0.05 S N — 0.08 [-0.01;0.17] 6.3% 6.3% MPL—  MIR6735—> ~KOM4A-AS1 P13 DMAPT—>
E CDC20—~ <HYI ST3GAL3—> CCDC24—~ «—ERI3-IT1
Common effect model < 0.07 [0.05;0.10] 100.0% - —ELoVL1 «L0C101929592 DPH2-> — SNORA110
Random effects model | | <>l | 0.07 [0.05;0.10] -= 100.0% — MiR6734 ATPey08—~
-02 -01 0 0.1 02 B BeaRTE
Heterogeneity: /2 = 0%, 1° = 0, p = 0.47 | | B
43.8 44 442 44 4 44.6

Pasition on chr1 (Mb)

(QUi/Wo) 3182 LoNRUIGWOIaY



CD40 (CD40)-rs1883832

CDA40 (CD40) [chr20:44746982_C_T (rs1883832) (T/C) N=14736] Weight Weight

‘ R . - o
Study TE SE(TE) 95%-Cl (common) (random) %0 - e [ 178
:‘37250 | e O 08 |[ = S
INTERVAL (4896) -0.453  0.02 -0.45 [-0.50;-0.41]  29.9%  10.4% 200~ N e £
BioFinder (1496) -0.311  0.04 P -0.31 [-0.39; -0.23) 88%  97% 2150- o & 6 |l io 2
EGCUT (487) -0590 0.07 ——i -0.59 [-0.73; -0.45) 30%  81% 2100 @ N .. s
KORA (1064) -0.639 0.05 —— ! ~0.64 [-0.73; -0.55] 73%  95% 50 . k-
NSPHS (866) -0557 0.06 —— -0.56 [-0.66; -0.45) 52%  9.1% 0 - 0 §
ORCADES (982) -0584 0.05 —=—! -0.58 [-0.68; -0.49) 72%  9.5% «WFDC9  «WFDC3 ~SPATA25  MMP9—~  CDA0— _ ~CDH22  <ELMOZ < ZNF334
RECOMBINE (448) -0.234 0.05 ¢ —— -0.23 [-0.33; -0.14] 7.1% 9.4% WFDC10A-  DNTTIP1- <PLTP SLC12A5~> - SLC35C2 - OCSTAMP
STABILITY (2951) -0.486  0.03 - -0.49 [-0.54;-0.43]  209%  10.2% ST e RS ks SRR
STANLEY (344) -0.299  0.09 —— -0.30 [-0.47;-0.13] 20%  7.3% s caniw g B
STANLEY (300) -0.301 0.08 — -0.30 [-0.46;-0.14] 23%  7.6% i o Sa—
VIS (902) -0.360 0.05 E— -0.36 [-0.46; -0.26) 6.3%  9.3% oA T il
Common effect model o -0.45 [-0.48; -0.43] 100.0% - s RS
Random effects model | <? | M -0.44 [-0.52; -0.36] -= 100.0% ZSWiM1—>
- NEURL2
06 -020 020406 Grgice
Heterogeneity: /2 = 87%, t° = 0.0167, p < 0.01 . . : : : |
44 4 44 .6 44 .8 45 452

Position on chr20 (Mb)



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
RECOMBINE (431)
STABILITY (2951)
STANLEY (344)
STANLEY (300)

Common effect model
Random effects model

Heterogeneity: 1° = 45%, 1° < 0.0001, p = 0.07

CD5 (CD5) [chr11:60922561_C_G (rs674379) (C/G) N=12835]

TE SE(TE)
0.112  0.02
0.175  0.04

-0.098  0.07
0.106  0.04
0.191  0.06
0.128  0.05
0.132  0.03
0.070  0.08
0.024 0.08

I T
-0.2 -0.1

0 01

0.2

95%~-Cl (common) (random)

0.11 [0.07;0.15]
0.17 [0.10;0.25]
-0.10 [-0.24; 0.05]
0.11 [0.02;0.19]
0.19 [0.08; 0.30]
0.13 [0.03;0.22]
0.13 [0.08;0.18]
0.07 [-0.09; 0.23]
0.02 [-0.13; 0.18]

0.12 [0.09; 0.14]
0.12 [0.09; 0.14]

Weight Weight
37.2%  37.2%
11.4% 11.4%

2.9% 2.9%
8.1% 8.1%
5.2% 5.2%
7.0% 7.0%
23.4%  28.4%
2.3% 2.3%
2.5% 2.5%
100.0% -
-= 100.0%

~10g5(p—value)

CD5 (CD5)-rs674379

LINCO0301—+  CCDC86-—+ CD&—~ CD5—~ PGA3—+ -—DDB1 <« CPSF7
r— - bt g -~ Lo ol -
MS4A8— - PTGDR2 < VPS37C PGA5—~ TKFC— SDHAF2—» LOC101927495—~ |
Ll L — e e Ll Ll

rs674379

- SYT7
B

MS4A18—~ ZP1—> PGA4—~ <« CYB561A3  PPP1R32—~ RPLPOPZ2—
- - - - " e
MS4A15—> < PRPF19 ~VWCE  TMEM216—~

rH. ‘- - Ll
MS4A10>  TMEM109-> TMEM 138~ MIR4488 >
- e - '
TMEM-I.&?A—- LHRC'YOB-‘
-~ SLCT5A3
L
T | I T T
60.6 60.8 61 61.2

Position on chri1 (Mb)

100

(Quy/no) a1es uoleuIquodaY



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (981)
RECOMBINE (448)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

Heterogeneity: /° = 51%, t° = 0.0016, p = 0.03

CD5 (CD5) [chr12:111884608_C_T (rs3184504) (T/C) N=11784]

TE SE(TE)
0.200 0.02
0.063 0.04
0.085 0.06
0.160 0.04
0.146  0.05
0.109 0.05
0.121  0.04
0.074 0.08
0.072 0.08
0.094 0.05

Weight Weight

95%-CIl (common) (random)

i —=— 0.20 [0.16;0.24] 40.2%  18.9%

e 0.05 [-0.02; 0.13] 12.0%  12.9%

— 0.08 [-0.04; 0.21] 3.9% 6.6%

——+—— 0.16 [0.08;0.24] 9.3% 11.4%

- 0.15 [0.04;0.25] 6.0% 8.9%

——— 0.1 [0.02;0.20] 7.7%  10.3%

——+——  0.12 [0.03;0.21] 8.3% 10.7%

— 0.07 [-0.07; 0.22) 2.9% 5.3%

e 0.07 [-0.08; 0.23] 2.6% 5.0%

————  0.09 [0.00;0.19] 7.2% 9.9%

< 0.14 [0.12;0.17]  100.0% =

o 0.12 [ 0.08; 0.16] --  100.0%
| | | |
-01 0 01 02

-0.2

-10go(p-value)

30

25; -

| +-L0C105369980

CD5 (CD5)-rs3184504

rs3184504
@
=) ®
e ©
®
[ ]

MIR6760—~ SH2B3—> «BRAP ALDHZ2—~ ADAM1A—
i e} L s '
cux2— <« ATXN2 ACAD10—~ MAPKAPKS—~
- . R 1) [
*FA’;HOQA MIR6761~>
'—MAPKA.PKS-ASI
- TMEMT16 |
L
| | I |
111.6 111.8 112 112.2

Position on chri2 (Mb)

- 100

— 80

(QuW/n9) ales uoleuIquooay



CD5 (CD5)-rs7227917
CD5 (CD5) [chr18:45546185_A_G (1s7227917) (A/G) N=14287]

Weight Weight

Study TE SE(TE) 95%-CI (common) (random) - ,5722'7917 'qe -
INTERVAL (4896) -0.110  0.03 _— -0.11 [-0.18;-0.04]  29.8%  29.8% % -08
BioFinder (1496) -0.114  0.06 — -0.11 [-0.22; -0.00] 10.9%  10.9% b | R
EGCUT (487) -0.176  0.10 - -0.18 [-0.37; 0.02) 3.6% 3.6% . o i
KORA (1064) -0.069 0.07 e -0.07 [-0.20; 0.07) 7.4% 7.4%
NSPHS (866) -0.092 0.06 e -0.09 [-0.22; 0.03] 8.3% 8.3% 3 - 60
ORCADES (981) -0.154  0.07 — -0.15 [-0.29; -0.02) 6.9% 6.9%
STABILITY (2951) -0.132  0.04 _— -0.13 [-0.21;-0.05]  204% 20.4% -
STANLEY (344) -0.112  0.12 ' -0.11 [-0.35; 0.13] 2.4% 24% = 40
STANLEY (300) -0.141 0.1 - -0.14 [-0.35; 0.07] 3.1% 3.1%
VIS (902) -0.142  0.07 _— -0.14 [-0.28; -0.01] 7.3% 7.3%

20
Common effect model < -0.12 [-0.16; -0.08]  100.0% 2
Random effects model < -0.12 [-0.16; -0.08] -- 100.0%

| | | | | | 0
-03 -0.1 0 0.10203

Heterogeneity: /1 = 0%, 1° = 0, p = 1.00 02, - AL a

| | | |
45.2 45.4 45.6 45.8 46
Position on chr18 (Mb)

(Qy/wo) aiel uoleuIquIcoay



CD6 (CD6)-rs2074227

CD6 (CD8) [chr11:60776781_C_T (rs2074227) (T/C) N=14734] Weight Weight

Study TE SE(TE) 95%-Cl (common) (random) 800 4 ¢ 12074227 - 190
0. - 80
INTERVAL (4896) 0.746  0.02 2075 [071:0.78]  37.6%  104% w600 || o
BioFinder (1496) 0.584 0.04 —=  0.58 [0.51; 0.65] 10.1% 9.9% E: . - 60
EGCUT (487) 0.523 0.06 —— 0.52 [0.40; 0.65] 3.0% 8.4% %400 -
KORA (1064) 0.677 0.04 —%— 0.68 [0.60; 0.76] 7.2% 9.6% g [~ 4D
NSPHS (866) 0.583 0.07 —+—°— 0.58 [0.45;0.71] 2.9% 8.4% ' 200 - |50
ORCADES (982) 0.670  0.04 —~— 0.67 [0.59; 0.75] 71%  9.6%
RECOMBINE (447) 0.247 0.07 —— 0.25 [0.12; 0.38] 2.9% 8.4% 0 0
STABILITY (2951) 0.657 0.03 & 0.66 [0.60; 0.71] 18.1% 10.2% [MS4A13— MS4AB—> CcCDC86~ CD6— CD5-+ PGA3~ «DDB1 =CPSF7
STANLEY (344) 0433 0.08 —— ! 0.43 [0.28; 0.59] 20%  7.6% .o R Sl . S AL - S
STANLEY (300) 0.510  0.07 ——  0.51 [0.37;0.65] 2.6% 8.2% LR L 5 L .
VIS (901) 0.654 0.04 —— 0.65 [0.57;0.74] 6.5%  9.5% e : E -
: MS4£‘10—’ -PILPF19 «MQE TMEA.4‘216-o
Common effect model 0 0.66 [0.64;0.68] 100.0% - TNEso= TR
Random effects model <> 0.58 [0.50; 0.66] -= 100.0% TMEM]32A~> PPP1R32->|
' | -—SLS'ISA.? MIR4488-0;
-0.5 0 0.5 LRAC108~>|
Heterogeneity: 1* = 88%, t° = 0.0158, p < 0.01 | : : : ] ‘
60.4 60.6 60.8 61 61.2

Position on chri1 (Mb)

(QW/We) 2iBl UoHBUIGUICDaY



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
STANLEY (344)
STANLEY (300)
VIS (901)

Common effect model
Random effects model

Heterogeneity: 1 = 35%, ©° = 0.0012, p = 0.14

CD6 (CD6) [chr12:111973358 _A_G (rs597808) (A/G) N=11336]

TE SE(TE)
0.143  0.02
0.032  0.04
0.095 0.06
0.160  0.04
0.148  0.05
0.145  0.05
0.010  0.08
0.071  0.08
0.066  0.05

<=
<

f
-0.2

T
-0.1

0

T
0.1

|
0.2

95%-~-CI (common) (random)

0.14 [0.10;0.18]
0.03 [-0.04; 0.10]
0.09 [-0.03; 0.22]
0.16 [0.07;0.25]
0.15 [0.05;0.25]
0.14 [0.06;0.23]
0.01 [-0.14;0.16]
0.07 [-0.09; 0.23]
0.07 [~0.03;0.16]

0.12 [0.09; 0.14]
0.11 [0.07;0.14]

Weight Weight
43.5%  23.5%
13.4% 14.8%

4.3% 7.0%
9.6% 12.2%
6.7% 9.7%
8.7% 11.6%
3.2% 5.5%
2.8% 4.9%
7.8% 10.8%
100.0% -
-= 100.0%

~logyp(p-value)

- 0.8

CD6 (CD6)-rs597808

rs597808
L

cuxz— SH2B3—» < BRAP ALDHZ2—~>  ADAMIA—>
" . e Hike- e 2] .
MIRG760~> < ATXN2 ACAD10-~ MAPKAPKS—>  ERP29-»
' L e s | LA S L P e- "
- FAM109A MIR6761~> - TMEMI116
'S ] [ o it e 2]
- MAPKAPK5-AST - NAA.?S“‘
.
| I | | |
111.8 112 112.2 1124

111.6

Position on chr12 (Mb)

- 100

(Quy/wa) 21es uoneuIquosay



CDCP1 (CDCP1) [chr11:126261564 A_G (rs12290068) (A/G) N=14726]

Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (980)
RECOMBINE (440)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

Heterogeneity: ° = 43%, 1° = 0.0016, p = 0.06

TE SE(TE)
0.117  0.02
0.159  0.04
0.234  0.07
0.151  0.04

~0.017  0.05
0.214  0.05
0.114  0.07
0.114  0.03
0.039 0.08
0.149  0.08
0.093 0.05

|
-0.3

|

T
-0.1 0 0.1 0.2 03

95%-Cl (common) (random)

0.12 [0.07;0.16]
0.16 [0.08;0.24]
0.23 [0.10; 0.37]
0.15 [0.07;0.24]
-0.02 [-0.11; 0.08]
0.21 [0.12;0.31]
0.11 [-0.02; 0.24]
0.11 [0.06;0.17)
0.04 [-0.11:0.19]
0.15 [-0.01; 0.31]
0.09 [-0.01; 0.20]

0.12 [ 0.10; 0.15]
0.12 [ 0.09; 0.16]

Weight Weight
31.4% 17.1%
9.9% 11.4%
3.2% 5.6%
7.7% 10.0%
6.2% 8.8%
6.6% 9.1%
3.4% 5.8%
21.5% 15.4%
2.5% 4.6%
2.2% 4.2%
5.3% 8.0%
100.0% -
-= 100.0%

-10go(p-value)

25

HYLST—~
ke

CDCP1 (CDCP1)-rs12290068

rs12290068
L

- RP.I‘JSD‘G DCPS—~ «—KIRREL3
- PUS3 FAM118B—~ <« GSEC LOC101929427—~
» ALY } - .t
DDX25- < SAPRA ST3GAL4—~>
nu = (-
- CDON FOXRED1-»
BN v
TIRAP~»
.
T T I T 1
125.8 126 126.2 126.4

Position on chri1 (Mb)

126.6

~ 100

(QW/Wo) a1es uoiEuIQUOdaY



CDCP1 (CDCP1) [chr3:45187785_C_G (rs2276862) (C/G) N=14730]

Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (980)
RECOMBINE (444)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

TE SE(TE)
0348  0.03
0.284 0.05
0279  0.08
0375 0.06
0.200 0.05
0335 0.06
0.189  0.08
0.234 0.03
0213  0.10
0447  0.10
0452  0.06

95%-Cl (common) (random)

= 0.35 [0.30: 0.40]
- 0.28 [0.19; 0.38]
——  0.28 [0.11;0.44]
+=— 037 [0.27;0.48]

0.20 [0.11;0.29]
—=—  0.34 [0.23;0.44]

. 0.19 [0.03; 0.35]
- 0.23 [0.17; 0.30]

' 0.21 [0.01: 0.41]
———— 0.45 [0.24; 0.65]
'—s—  0.45 [0.33;0.57]

o 0.30 [0.27; 0.33]

< 0.30 [0.25; 0.36]
11 | —

-06-04-02 0 02 04 06

Heterogeneity: /* = 61%, t° = 0.0041, p < 0.01

Weight Weight
30.5% 14.5%
9.0% 10.7%
3.0% 6.2%
6.8% 9.6%
9.5% 10.9%
6.8% 9.6%
3.3% 6.5%
21.1% 13.6%
2.0% 4.7%
2.0% 4.6%
6.0% 9.1%
100.0% -
-- 100.0%

-10go(p-value)

CDCP1 (CDCP1)-rs2276862

100 — J

80 —

60 —

- 0.8
- 0.6

04
- 0.2

152276862

N

‘@

_.ZNF197—>

at
£

- 100

— 80

60

KIF15—> « ZDHHC3 «—CDCP1 < TMEMI158 LARS2— LIMDT—>|
e X S S - e 4. - ¢ 1]
ZNF35-» MIR564—  EXOSC7-> <« LARS2-AS1
»e ] R l] L
ZNF502-> TMEM42—> CLEC3B—~
- L ] w»
ZNF501 > TGMd—
" L]
- KIAAT143
-
| | | |
44.8 45 45.2 45.4 456

Position on ¢chr3 (Mb)

(QuW/n9) ales uoleuIquooay



CDCP1 (CDCP1) [chr6:32602396_C_T (rs9272226) (T/C) N=14733]

Study TE SE(TE)
INTERVAL (4896) -0.096  0.02
BioFinder (1496) -0.100 0.04
EGCUT (487) -0.128  0.07
KORA (1064) -0.125 0.04
NSPHS (866) -0.119  0.04
ORCADES (980) -0.126  0.05
RECOMBINE (447) -0.061  0.06
STABILITY (2951) -0.042 0.03
STANLEY (344) -0.127  0.07
STANLEY (300) -0.183  0.08
VIS (902) -0.098 0.05

Common effect model
Random effects model

Heterogeneity: I = 0%, t° = 0.0001, p = 0.69

- -

Al

| — T 1
-0.3-0.2-0.1 0 0.1 0.2 0.3

95%-Cl (common) (random)

~0.10 [-0.14; —0.05]
-0.10 [-0.17; -0.03]
~0.13 [-0.27: 0.01]
-0.12 [-0.21; -0.04]
~0.12 [-0.20; -0.03]
-0.13 [-0.22; -0.03]
~0.06 [-0.18: 0.06]
~0.04 [-0.09; 0.01]
~0.13 [-0.26: 0.01]
-0.18 [-0.34; -0.02]
~0.10 [-0.21; 0.01]

-0.09 [-0.12; -0.07]
-0.09 [-0.12; -0.07]

Weight Weight
306%  27.2%
10.4% 11.0%

2.8% 3.1%
7.7% 8.2%
7.5% 8.1%
6.2% 6.7%
3.9% 4.4%
212%  20.3%
2.8% 3.2%
2.1% 2.4%
4.7% 5.2%
100.0% —-—
-= 100.0%

~log;o(p-value)

CDCP1 (CDCP1)-rs9272226

1s9272226

- PRRT1 LOC101929163~> - HLA.:DR85 - HLA;DOBJ - HU:-DOB - HLA.—DMB - HLA”;DPA 1
sy LOC100507547 HCG.23- - HLA_—DRB& HLA-Q‘OA2—— - TfPr - HLA_—DMA
PPT2-+ <« CBorf10 HLA-DRA-> < HLA-DRB1 «—MIR31358 LOC100294145—~ HLA-DPB1-»
- e - - ' " "we
PPT2-EGFL8—~ «BTNL2 HLA-DQA1—> - TAP2 BRD2—~
- - " _— Al
EG.FL8—— HLA-DO? 1-AS1— - P§M88 - HL.‘l-DOA
« AGPAT1 «—HLA-DQB2 HLA-DPB2—>
L - -
- h.le6721 PSMBB.-AS 1—>
RNfl-'s - psw.sg_.
RNFlsPJ -
MIR6833—+
T T 1 ! |
322 32.4 32.6 328 33

Pasition on chré (Mb)

'~ 100

2

(Q/W2) 2181 UDHEUIQWOD3

4 genes
omitted



CSF-1 (CSF1) [chr1:110503296_C_T (rs17610659) (T/C) N=14286]

Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (981)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (901)

Common effect model
Random effects model

TE SE(TE)
0.198  0.02
0.157  0.04
0.131  0.06
0.158  0.04
0.127  0.05
0.145  0.05
0.155  0.02
0317 0.07
0.183  0.08
0.099  0.05

95%-Cl (common) (random)

0.20 [0.16; 0.24]
—— 0.16 [0.09; 0.23]
0.13 [0.00; 0.26]
0.16 [0.07; 0.24]
—— 0.13 [0.03; 0.22]
0.14 [0.06; 0.23]
0.16 [0.11;0.20]
\———— 0.32 [0.18: 0.45]

———  0.18 [0.03;0.34]
i 0.10 [0.00; 0.20]
o 0.17 [0.15; 0.19]
o 0.17 [0.14; 0.19]
| | | |
02 0 02 04

-0.4

Heterogeneity: 1° = 12%, 1° = 0.0002, p = 0.34

Weight Weight
32.9%  28.5%
10.8% 11.6%

3.3% 3.9%
7.5% 8.3%
5.7% 6.5%
6.7% 7.5%
22.4%  21.4%
2.8% 3.3%
2.3% 2.7%
5.7% 6.5%
100.0% -
-- 100.0%

~l0ga(p-value)

50 4T

CSF-1 (CSF1)-rs17610659

rs17610659

SYPL2—> MIR197—~  GSTM5—» CSFi1—+ STRIP1—> SLCBAT7—> = LOC440600

. ' - -~ -— —te—- ey

ATXN7L2—~ AMPD2—~> <« GSTM3 AHCYLT— UBL4B—~>  KCNC4— RBM15—~

- - - e ' =4 L

CYB56101— GSTM4— «—ALX3 <« KCNC4-AS1 «—SLC16A4

- - " L} -

«~— AMIGO1 GSTM2—~ LINC01397—~> «—LAMTORS |
. »e — -
GPi-l?-G [~ GS T.I'M 1— LAMTORS-;}“S 1

GNAIZ~ - EPS8L3 PROK 1>
el | - -
- GNAT2
- |
| | | | |
110.2 110.4 110.6 1108 111

Position on chr1 (Mb)

100

(QUINo) 2182 LOHBUIQWOIaY



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
RECOMBINE (436)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

Heterogeneity: I = 32%, ©° = 0.0011, p = 0.15

CST5 (CST5) [chr12:11058117_C_T (rs11054069) (T/C) N=14724]

TE SE(TE)
0209 0.02
0.202 0.04
0.139  0.07
0.138  0.05
0.030 0.06
0.189  0.05
0.076  0.06
0.143  0.03
0.101  0.09
0.186  0.09
0215  0.05

f
-0.3

| - 0 1
-0.1 0 0.1 0203

95%-CIl (common) (random)

0.21 [0.16;0.26]
0.20 [0.12;0.28]
0.14 [0.00;0.27]
0.14 [0.04;0.23]
0.03 [-0.08; 0.14]
0.19 [0.09;0.29]
0.08 [-0.05; 0.20]
0.14 [0.09;0.20]
0.10 [-0.07; 0.27]
0.19 [0.00;0.37]
0.21 [0.11;0.32]

0.17 [0.14;0.19]
0.16 [0.12; 0.19]

Weight Weight
30.8% 19.5%
10.0% 11.4%

3.6% 5.5%
7.2% 9.2%
5.2% 7.3%
6.7% 8.7%
4.2% 6.2%
22.0% 17.1%
2.3% 3.8%
1.9% 3.2%
6.1% 8.2%
100.0% -
-= 100.0%

~l0go{p-value)

- 0.8
0.6

CST5 (CST5)-rs11054069

rs11054069 100

S g i

«PRB3 <«PRBI |
. L ]

|« KLAC4-KLRKT - STYK1 < TAS2R7 <« PRH1
. - L] » +
- KLRC4 «—KLRAIP  =YBX3 < TAS2R8 PRH2-» +TAS2R31  SMIMIOL1—= < PRB4
L ] L . ) - ' L .
«KLAC3 <MAGOHB  LOG101928162—> «-TAS2RI3 < TAS2R19 < TAS2R30 «PRB2|
|- KLAC2 <~ TAS2R9 «— PRH1-TAS2R14
—KLACT < TAS2RI0 < TAS2RI4 < TASORAG < TAS2R42
~PRR4 < TAS2R50
< PRH1-PRR4
< TAS2R20
~ TAS2R43
I ] | |
10.6 10.8 11 11.2 11.4

Position on chr12 (Mb)

(Qu/wo) 1. uoneuIgquLIoDaY



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
RECOMBINE (446)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

CST5 (CST5) [chr15:63639644_G_T (rs67020211) (T/G) N=14734]

TE SE(TE)
0.086 0.02
0.134  0.04
0072 0.07
0.123  0.05
0.048  0.05
0.063 0.04
0071  0.05
0.051  0.02
0.145  0.08
0.020 0.08
0.057 0.05

Heterogeneity: I = 0%, 1° = 0, p = 0.76

| T |
-0.3 -0.2 -0.1

0 01

95%-CIl (common) (random)

0.09 [0.05;0.13]
0.13 [0.06;0.20]
0.07 [-0.06; 0.20]
0.12 [0.03;0.21]
0.05 [-0.05; 0.14]
0.06 [-0.02;0.15]
0.07 [-0.04;0.18]
0.05 [0.00;0.10]
0.15 [-0.01; 0.30]
0.02 [-0.14;0.18]
0.06 [-0.04;0.15]

0.08 [0.06;0.10]
0.08 [0.06;0.10]

02 03

Weight Weight
31.3% 31.3%
10.4% 10.4%

3.1% 3.1%
6.3% 6.3%
5.5% 5.5%
6.6% 6.6%
4.5% 4.5%
22.7%  22.7%
2.1% 2.1%
1.9% 1.9%
5.7% 5.7%
100.0% -
-= 100.0%

~logyo(p-value)

CST5 (CST5)-rs6702021 1

rs67020211

TPM1-> «RPS27L APH1B—>
" . veow

LACTB-> RABSB-» - CA12
e I LRIt

LOC102723344~—~
M

USP3—»

0.8

-06

04

0.2

= HERC]

- USP3-AST
LA
FBXI..‘22—'

63.2

63.4

|

63.6
Position on chri5 (Mb)

T
63.8

64

100

- 80

60

40

(Q/NR) @le) uolBUIqQUWODaY



CST5 (CST5) [chr19:49206145_C_G (rs516316) (C/G) N=14734]

Study TE SE(TE)
INTERVAL (4896) 0.126  0.02
BioFinder (1496) 0.114  0.04
EGCUT (487) 0.076  0.07
KORA (1064) 0.076  0.04
NSPHS (866) 0.000 0.05
ORCADES (982) 0.052  0.05
RECOMBINE (446)  0.067 0.05
STABILITY (2951) 0039 0.02
STANLEY (344) 0.041  0.07
STANLEY (300) 0.336 0.08
VIS (902) 0.037 0.05

Common effect model
Random effects model

Heterogeneity: 12 = 57%, t° = 0.0015, p = 0.01

95%-CIl (common) (random)

0.13 [0.09;0.17]
0.11 [0.04;0.18]

: 0.08 [-0.06; 0.21]

— 0.08 [-0.01;0.16]

‘ 0.00 [-0.11;0.11]
T 0.05 [-0.04; 0.14]
——— 0.07 [-0.04;0.17]

B 0.04 [~0.01; 0.09]
0.04 [-0.10;0.19]
i ————0.34 [0.18;0.49]

- 0.04 [-0.07;0.14]

o 0.08 [ 0.06; 0.11]
<> 0.08 [0.05;0.12]

|
0.4

-0.2

0 02 04

Weight Weight
31.9% 16.9%
9.9% 11.5%
3.0% 5.5%
6.9% 9.6%
4.5% 7.4%
6.5% 9.2%
4.6% 7.5%
23.3% 15.7%
2.4% 4.7%
2.1% 4.2%
4.9% 7.8%
100.0% -
-= 100.0%

~logyo(p-value)

CST5 (CST5)-rs516316

rs516316
]

100

2

{Q/N2) 2181 UDHEUIGWOD3

5 genes

' omitted

|« CARDE SYNGR4-> CYTH2-» «FAMB3E FUT2-» <«BCAT2 NUCB1—>  <«LHB LIN7B—~>
LIS Ll e L) e - LAl Hen 1 ]
CARDB-AS1-> GRIN2D~~ SULT281~» - MAMSTR «~PLEKHA4  BAX-» <-CGB1 PPFIA3~—~>
" e it - LAl L " 1 reme
ZNF114—> <-KDELR1 <-LMTK3 SPACA4—~ - RASIP1 PPPIR15A—+> <« GYS1 <= NTF4 < HRC
Ll " ae 1 Ll . L . "
-—CCDC114 GRWD1—» -—RPL18 - 1IZUMO1 - TULP2 RUVBL2—> «—(C190ri73
[ 0 . ° e v |
EMP3—~ KCNJ14— SPHKZ2—~ «—FUT1 <« NUCB1-AS1T CGB2—~ TRPM4—
- - - - - 1 ]
«~— TMEM143 - DBP FGF21— DHDH— < CGB3
e - L} - ]
«—CAT11 ~HSD17814 FTL—- CGB5—
- a 1 1
SECIP—~ MIR6798
] 1
-—ALTNS ‘-LOCI(.)1059948
-—LOC i(25447645 - SNAR-G2
| | | | |
48.8 49 49.2 49.4 49.6

Position on chr19 (Mb)



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
RECOMBINE (430)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

Heterogeneity: /* = 87%, t° = 0.0139, p < 0.01

CST5 (CST5) [chr20:23858984 G_T (rs4815244) (T/G) N=14718]

TE SE(TE)
0562  0.02
0516  0.04
0662 0.06
0528 0.04
0603 0.05
0672 0.04
0192  0.05
0455  0.02
0493 0.07
0596 0.07
0.565 0.04

)

}

|
-0.6

| | |
-02 0 020406

95%-Cl (common) (random)

0.56 [0.52; 0.60)
0.52 [0.45; 0.58]

—— 0.66 [0.55; 0.78]

0.53 [0.45; 0.60]
0.60 [0.51;0.70]
0.67 [0.60; 0.75]
0.19 [0.09; 0.30]
0.46 [0.41; 0.50]
0.49 [0.35: 0.64]
0.60 [0.46; 0.73]
0.56 [0.48; 0.65]

0.53 [0.51; 0.55]
0.53 [0.46; 0.61]

Weight Weight
32.7% 10.3%
9.3% 9.7%
3.3% 8.4%
7.6% 9.5%
4.8% 9.0%
8.1% 9.6%
3.9% 8.7%
19.7% 10.1%
2.2% 7.6%
2.4% 7.9%
5.8% 9.2%
100.0% -
-- 100.0%

CST5 (CST5)-rs4815244

600 -
rs4815244

500 — J

o
400 Oeg

300
' o]

o(p-value)

log,

200

= NAFPB CSTi13P—~ <« (CST3 - CSsT «CS8ST5 <GGTLC!
LRl L) - . . .

LINCO1721—>
e

CS?;L 1> - C§79L «C'ST4 - C.ST.?
-C.'STH -—C_ST9
CST8—~>
»
| | | | |
23.4 23.6 23.8 24

Position on chr20 (Mb)

24.2

0.8
06
04

- 0.2

- 100

80

— 60

- 40

(Quy/wa) aies uoneuIquosay



CX3CL1 (CX3CL1) [chr16:57412802_C_G (rs671623) (C/G) N=14295]

Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (874)
ORCADES (982)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (901)

Common effect model
Random effects model

TE SE(TE)
0213 0.02
0.175  0.04
0.308 0.07
0.112  0.05
0213 0.05
0.188 0.05
0.234 0.02
0.237 0.08
0.178 0.08
0.141  0.05

Weight Weight

95%-Cl (common) (random)

L 0.21 [0.17;0.25] 34.0%  27.8%

—i— 0.18 [0.10; 0.25] 10.8% 12.0%

-——— 0.31 [0.18; 0.44] 3.2% 4.0%

— 0.11 [0.02; 0.21] 6.1% 7.3%

—— 0.21 [0.11;0.31] 5.3% 6.4%

—— 0.19 [0.10; 0.28] 6.6% 7.8%

= 0.23 [0.19;0.28] 22.9%  21.4%

——  0.24 [0.08; 0.39] 2.3% 2.9%

—_— 0.18 [0.02; 0.33] 2.3% 2.9%

—a—1 0.14 [0.05; 0.23] 6.5% 7.7%

& 0.20 [0.18;0.23] 100.0% -

< 0.20 [0.17; 0.23] -- 100.0%
| | | |
-04 -02 0 02 04

Heterogeneity: /° = 17%, t° = 0.0003, p = 0.29

~logyg(p-value)

SLC12A3—~
-

CX3CL1 (CX3CL1)-rs671623

rs671623

CPNE2— ARL2BP—>  CCL22—+ COQ9—~> ADGRG5—~> ADGRG3— <KIFC3
- - " e o - B
MIR6B63—~ NLRC5—> <« FAMI92A <PLLP CX3CL1—-» <= DOK4 ADGRG1-—> - MIR6772
] i L L | e L 13 - ae '
HERPUD1 - RSPRY 1> CCL17—> =-CCDC102A DRC7-»
L] L L) e L Lo ]
CETP-» - CIAPINT KATNB1T -
ree Lo e
POLE?C—* LOC38..8282-¢
T T T | )
57 57.2 57.4 57.6 57.8

Position on chri6 (Mb)

- 100

(QuW/n9) ales uoleuIquooay



CX3CL1 (CX3CL1) [chr6:32424882 C T (rs7763262) (T/C) N=14743]

Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (874)
ORCADES (982)
RECOMBINE (448)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (901)

Common effect model
Random effects model

TE SE(TE)
0.105  0.02
0019 0.04
0.007 0.07
0032 0.05
0.120  0.05
0023 0.05
0212  0.06
0.084 0.03
0.040 0.08
0.035 0.08
0.113  0.05

c— _.+
3

e f——
'

. 3

U
—r—

+

<
<
|

R — —
-03-02-01 0 0.1 02 0.3

Heterogeneity: I = 33%, ©° = 0.0008, p = 0.13

0.11 [0.06;0.15]
0.02 [-0.06; 0.09]
0.01 [-0.12;0.14]
0.03 [-0.06;0.12]
0.12 [0.02;0.22]
0.02 [-0.07; 0.11]
i ——=——0.21 [0.10;0.32]
0.08 [0.03;0.14]
0.04 [-0.11;0.19]
0.04 [-0.12; 0.20]
0.11 [0.02;0.21]

0.08 [0.06;0.10]
0.08 [0.05;0.11] i

Weight Weight
95%-CIl (common) (random)
31.0%  20.0%
10.2% 11.4%
3.4% 5.0%
7.0% 8.8%
5.6% 7.5%
6.6% 8.5%
4.5% 6.3%
20.9% 17.0%
2.5% 3.9%
2.2% 3.4%
6.2% 8.1%
100.0% -
100.0%

~logyo(p-value)

CX3CL1 (CX3CL1)-rs7763262

157763262

1008

{Q/N2) 2181 UDHEUIGWOD3

{=~NELFE - ATF6B LOC101929163 -~ = FHLA-DRB5 < HLA-DQB1 < HLA-DOB
) LA L el Sy | » - »
SKIV2L-~ - FKBPL - C6orf10 HLA-DRA-»  =-HLA-DRBT HLA-DQA2-> = TAP1
- L} LR AR [t ] L - " -
- DXO - Pi'?RT1 HCC::23-’ - HLA;DRBB - MIR'S 1358 - HLA-DM.B i
STK19—~ < LOC100507547 «BTNL2 HLA-DQAT—+ ~TAP2
- ' ' - " H-
044* PPL?—O HLA-DO'B1 ~-AST—> -— P§M88 7 genes
C4B 2 PPT2-EGFL8— «—HLA-DQB2 «HLA-DMA | omilled
- - e - L
C4B8—> EGFL8—~ PSMB8-AS1—+
L5 S ] . '
CYP21A2-~ « AGPAT1 PSMB9 -
L] . " -
CYP%IA 1P~ ‘-lel?6721 L0010029:3.145-°
- TI.VXA RNF"S -
T T T T 1
32 32.2 32.4 32.6 32.8

Position on chré (Mb)



CX3CL1 (CX3CL1)-rs635634
CX3CL1 (CX3CL1) [chr9:136155000_C_T (rs635634) (T/C) N=11792]

Weight Weight 12 17 r$635634 T 1008

Study TE SE(TE) 95%~CI (common) (random)  _ g
INTERVAL (4896) -0.114  0.03 — -0.11 [-0.17; -0.06] 38.8% 38.8% ; g
BioFinder (1496) -0.133 0.05 —_— -0.13 [-0.22; -0.04] 13.2% 13.2% 8’ 8
EGCUT (487) -0.150 0.08 + -0.15 [-0.31; 0.01] 3.9% 39% 7 g
KORA (1064) -0.166 0.05 ~ —%—— -0.17 [-0.27;-0.068]  10.0%  10.0% 2
ORCADES (962) 040 0068 — =i ot o oo s G . @B oa o - ame- oepi e comy |
RECOMBINE (448) 0.013  0.07 : 0.01 [-0.12; 0.15] 6.0%  6.0% SPAGN™  SNORBI4TA= B e T TV
STANLEY (344) -0.121 0.09 - -0.12 [-0.31; 0.06] 3.1% 3.1% ey TRy i gl SRS sl
STANLEY (300) -0.137  0.10 -0.14 [-0.33; 0.05] 3.0% 3.0% Ay GRS A AR
VIS (901) -0.111  0.06 —— -0.11 [-0.23; 0.00] 8.1% 8.1% SNORD1418—> SNORD24~> 3 garice

; - LOCIl25376306 SNORI?.?BB—' omitted
Common effect model < -0.11 [-0.15;-0.08] 100.0% - MIRB877— SNORDAEA—>
Random effects model — <? e -0.11 [-0.15; -0.08] -- 100.0% —AaLGDS SNORDEC—

-0.3-02-0.1 0 0.1 02 03 o
Heterogeneity: /° = 0%, 1° = 0, p = 0.75 | | I"Syﬁ” ! . |
135.8 136 136.2 136.4 136.6

Pasition on chr9 (Mb)



CXCL10 (CXCL10) [chr12:111884608_C_T (rs3184504) (T/C) N=11793)

Weight Weight
Study TE SE(TE) 95%-CIl (common) (random)
INTERVAL (4896) 0.130 0.02 = 0.13 [0.09;0.17] 421%  421%
BioFinder (1496) 0.099 0.04 —i— 0.10 [0.03;0.17] 12.8% 12.8%
EGCUT (487) 0.130 0.06 — 0.13 [0.00;0.26] 4.1% 4.1%
KORA (1064) 0.105 0.04 e 0.10 [0.02;0.19] 9.7% 9.7%
NSPHS (874) 0.091 0.05 —— 0.09 [-0.01;0.19] 71% 71%
ORCADES (982) 0.027 0.05 — 0.03 [-0.06;0.12] 8.2% 8.2%
RECOMBINE (448) 0.246 0.09 - 0.25 [0.07;0.42] 2.2% 2.2%
STANLEY (344) 0.067 0.07 —— 0.07 [-0.07; 0.21] 3.4% 3.4%
STANLEY (300) 0.072 0.08 ea— 0.07 [-0.08; 0.23] 2.7% 2.7%
VIS (902) 0.161 0.05 —— 0.16 [0.07;0.25] 7.7% 7.7%
Common effect model > 0.11 [ 0.09; 0.14] 100.0% e
Random effects model < 0.11 [ 0.09; 0.14] -= 100.0%

l T T |
-04 -0.2 0 0.2 0.4

Heterogeneity: /° = 0%, ©° < 0.0001, p = 0.47

-l0go(p-value)

20 ——

- 0.8
- 0.6

| +-L0C105369980

1114

CXCL10 (CXCL10)-rs3184504

rs3184504
®

0‘0.

- 100

—~ 80

MIR6760—~ SH283 > « BRAP ALDHZ2—~ ADAM1A—>
| be-e-a ey " .
cux2— «—ATXNZ ACADI10—~ MAPKAPKS—~
PERErps et -
G—FAtHOQA MIRE761~>
'-MAPKA.PKS-ASI
- TMEMT16 |
L
| | I |
111.6 111.8 112 112.2

Position on chri2 (Mb)

(QW/no) ales uoieuIqUoYaY



CXCL10 (CXCL10)-rs11548618
CXCL10 (CXCL10) [chr4:76943947 A_G (rs11548618) (A/G) N=14296]

Weight Weight 300 4 - 100
Study TE SE(TE) 95%-Cl (common) (random) ) PR
INTERVAL (4896) 2.144 012 : 2.14 [1.90;2.39] 19.8% 15.8% _
BioFinder (1496) 2100 0417 = 2.10 [1.77;2.43] 10.9% 12.7% 3
EGCUT (487) 1.843 0.31 —a— 1.84 [1.23;2.46] 3.1% 5.9% :
KORA (1064) 2133  0.16 — 213 [1.82;2.45) 11.8%  13.1% :
NSPHS (874) 1537 0.3 = 154 [1.28:1.80] 17.2%  15.1% 8
ORCADES (982) 2.027 091 ; 2.03 [0.25; 3.80] 04%  0.9%
STABILITY (2951) 2036 0.12 2.04 [1.80;2.27] 20.7% 16.0%
STANLEY (344) 1.963 0.36 S 1.96 [1.26;2.66] 2.4% 4.9%
STANLEY (300) 1.129 0.62 —~—— 1.13 [-0.10; 2.35] 0.8% 1.9%
VIS (902) 1.769  0.15 = 1.77 [1.47;2.07] 13.0%  13.6% JHAP6— «G3BP2  USOI— ~«PPEF2  «CXCL9 < NUPS{  FAMA7E—> < CCOCI58
E Cdarf26— «~ NAAA ART3—> ~ <SCARB2  STBDi— SHROOM3—>

Common effect model 0 94 [1.83;2.05] 100.0% - DKL «SDAD! FAMA7E-STBD1->
Random effects model e | ? | 1.93 [1.76; 2.10] -= 100.0% e Lm“;;_gzmg* e

HBAN T E B e
Heterogeneity: 1 = 50%, ©° = 0.0346, p = 0.04 ~CXOL11

| | | I |
76.6 76.8 77 77.2 77.4
Position on chr4 (Mb)

(Q/Wio) @iel uolBLIqUIODaY



CXCL11 (CXCL11) [chr10:64948684 C T (rs10733789) (T/C) N=14288)

Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

Heterogeneity: /° = 28%, t° < 0.0001, p = 0.18

TE SE(TE)
-0.088  0.02
-0.051  0.04
-0.207  0.07
-0.038 0.05

0.032 0.05
-0.157  0.05
-0.074  0.03
-0.130  0.08
-0.080 0.08
-0.117  0.05

<
<
| | [ I | |
-0.3-02-0.1 0 0.1 0.2 0.3

Weight Weight

95%-CI (common) (random)

-0.09 [-0.13; -0.05] 339%  33.8%
-0.05 [-0.13; 0.03] 10.2% 10.2%
-0.21 [-0.34; -0.07] 3.3% 3.3%
-0.04 [-0.13; 0.06] 6.8% 6.8%
0.03 [-0.07; 0.14] 5.8% 5.8%
-0.16 [-0.25; -0.06] 6.5% 6.5%
-0.07 [-0.13; -0.02] 22.7%  22.7%
-0.13 [-0.30; 0.04] 2.2% 2.2%
-0.08 [-0.23; 0.07] 2.6% 2.6%
-0.12 [-0.22; -0.01] 5.9% 5.9%
-0.08 [-0.11;-0.06] 100.0% -
-0.08 [-0.11; -0.06] -= 100.0%

~logyp(p-value)

CXCL11 (CXCL11)-rs10733789

-
rs10733789 .
® Ao e < 08
L ] 06
04
®
. & o

ADO—> NRBF2—> - MIR1296 REEP3—~
. e ' —_———-a
<—E§R2 -~ JMJIDIC
LOCIOS."S?&?,?O-.
JMJD!(%‘-ASI-
‘ ! T T ]
64.6 64.8 65 65.2 65.4

Position on chr10 (Mb)

- 100

80

(Quy/wa) 21es uoneuIquosay



CXCL11 (CXCL11) [chri2:111884608_C_T (rs3184504) (T/C) N=11785]

Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
RECOMBINE (448)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

TE SE(TE)
0.123  0.02
0.057 0.04
0.121  0.06
0.148  0.04
0.203 0.05
0.095 0.05
0.177  0.08
0.098 0.07
0.157  0.08
0.149  0.05

Heterogeneity: /° = 0%, T° = 0, p = 0.60

[ E—
-0.3-0.2-0.1

0 0.1 02 03

Weight Weight

95%-CIl (common) (random)

0.12 [0.08;0.16] 423%  42.3%
0.06 [-0.01;0.13] 12.8% 12.8%
0.12 [-0.01; 0.25] 4.1% 4.1%
0.15 [0.06;0.23] 9.5% 9.5%
0.20 [0.10;0.30] 6.4% 6.4%
0.09 [0.00;0.18] 8.2% 8.2%
0.18 [0.03;0.33] 2.9% 2.9%
0.10 [-0.05; 0.24] 3.1% 3.1%
0.16 [0.01;0.30] 3.0% 3.0%
0.15 [0.06; 0.24] 7.7% 7.7%
0.12 [0.10; 0.15] 100.0% -
0.12 [0.10; 0.15] -= 100.0%

-10go(p-value)

r rs3184504
= 0.8 %
. Sl o
06 " °
04 ®
15
0.2 ®
o
10 ® o
o o
o
o)

CXCL11 (CXCL11)-rs3184504

- 100

— 80

60

- 40

| +-L0C105369980

MIR6760—~ SH283 > « BRAP ALDHZ2—~ ADAM1A—>
| ba-a e + .
cux2— «—ATXNZ2 ACAD10—~ MAPKAPKS—~
-. . e T e
- FA&HOQA MIRE761~>

- MAPKA.PK5-ASI

- TMEMT16 |
L

T T T T 1
1114 1118 111.8 112 112.2
Position on chri2 (Mb)

(QW/Wo) a1es uoiEuIQUOdaY



CXCL11 (CXCL11)-rs6827617

CXCL11 (CXCL11) [chr4:76916146 A G (rs6827617) (A/G) N=14718] Weight Weight

Study TE SE(TE) 95%-Cl (common) (random) so [ 7 (56827617 - 100
INTERVAL (4896) -0.157 0.02 - -0.16 [-0.20; -0.12] 33.1% 11.2%
BioFinder (1496) -0.292 0.04 —— -0.29 [-0.36; -0.22] 10.5% 10.3% =
EGCUT (487) -0.339 006 ——— -0.34 [-0.46; -0.21] 3.5% 83% =
KORA (1064) -0.076  0.04 — -0.08 [-0.16; 0.01] 6.9% 9.7% &
NSPHS (866) -0.036 0.05 —+-— -0.04 [-0.14; 0.06] 5.4% 9.2%
ORCADES (982) -0.233 0.04 —— -0.23 [-0.32; -0.15] 7.0% 9.7% '
RECOMBINE (430) 0.048 0.09 N 0.05 [-0.13; 0.22] 1.8% 6.4%
STABILITY (2951) -0.136 0.03 " -0.14 [-0.19; -0.09] 20.8% 11.0%
STANLEY (344) -0.267 0.08 R -0.27 [-0.42; -0.11] 2.3% 7.2%
STANLEY (300) -0.118  0.07 —— -0.12 [-0.26; 0.03] 25%  74% e e e o
i 3 SR S o o, —+ e [ or e resiamed - - B e e
VIS (902) -0.289 0.05 —4— 0.29 [-0.38; -0.20] 6.2% 9.5% maegs s A s | EDeS RO
Common effect model S -0.17 [-0.20; -0.15]  100.0% - e Ay i
Random effects model <> -0.18 [-0.24; -0.11] -= 100.0% - COKL2 LOC101926809->
! I I ! *-CX.CLIO
04 -02 0 02 04 -
Heterogeneity: 12 = 79%, t° = 0.0096, p < 0.01 : : e : .
76.6 76.8 77 77.2 77.4

Position on chr4 (Mb)

(QN/We0) @iBd uolBLIQUIODAY



CXCL11 (CXCL11) [chr7:101699589_G_T (rs141588580) (T/G) N=9082]

Study

INTERVAL (4896)
BioFinder (1496)
KORA (1064)
ORCADES (982)
STANLEY (344)
STANLEY (300)

Common effect model
Random effects model

Heterogeneity: 1> = 46%, t° = 0.0598, p = 0.10

TE SE(TE)
0553 0.13
1139  0.20
0873 0.36
1164  0.35
1.482 0.72
0.400  0.40

—_—
<
<

—o—{-'
—E—
'

———
'

|
-2

|
=

I
0o 1

|
2

Weight Weight

95%-CIl (common) (random)

0.55 [0.29;0.82] 53.0%  32.2%
1.14 [0.75; 1.53] 24.1%  25.2%
0.87 [0.17;1.58] 7.4% 13.3%
1.16 [0.47; 1.86] 7.7% 13.6%
1.48 [0.08;2.88] 1.9% 4.4%
0.40 [-0.39; 1.19] 5.8% 11.2%
0.77 [0.58;0.97] 100.0% e
0.85 [ 0.54; 1.16] -= 100.0%

~log;o(p-value)

CXCL11 (CXCL11)-rs141588580

rs141588580
®

| COL26AT—~
* LINCO01007
-—MYL10
-

CUXT~—~ ‘—SP_DVEG *ALL(BH4

SH2B2-» PRKRIP1-»>
Lo b ALl "oy

MIR4285-+ ORAI2Z~
' -

LOCT100289561—+ SPDYE2-—+
- -

LOC 100630923~
e
-« MIR5480

LAWDT—>

-
MIRS’090-.

MIR4467 >
1

- PO'LR?J

101.2 101.4

T T 1
101.6 101.8 102
Pasition on chr7 (Mb)

100 @

80
60
40
20

(Q/W2) 2181 UDHEUIQWOD3

3 genes
omitted



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
RECOMBINE (443)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

CXCL1 (CXCL1) [chr4:74739076_G_T (rs1366949) (T/G) N=14731]
TE SE(TE)

-0.220  0.02 . -0.22 [-0.27; -0.17]
-0699 004 -= | ~0.70 [-0.78; -0.62]
-0.426  0.07 —_— -0.43 [-0.57; -0.28]
-0.279  0.05 T -0.28 [-0.37;-0.18]
-0.398  0.06 it ~0.40 [-0.51; -0.29]
-0518 005  —— ! -0.52 [-0.63; -0.41]
-0.163  0.07 — -0.16 [-0.31; -0.02]
-0.182  0.03 g | ~0.18 [-0.24; -0.13]
-0.236  0.09 e -0.24 [-0.41; -0.06]
-0.252  0.09 = - -0.25 [-0.42; -0.08]
-0.433  0.05 —! -0.43 [-0.54; -0.33]
o -0.31 [-0.34; -0.29]

I<‘> l -0.35 [-0.45; -0.25]

0.5 0 05

Heterogeneity: 1° = 93%, t° = 0.0256, p < 0.01

95%-CIl (common) (random)

Weight Weight
30.5% 10.1%
10.4% 9.7%

3.4% 8.6%
7.6% 9.5%
5.6% 9.2%
6.0% 9.3%
3.2% 8.5%
22.3% 10.0%
2.3% 7.9%
2.4% 8.0%
6.2% 9.3%
100.0% -
-= 100.0%

~logyg(p-value)

120 -

100

80 -

60

|

CXCL1 (CXCL1)-rs1366949

r rs1366949
0.8
- 0.6

04
-0.2 o)

ALB—~ AFM—> < RASSF6
= -— L ]

CcX C'L8-> CXC.L6—> < !"F4 - C).(CLZ MTHFD2L—
AFP—> PFaVI—» < PPBP EPGN—»
rem ' . -
LOC7£_8_040-—- CXC.L 1~ s C)I(CLS EREG—:
- C).(CLS
'-PP'BPP.?
| | | | |
74.4 74.6 74.8 75 75.2

Position on chr4 (Mb)

- 100

— 80

- 60

- 40

(QuW/n9) ales uoleuIquooay



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
RECOMBINE (448)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

CXCL5 (CXCL5) [chr10:65077994_C_G (rs7090111) (C/G) N=14736]

TE SE(TE)
-0.137  0.02
-0.127  0.04
-0.236  0.07
-0.227  0.04
-0.318  0.05
-0.195  0.05
-0.124  0.09
-0.151  0.03
-0.162  0.08
-0.279  0.07
-0.257 0.05

oot

|
-0.4

Heterogeneity: I = 53%, t° = 0.0022, p = 0.02

-0.2

0 0.2

0.4

95%-CIl (common) (random)

~0.14 [-0.18; -0.10]
~0.13 [-0.20; -0.05]
~0.24 [-0.37; -0.11]
-0.23 [-0.31; -0.15]
-0.32 [-0.42; -0.21]
-0.20 [-0.28; -0.11]
~0.12 [-0.29: 0.04]
~0.15 [-0.20; -0.10]
~0.16 [-0.31; -0.01]
-0.28 [-0.43;-0.13]
~0.26 [-0.35; -0.16]

-0.17 [-0.20; -0.15]
-0.19 [-0.23; -0.15]

Weight Weight
33.0% 15.7%
10.0% 11.5%

3.2% 6.3%
8.3% 10.6%
5.0% 8.2%
6.7% 9.6%
1.9% 4.2%
21.2% 14.4%
2.4% 5.2%
2.5% 5.2%
5.8% 9.0%
100.0% -
-= 100.0%

~logyp(p-value)

50 -

CXCL5 (CXCL5)-rs7090111

rs7090111

“« M161296 : REEP3—>

< JMJIDIC

LOCIOS\??&?.?O-'
JMJD!(E-AS 1=

] |

65 65.2
Position on chr10 (Mb)

- 100

(Quy/wa) aies uoneuIquosay



CXCL5 (CXCLS5) [chr4:74858051 A _G (rs450373) (A/G) N=14733]

Study TE SE(TE)
INTERVAL (4896) -0.457  0.03
BioFinder (1496) -0.344 0.06
EGCUT (487) -0.653 0.14
KORA (1064) -0.898  0.06
NSPHS (866) -0.820  0.09
ORCADES (982) -0.709  0.07
RECOMBINE (445)  -0.179  0.13
STABILITY (2951) -0.357 0.04
STANLEY (344) -0.508  0.13
STANLEY (300) -0529 0.13
VIS (902) -0.591  0.07

Common effect model
Random effects model

Heterogeneity: I = 90%, t° = 0.0389, p < 0.01

95%-CIl (common) (random)

~0.46 [-0.52; -0.40]
~0.34 [-0.46; -0.23]
~0.65 [-0.92; -0.39]
~0.90 [-1.02; -0.78]
~0.82 [-0.99; -0.65]
-0.71 [-0.84; -0.58]
~0.18 [-0.44: 0.08]
~0.36 [-0.44; -0.27]
~0.51 [-0.76; 0.25]
~0.53 [-0.78; -0.28]
~0.59 [-0.72; -0.46]

-0.51 [-0.55; -0.48]
-0.55 [-0.68; -0.43]

Weight Weight
34.9% 10.6%
10.0% 10.0%

1.8% 7.4%
9.1% 10.0%
4.4% 9.1%
7.3% 9.8%
1.9% 7.5%
19.2% 10.4%
2.0% 7.6%
2.1% 7.7%
7.5% 9.8%
100.0% -
-= 100.0%

~logyo(p-value)

150

100 —

CXCL5 (CXCL5)-rs450373

rs450373

AFM—
-

CXCL8—~ CXCLE~> ~PF4 ~—CXCl2 _ MTHFD2L~ EREG—~
LOC728040~> PF4Vi—> ~PPBP EPGN—> AREG—> |
L . 1 - -
« RASSF6 CXCL1—~  +CXCLS
W L] .
~CXCL3
~PPBPP2
| | | | |
74 4 74.6 74.8 75 75.2

Position on chr4 (Mb)

~ 100

— 80

- 60

- 40

(QuW/n9) ales uoleuIquooay



CXCL5 (CXCL5)-rs6993770
CXCL5 (CXCLS) [chr8:106581528_A_T (rs6993770) (A/T) N=14288]

Weight Weight 2 |+ 100

VIS (902) ~0.057  0.06 - ~0.06 [-0.18; 0.06] 48%  83%

Common effect model
Random effects model

-0.11 [-0.13; -0.08]  100.0% 2
-0.13 [-0.17; -0.08] -~ 100.0%

Study TE SE(TE) 95%-CI (common) (random) 15 — r569‘.?770
08
INTERVAL (4896) -0.050 0.02 5 3 -0.05 [-0.09; -0.01] 35.0% 17.8% (3 Pead] | B
BioFinder (1496) -0.122  0.04 —— -0.12 [-0.21; -0.04] 10.1% 12.3% % o o
EGCUT (487) -0.102  0.07 —_— -0.10 [-0.25; 0.05] 3.2% 6.4%
KORA (1064) -0.232 0.05 —— -0.23 [-0.33; -0.14] 7.9% 11.0% T
NSPHS (866) -0.110  0.07 —— -0.11 [-0.24; 0.02] 4.3% 7.7% %
ORCADES (982) -0.195 0.05 —_— -0.20 [-0.29; -0.10] 7.0% 104% =
STABILITY (2951) -0.103  0.03 —— -0.10 [-0.16; -0.05] 23.2% 16.3% &
STANLEY (344) -0.215  0.09 ' -0.21 [-0.40; -0.03] 2.1% 4.6% |
STANLEY (300) -0.195 0.09 , -0.19 [-0.36; -0.03] 2.4% 5.2%
————
<
<>
z

-02 0 0.2 .
Heterogeneity: /2 = 53%, ° = 0.0023, p = 0.02 i - 2FPM2-AST

106.2 106.4 106.6 106.8 107
Position on ¢hr8 (Mb)

(Qu/Wo) 1. uoneUIGIODaY



CXCL5 (CXCL5)-rs10821552
CXCL5 (CXCLS5) [chr9:136939992_A_C (rs10821552) (A/C) N=9841]

2 - 100
Weight Weight tejoeaoae .
Study TE SE(TE) 95%-Cl| (common) (random) = %‘3 08 i
06 |7
0 4
INTERVAL (4896) -0.111  0.02 . -0.11 [-0.15; -0.07] 51.9% 51.9% 1 g;
EGCUT (487) -0.089 0.07 — -0.09 [-0.22; 0.05] 51% 51% & i T\ €0
KORA (1064) -0.145 0.06 —_— -0.15 [-0.27; -0.02] 6.2% 62% =
NSPHS (866) -0.163  0.05 ——— -0.16 [-0.27; -0.06] 8.0% 8.0% =
ORCADES (982) -0.074  0.05 ——— -0.07 [-0.17; 0.02] 10.1%  10.1% 7
STANLEY (344) -0.111  0.08 > -0.11 [-0.26; 0.04] 4.1% 4.1%
STANLEY (300) -0.189  0.07 . -0.19 [-0.33; -0.04] 4.4% 4.4%
VIS (902) -0.086 0.05 —— -0.09 [-0.18; 0.01] 10.2% 10.2%
Common effect model <> -0.11 [-0.14;-0.08] 100.0% - 'VADAMTst—— VA2 ~BRD3  WDRS—> RXRA—>
Random effects model < -0.11 [-0.14; -0.08] -= 100.0% |« FAM1698 LINCO0094— < ANUBATAC MIR4669—~
| | | | | | ' . A ‘
~0.3-02-01 0 0.1 0.2 03 = B
Heterogeneity: 12 = 0%, 1° = 0, p = 0.86 it
pd 244
| | I | |
136.6 136.8 137 137.2 137.4

Pasition on chrg (Mb)

(QW/no) ales uoieuIqUoYaY



CXCL6 (CXCLS8) [chr1:159175354_A_G (rs12075) (A/G) N=14741]

Study TE SE(TE)
INTERVAL (4896) 0.074  0.02
BioFinder (1496) 0.025 0.04
EGCUT (487) 0012  0.07
KORA (1064) 0467 0.04
NSPHS (874) 0.099 0.05
ORCADES (982) ~0.012  0.05
RECOMBINE (445) 0.293  0.06
STABILITY (2951) ~0.023 0.02
STANLEY (344) 0.237  0.07
STANLEY (300) 0.129 0.07
VIS (902) 0.026  0.05

Common effect model
Random effects model

Heterogeneity: 1° = 92%, t° = 0.0216, p < 0.01

| T
-04 -02 0

02 04

95%-Cl (common) (random)

0.07 [0.03;0.11]
0.03 [-0.05; 0.10)
0.01 [-0.12:0.14]
0.47 [0.38;0.55]
0.10 [0.00; 0.20]
-0.01 [-0.10; 0.08]
0.29 [0.17;0.41]
-0.02 [-0.07; 0.03]
0.24 [0.09; 0.38]
0.13 [-0.02; 0.27]
0.03 [-0.07; 0.12]

0.08 [0.06;0.10]
0.12 [0.03; 0.21]

Weight Weight
32.0% 10.0%
9.8% 9.6%
3.0% 8.5%
7.5% 9.4%
5.4% 9.1%
6.1% 9.3%
3.5% 8.7%
21.7% 9.9%
2.4% 8.1%
2.5% 8.2%
6.1% 9.3%
100.0% -
-= 100.0%

~logyp(p-value)

0.8
- 0.6
0.4
- 0.2

g ORGK3

CXCL6 (CXCL6)-rs12075

rs12075
®

MNDA— PYHINT—> <« AIM2 CADM3—> FCERIA—» OR10J4—> <« OR10J5

- e L - - ' 1
ORS.K6-> - P'OP.’;‘ - CADIyS—AS’ ORI?JJ - APC'S-’
- OR6NT IF116—> ACKR1-> <-0OR10J3
' . L] '
> Ofl?GN?

] T T 1

158.8 159 159.2 159.4 159.6

Position on chr1 (Mb)

- 100

80

— 60

(Quy/wa) 21es uoneuIquosay



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (874)
ORCADES (982)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

CXCL6 (CXCLS) [chr4:74703999_C_T (rs16850073) (T/C) N=14296]

TE SE(TE)
0.467  0.02
0503  0.04
0.706  0.06
0.653  0.04
0623 0.05
0616  0.05
0.358  0.03
0493  0.09
0.334 0.08
0.604  0.05

Common effect model
Random effects model

Heterogeneity: 1° = 89%, 1° = 0.0128, p < 0.01

T

o
<

I
-0.5

0

|
0.5

95%-Cl (common) (random)

0.47 [0.43; 0.51]
0.50 [0.43; 0.57]

—— 0.71 [0.59; 0.82]
~—  0.65 [0.57;0.73]

—~— 0.62 [0.53;0.71]

0.36 [0.31; 0.41]
0.49 [0.33; 0.66]
0.33 [0.19; 0.48]
0.60 [0.51;0.70]

0.50 [0.47; 0.52]
0.54 [0.46; 0.61]

Weight Weight
33.7% 11.6%
10.7% 10.9%

4.0% 9.4%
8.4% 10.6%
5.3% 9.9%
6.6% 10.3%
20.5% 11.3%
1.9% 7.6%
2.4% 8.3%
6.4% 10.2%
100.0% -
-- 100.0%

~logyo(p-value)

CXCL6 (CXCL6)-rs16850073

> ] 100
_ rs16850073 r
400 .
- 0.8
o6 |+ 80
300 4 04
02 il a0
200
- 40

ALB—~ AFM-» < RASSF6 CXCL8—~ CXCL6— «<PF4  «CXCL2  MTHFD2L—
e .- L ] B . ' . —— et
AFP-> PF4V1— ~PPBP EPGN—>
1o ' 1 -
LOC728040~ CXCL1—~  =CXCLS
[y 1 .
~CXCL3
~PPBPP2
| | | | |
74.4 74.6 74.8 75 75.2

Position on chr4 (Mb)

(QW/N9) @1er uoieuIqUodaY



CXCL9 (CXCLY) [chr12:111884608_C T (rs3184504) (T/C) N=11784]

Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
RECOMBINE (448)
STANLEY (344)
STANLEY (300)
VIS (901)

Common effect model
Random effects model

Heterogeneity: /2 = 29%, 1° < 0.0001, p = 0.18

TE SE(TE)
0.098  0.02
0.100 0.04
0.134  0.06
0.073  0.04
0.090 0.05
0.041  0.05
0236  0.08
0.036 0.07
0.040 0.08
0217  0.05

I
-0.2

95%~-CI (common) (random)

0.10 [0.06;0.14]
0.10 [0.03;0.17]
0.13 [0.01;0.26]
0.07 [-0.01;0.15]
0.09 [0.00;0.18]
0.04 [-0.05;0.13]
0.24 [0.08:0.40]
0.04 [-0.10;0.17]
0.04 [-0.12;0.20]
0.22 [0.12;0.31]

0.10 [0.08; 0.13]
0.10 [0.08; 0.13]

Weight Weight
40.9%  40.9%
124%  12.4%

4.0% 4.0%
10.5%  10.5%
8.2% 8.2%
8.0% 8.0%
2.5% 2.5%
3.5% 3.5%
2.4% 2.4%
7.5% 7.5%
100.0% -
-= 100.0%

-logo(p-value)

CXCL9 (CXCL9)-rs3184504

rs3184504
®

| +-L0C105369980

MIR6760—~ SH283 > « BRAP ALDHZ2—~ ADAM1A—>
| be-e-a ey » .
cux2— «—ATXNZ ACADI10—~ MAPKAPKS—
PERErps [RPPRPREA- -~ s te8e -
«FA&?IUQA MIRE761->
G-MAPKA.PKS—ASI
- TMEMT16 |
L
| | | I |
1114 111.6 111.8 112 112.2

Position on chri2 (Mb)

- 100

(QW/N9) @1er uoieuIqUIodaY



CXCL9 (CXCL9)-rs4241577

CXCLO (CXCLY) [chr4:76930776_A_C (rs4241577) (A/C) N=14724] Weight Weight

Study TE SE(TE) 95%-Cl (common) (random) 30 rsd22577 e | 100
INTERVAL (4896) -0.169  0.02 B -0.17 [-0.21;-0.12]  30.0%  27.0%
BioFinder (1496) -0.123 0.04 —r°— -0.12 [-0.21; -0.04] 8.9% 96% &
EGCUT (487) -0.197 0.07 —_— -0.20 [-0.33; -0.06] 3.4% 39% =
KORA (1064) -0.140 0.05 —— -0.14 [-0.23; -0.05] 7.4% 81% =
NSPHS (866) -0.121  0.05 —— -0.12 [-0.21; -0.03] 75%  82% o
ORCADES (982) -0.158 0.06 —— -0.16 [-0.27; -0.05] 5.4% 6.0% '
RECOMBINE (437) 0.042 0.10 + 0.04 [-0.15; 0.24] 1.7% 1.9%
STABILITY (2951) -0.106  0.03 o -0.11 [-0.16; -0.06] 25.1% 23.4%
STANLEY (344) -0.258 0.08 ———— -0.26 [-0.42; -0.09] 2.4% 2.7%
STANLEY (300) -0.151  0.09 -0.15 [-0.33; 0.03] 2.0% 2.3% «—ACHY! «—G3BP2 USOi—> <—PPEF2  «CXCL9  <NUPSd  FAM47E— < CCDC158
. 0, O, - e [ P amed Bl e ] I Ir ey e
VIS (901) -0.169  0.05 —'-’— -0.17 [-0.27; -0.07] 6.2% 6.8% repes s e I o A
Common effect model > -0.14 [-0.17;-0.12] 100.0% - i i - B ot
Random effects model < -0.14 [-0.17; -0.11] -- 100.0% +-CDKL2 LOC101928809 >
I I I I -—CX'CL 10
04 02 0 02 04 .
Heterogeneity: I = 0%, 1° = 0.0002, p = 0.44 ‘ : L . ‘
76.6 76.8 77 77.2 77.4

Position on chr4 (Mb)

(QN/We0) @iBd uolBLIQUIODAY



CXCL9 (CXCL9)-rs12191307
CXCL9 (CXCL9) [chr6:161256529 A_G (rs12191307) (A/G) N=14287]

Weight Weight

Study TE SE(TE) 95%-CI (common) (random) w3 rs12191307 =™
®
INTERVAL (4896) -0.211  0.03 . -0.21 [-0.27; -0.15] 36.6% 15.2%
BioFinder (1496) 0.027 0.06 | —— 0.03 [-0.09; 0.14] 11.6% 12.4%
EGCUT (487) -0.207 0.12 - -0.21 [-0.44; 0.02] 2.8% 6.8%
KORA (1064) -0.211  0.07 ——— -0.21 [-0.35; -0.08] 8.1% 1.1% T
NSPHS (866) -0.064 0.08 —— -0.06 [-0.23; 0.10] 5.7% 9.7% ¢
ORCADES (982) -0.357 0.08 ——— | -0.36 [-0.51;-0.20] 6.0% 9.9% £
STABILITY (2951) -0.047 0.04 — -0.05 [-0.13; 0.04] 20.3% 14.0% ¢
STANLEY (344) -0.182 0.12 : -0.18 [-0.41; 0.05] 2.8% 6.8% |
STANLEY (300) -0.066 0.12 -0.07 [-0.30; 0.17] 2.7% 6.6%
VIS (901) -0.196 0.1 : -0.20 [-0.41; 0.02] 3.3% 7.4%
Common effect model <> -0.15 [-0.18; -0.11] 100.0% -
Random effects model < -0.15 [-0.22; -0.07] -- 100.0%
| | | |
04 02 0 02 04 SLC22A3-> LA PLG—~ _ MAPSK4—> < AGPATS
Heterogeneity: /* = 68%, t = 0.0091, p < 0.01 e SABRYEIT

| | | |
160.8 161 161.2 161.4 161.6
Pasition on chré (Mb)

(Qu/Wo) 1. uoneUIGIODaY



DNER (DNER)-rs62193248
DNER (DNER) [chr2:230596917 A_T (rs62193248) (A/T) N=14287]

Weight Weight

Study TE SE(TE) 95%-Cl (common) (random) rF (562193248 [
- 0.8
INTERVAL (4896) 0.264 0.02 —_ 0.26 [0.22;0.31] 322% 17.5% o -{| Il °° 0‘78 ) | &5
BioFinder (1496) 0.174  0.04 e 0.17 [0.10;0.25] 10.0% 12.1% _g; ¥ @ o
EGCUT (487) 0.179 0.07 —r— 0.18 [0.04;0.32] 3.0% 5.9% ' % %o
KORA (1064) 0.217  0.05 — 0.22 [0.13;0.31] 71%  10.2% 6 oo o =
NSPHS (866) 0.278 0.06 —— 0.28 [0.17;0.39] 4.8% 8.1% S 40 e &, € oo o
ORCADES (982) 0.228  0.05 —— 0.23 [0.14;0.32) 7.3%  10.3% &
STABILITY (2951) 0.158  0.02 —— 0.16 [0.11;0.21] 246%  16.5% g MQ oo 40
STANLEY (344) 0.098  0.08 f—t 0.10 [-0.06; 0.26] 23%  47% | o .% .
STANLEY (300) 0.389 0.08 ———— 0.39 [0.23;0.55] 2.3% 4.8%
VIS (901) 0.151  0.05 e 0.15 [0.06;0.25) 6.5%  9.7%
Common effect model <> 0.21 [0.19;0.24] 100.0% -
Random effects model < 0.21 [ 0.17; 0.25] -- 100.0%
| T T |

04 02 0 02 04 = PID1 ' - DNER - TRIP12 «SLCIGAId <SPI0

Heterogeneity: /° = 58%, ° = 0.0018, p = 0.01 , | l FEXON | iy
230.2 230.4 230.6 230.8 231

Pasition on chr2 (Mb)

(QWy/o) 21Bs UDNBUIGLLODSY



EN-RAGE (S100A12)-rs3014874
EN-RAGE (S100A12) [chr1:153337943 A _G (rs3014874) (A/G) N=14295]

Weight Weight 40 - 183014874 1 1008

Study TE SE(TE) 95%~CI (common) (random)  _ 0 5 _ 80 %
27 ® 08 %
INTERVAL (4896) -0.152  0.02 £ -0.15 [-0.20;-0.11]  36.0% 17.5% & 20 ]|
BioFinder (1496) -0.327 0.04 —=— -0.33 [-0.41;-024]  106% 124% & ol Rt
EGCUT (487) -0.166  0.08 -0.17 [-0.33; -0.00] 28%  57% T 1°° 20 8
KORA (1064) -0.154  0.05 e -0.15 [-0.26; -0.05] 6.3%  9.7% . o &
ORCADES (%81) 0166 005  —i— | 017 [02007)  72% fodw [T TR —eme e e —spw —epe ~in mE )
STABILITY (2951) -0.158  0.03 —_— -0.16 [-0.22;-0.10]  20.0%  15.4% M SPRRIBm —SPRRIC Lo S10gRe= SI0AS CHIQP= SteRA
STANLEY (344) -0.125  0.10 -0.13 [-0.32; 0.07) 20%  4.4% i i R —SIAR AT SNARRe.  LOCHNGE
STANLEY (300) -0.176  0.09 - -0.18 [-0.35; 0.00] 23%  5.0% SPRRIA->  «SPRR2G  <PGLYRPS SIOOA7A—~ <-SI00A4  NPRI-=  <GATAD28
VIS (902) -0.202 0.05 — i -0.20 [-0.31;-0.10] 6.5% 9.8% «SPRRZ2D  LOC1019268009—> ~<$10048  LOC101928034— < MIRE0S3
! <« SPRA2A «—S100A7L.2 < S100A3
Common effect model < -0.17 [-0.20; -0.15]  100.0% e b el ' A
Random effects model < -0.18 [-0.22; -0.13] -= 100.0% ' i
| | | | '
04 -02 0 02 04 TS
Heterogeneity: 1 = 49%, t° = 0.0025, p = 0.04 ] S""IZ'"" ]
153 153.2 153.4 153.6 153.8

Position on chr1 (Mb)



FGF-19 (FGF19) [chr19:49206172_C_T (rs516246) (T/C) N=14744]

Study TE SE(TE)
INTERVAL (4896) -0.173  0.02
BioFinder (1496) -0.161  0.04
EGCUT (487) -0.142  0.07
KORA (1064) -0.176  0.04
NSPHS (874) -0.104 0.05
ORCADES (982) -0.202 0.04
RECOMBINE (448)  -0.003  0.10
STABILITY (2951) -0.173  0.03
STANLEY (344) -0.197 0.08
STANLEY (300) -0.192  0.07
VIS (902) -0.135 0.05

Common effect model
Random effects model

Heterogeneity: I = 0%, 1° = 0, p = 0.83

T 1 11
-0.3-0.2-0.1 0 0.1 0.2 0.3

95%-CIl (common) (random)

~0.17 [-0.21; -0.13]
-0.16 [-0.23; -0.09]
~0.14 [-0.27; -0.01]
-0.18 [-0.26; -0.09]
~0.10 [-0.21; 0.00]
-0.20 [-0.29; -0.11]
~0.00 [-0.19; 0.19]
~0.17 [-0.22; -0.12]
~0.20 [-0.35; —0.05]
-0.19 [-0.34; -0.05]
~0.13 [-0.24; -0.03]

-0.17 [-0.19; -0.14]
-0.17 [-0.19; -0.14]

Weight Weight
339% 33.9%
106%  10.6%

3.2% 3.2%
7.3% 7.3%
4.9% 4.9%
7.0% 7.0%
1.5% 1.5%
21.5% 21.5%
2.4% 2.4%
2.6% 2.6%
5.2% 5.2%
100.0% -
-= 100.0%

~log,e(p-value)

-~ FAMB3E FUT2—~
e -

FGF-19 (FGF19)-rs516246

rs516246
®

{=~CARDE SYNGR4—> CYTH2-» <~ BCAT2 NUCBT-— -« LHB LIN7B->
LR e ne we wea 1 .
CARDB-AS1~» GRIN2D~> SULT281~» - MAMSTR «—PLEKHA4 BAX-» «-CGB1 PPFIA3~—~>
' e e - e " ' "o
ZNF114-> <-KDELR1 <LMTK3 SPACA4—~ - RASIP1 PPP1R15A~+> <+ (GYS1 <=-NTF4 <HRC
[ " rene 1 1o 0 rene . L]

100 @

80
60
40
20

{Q/N2) 2181 UDHEUIGWOD3

5 genes

| omitted

- CCDC114 GRWD1—~ - RPL18 - 1ZUMO1 - TULP2 RUVBL2—> «—(C190ri73
rore 0 . ° e o |
EMP3— KCNJ14— SPHKZ2— - FUT1 «NUCB1-AST CGB2—~ TRPM4—
L - - - - 1 e
«~ TMEM143 - DBP FGF21— DHDH— < (CGB3
e - . - '
<« CAT11 «~HSD17814 FTL—~ CGB5—~
- - 1 1
S.é_'g.lf‘- MIRGZQB-
‘-A{'TNS ‘-LOCI[.)1059948
'-L00195447645 '-SN/}R-GZ
I T T T |
48.8 49 49.2 49.4 49.6

Position on chri9 (Mb)



FGF-19 (FGF19) [chrd:39457617_A_G (rs13103023) (A/G) N=14296]

Weight Weight
Study TE SE(TE) 95%-Cl (common) (random)
INTERVAL (4896) 0.106 0.02 oom 0.11 [0.06; 0.15] 34.0% 14.7%
BioFinder (1496) -0.001 0.04 —i—:j -0.00 [-0.08; 0.08] 10.1% 11.6%
EGCUT (487) -0.004 0.07 - -0.00 [-0.14; 0.13] 3.4% 7.3%
KORA (1064) 0213 0.05 v ——— 0.21 [0.12;0.30] 7.4% 10.5%
NSPHS (874) 0.128 0.05 ——— 0.13 [0.03;0.22] 6.8% 10.2%
ORCADES (982) 0.122 0.05 — 0.12 [0.02;0.22] 6.0% 9.7%
STABILITY (2951) 0.011 0.03 — 0.01 [-0.04; 0.06] 21.1% 13.8%
STANLEY (344) 0.036 0.08 ; 0.04 [-0.12; 0.19] 2.4% 6.0%
STANLEY (300) 0.152 0.07 —— 0.15 [0.01;0.30] 2.8% 6.5%
VIS (902) 0.142 0.05 ——— 0.14 [0.04; 0.24] 6.1% 9.8%
Common effect model <> 0.08 [ 0.06; 0.11] 100.0% -
Random effects model <|> | 1 0.09 [0.04;0.14] -= 100.0%

| | |
-03-02-01 0 01 02 03

Heterogeneity: 1 = 67%, > = 0.0036, p < 0.01

-logo(p-value)

0.8
- 0.6
0.4
- 0.2

<« TMEM156
e

FGF-19 (FGF19)-rs13103023

- 100
r$13103023

—~ 80

60

8 ‘. ® - 40

WOR19—~ KLB—> < UGDHM UBE2K—~ < PDS5A
It a4 —. iy ———a B

«—RFC1 «RPLI < SMIM14
L ] i L e

MIR5591~» UGDH-AST—>
b Wt
LIAS~>
-

LOC40'! 127>

39

| | |

39.2 394 39.6 39.8
Position on chr4 (Mb)

(QW/N9) @1er uoieuIqUIodaY



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (874)
ORCADES (982)
RECOMBINE (448)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

Heterogeneity: /* = 12%, ©° < 0.0001, p = 0.33

FGF-19 (FGF19) [chr8:59382715_A_G (rs7005978) (A/G) N=14744]

TE SE(TE)
-0.119  0.02
~0.075 0.04
-0.010  0.07
-0.112  0.05
-0.174  0.05
-0.178  0.05
-0.089  0.10
-0.093 0.03

0.057 0.08
-0.092  0.07
-0.110  0.05

i

|
-0.2

<

<
|

-0.1

0

|
0.1

0.2

95%-Cl (common) (random)

-0.12 [-0.16; -0.08]
-0.07 [-0.15; -0.00]
~0.01 [-0.14; 0.12]
-0.11 [-0.20; -0.02]
-0.17 [-0.28; -0.07]
-0.18 [-0.28; -0.08]
~0.09 [-0.29; 0.11]
~0.09 [-0.15; -0.04]
0.06 [-0.10: 0.22]
~0.09 [-0.24; 0.05]
-0.11 [-0.21; -0.01]

-0.11 [-0.13; -0.08]
-0.11 [-0.13; -0.08]

Weight Weight
333%  33.2%
10.5% 10.5%

3.6% 3.6%
7.0% 7.0%
5.7% 5.7%
6.1% 6.1%
1.5% 1.5%
21.0%  20.9%
2.3% 2.3%
2.7% 2.7%
6.4% 6.4%
100.0% —-—
-= 100.0%

~loga(p-value)

L_INCO 1602-~
FAM1108-»

FGF-19 (FGF19)-rs7005978

«LOC101929528
L

rs70g)978
e

UBXN2B - SDCBP~~
Ve ‘e

- CYP7A1
”

- NSMAF
.o

2 |t 100

0.8
-06
04

0.2

— 80

|

59

T
59.2

59.4
Pasition on chr8 (Mb)

59.6

(QWy/o) 21Bs UDNBUIGLLODSY



FGF-21 (FGF21) [chr19:49260677 A _C (rs838131) (A/C) N=14295]

Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (874)
ORCADES (982)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (901)

Common effect model
Random effects model

TE SE(TE)
0.185 0.02
0.225 0.04
0.152  0.08
0.088  0.07
0.159  0.05
0.241  0.05
0.096 0.03
0.072 0.08
0.098  0.09
0.087 0.06

——

"
—_—
a

N “S—
1

[E———
1

e
>
<
| | | | | |
-0.3-02-01 0 0.1 0.2 0.3

Heterogeneity: I = 45%, 1° = 0.0018, p =0.06

95%-CIl (common) (random)

0.18 [0.14;0.23]
0.23 [0.16;0.29]
0.15 [0.00; 0.30]
0.09 [-0.06; 0.23]
0.16 [0.06:0.26]

——— 0.24 [0.15;0.33]

0.10 [0.04:0.15]
0.07 [~0.09; 0.23]
0.10 [-0.08: 0.28]
0.09 [-0.03; 0.20]

0.16 [0.14; 0.19]
0.15 [0.11; 0.20]

Weight Weight
37.0% 19.1%
13.7% 14.2%

2.9% 5.7%
3.1% 6.0%
7.0% 10.2%
7.9% 10.9%
18.9% 16.0%
2.6% 5.2%
2.1% 4.4%
4.8% 8.2%
100.0% e
-= 100.0%

~logyo(p-value)

40 -

-

FGF-21 (FGF21)-rs838131

rs838131
®

CARDB-AST—> GRWDI-—> SULT281—> FUT2-> =-BCAT2 NUCB1->  <LHB LIN78-
] " Lo i - LA Hea L} L
ZNF114~=  GRIN2D-> - FAMB3E = MAMSTR =-PLEKHA4  BAX-» «~CGB1 PPFIA3—~
Ll e L] - Laal A L 1 e
|=-CCDC114 KCNJ14-» SPACA4—~> = RASIP1 PPPIR15A-» «-GYS1 < NTF4 <HRC
| e - | L . Ll L .
EMP3— CYTH2—~ = RPL18 - 1ZUMO1 - TULP2 RUVBL2—> «-C190rl73
LJ Lo . - Lol ] '
«— TMEM143 —LMTK3 SPHKZ2—~ «—FUTT -« NUCB1-AS1 CGB2—~ TRPM4—
—_— e - - - 1 -
SYNGR4— -« DBP FGF21— DHDH—~ < CGB3
- - . L '
«KDELR1 -~ CAl1 «—HSDI17814 FTL—- CGB5—~
- - r—a 1 L}
SECIP—~ MIR6798~>
LAl ] 1
‘—‘!INS ‘-LOCXO.7059948
- LOC’O'5447645 ‘—SNIIIR-GZ
) | | | |
48.8 49 49.2 49.4 49.6

Position on chr19 (Mb)

T 100

2

{Q/N2) 2181 UDHEUIGWOD3

5 genes
omitted



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (874)
ORCADES (982)
RECOMBINE (435)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (901)

Common effect model
Random effects model

Heterogeneity: /° = 51%, 1° = 0.0017, p = 0.03

FGF-21 (FGF21) [chr2:27730940_C_T (rs1260326) (T/C) N=14730]

TE SE(TE)
0.126  0.02
0.107 0.04
0.172  0.07
0.198  0.04
0232 0.05
0225 0.05

-0.033 0.10
0.096 0.03

-0.035 0.08
0.150  0.08
0.122  0.05

D
B
'

i

|
]

<>

<
| I | | | |

-0.3-0.2-0.1 0 0.1 0.2 0.3

95%-Cl (common) (random)

0.13
0.11
0.17
0.20

[0.09: 0.17]
[0.03:0.18]
[ 0.04; 0.30]
[0.11:0.28]
0.23 [0.13;0.33]
0.23 [0.14;0.31]
-0.03 [-0.24; 0.17]
0.10 [0.05;0.15]
-0.04 [-0.19; 0.12]
0.15 [-0.00; 0.30]
0.12 [0.03;0.22]

0.13 [0.11; 0.16]
0.14 [0.10; 0.17]

Weight Weight
325% 17.0%
10.5%  11.9%

3.3% 6.1%
78%  10.3%
5.6% 8.6%
6.9% 9.7%
1.3% 2.9%
21.4%  15.3%
2.2% 4.4%
2.3% 4.7%
6.3% 9.2%
100.0% -
-- 100.0%

~logyo(p-value)

FGF-21 (FGF21)-rs1260326

rs1260326
®

«—UCN <= PPMIG =FNDC4
[ [ .

MRPL33~>
"

' - 100

2

{Q/N2) 2181 UDHEUIGWOD3

2 genes
omitted

MAPRE3 > < SLC5A6 ZNF512-» BRE->
e - Ve ———

TMEM214~» ATRAID-> =-MPVI17 NRBP1-» C2orf16->  =-LINCO1460 - RBKS MIR4263

- " Ll L ” - e Aan L on o S '
= AGBL5-AST CAD—+ = GTF3C2 -—|FT172 - CCDC121 - BRE-AST
1 -.- L4 tan] Lo s il L )
AGBLS—~ «—SLC30A3 SNX17-» GCKR—~ GPNi1—>
Lal L L - - Lol
- q5T4 DNAJ.C5G—’ - FT.H1P3 - SL‘?T?L
EMILINT— TRIM54— KRTCAP3—~ SLCAATAP—~
- — » ey
KHK—> GTF3C2-AS1—~
- L
- CGREF1 ~EIF2B4
® -
ABHD1 - -~ ZNF513
" .
- PﬁEB
| | | | |
27.4 27.6 27.8 28 28.2

Position on chr2 (Mb)



FGF-21 (FGF21)-rs13229619

FGF-21 (FGF21) [chr7:73030175_A_G (rs13229619) (A/G) N=14743] Weight Weight

Study TE SE(TE) 95%-Cl (common) (random) 20 - 513229619 e '™
INTERVAL (4896) -0.152  0.03 — -0.15 [-0.21;-0.09]  33.8%  338%
BioFinder (1496) -0.192  0.05 — -0.19 [-0.30; -0.09] 106%  106% 3
EGCUT (487) -0.111  0.09 — -0.11 [-0.29; 0.07) 3.7% 37% 1
KORA (1064) -0.181  0.07 — -0.18 [-0.32; -0.04] 6.0% 6.0% =
NSPHS (874) -0.204 0.07 e -0.20 [-0.34;-0.07) 6.9% 6.9% °
ORCADES (982) -0.192  0.06 e -0.19 [-0.31; -0.08] 8.7% 8.7%
RECOMBINE (448) -0.008 0.15 ; -0.01 [-0.30; 0.29] 1.4% 1.4%
STABILITY (2951) -0.119  0.04 e -0.12 [-0.20; -0.04] 183%  18.3%
STANLEY (@00) 0291 o1 - 029 [050,-008] 279 o7 | e mee —mm vepoe o s

) ! 18 . -\ == =Nl Ao Ao
VIS (901) -0243 008  ——— -0.24 [-0.39; -0.10] 55%  5.5% Z%ff: *’5*’(:2* R ”ffm;"’ff_‘frfm ft:;“;‘;” MR
Common effect model > -0.16 [-0.20; -0.13]  100.0% - N B> i
Random effects model < -0.16 [-0.20; -0.13] -- 100.0% MIR4284—>

! ' ! ! ABHD11-AS 1>
-04 -02 0 02 04 <A
Heterogeneity: I = 0%, 1° < 0.0001, p = 0.65 ] : : " .
72.6 72.8 73 73.2 73.4

Position on chr7 (Mb)

(QU/N9) 2182 LOHBUIQWOISY



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1063)
NSPHS (866)
ORCADES (982)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

FGF-23 (FGF23) [chr20:52731402_A_T (rs6127099) (A/T) N=14287]

TE SE(TE)
0.072 0.02
0.087  0.04
0.032 0.08
0.176  0.05
0.074 0.05
0.124  0.05
0.086  0.03
0.028  0.09
0.177  0.09
0.117  0.05

Common effect model
Random effects model

Heterogeneity: /% = 0%, t° = 0, p=0.70

<
<
| | | | I I
-0.3-0.2-0.1 0 0.1 0.2 0.3

95%-CIl (common) (random)

0.07 [0.03;0.12]
0.09 [0.01;0.17]
0.03 [-0.13;0.19]
0.18 [0.08;0.27]
0.07 [-0.03;0.18]
0.12 [0.02;0.22]
0.09 [0.03;0.14]
0.03 [-0.14; 0.20]
0.18 [-0.00; 0.36]
0.12 [0.01;0.22]

0.09 [0.06; 0.12]
0.09 [0.06;0.12]

Weight Weight
333%  33.3%
11.1% 11.1%

2.8% 2.8%
7.3% 7.3%
6.4% 6.4%
6.8% 6.8%
21.9% 21.9%
2.4% 2.4%
2.1% 2.1%
5.9% 5.9%
100.0% -
-- 100.0%

~loga(p-value)

FGF-23 (FGF23)-rs6127099

12
rs6127099

LOC105372672» - SUMO1P1 - BCAST - CYP24A1
-— ) L o e e o ] nea

~—MIR4756 PFON4—»
| -

0.8
-06
-04

0.2

52.4 52.6 52.8
Position on chr20 (Mb)

~ 100

— 80

(Qu/Wo) 1. uoneUIGIODaY



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1063)
NSPHS (866)
ORCADES (982)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

Heterogeneity: /2 = 82%, 1° = 0.0053, p < 0.01

FGF-23 (FGF23) [chr2:190446541 C_G (rs3811621) (C/G) N=14287]

TE SE(TE)
0235 0.02
0.016  0.04
0.059 0.07
0.024 0.05

~0.030 0.05
0.058 0.05
0.093 0.03
0.077 0.08
0.173  0.09
0.085 0.05

|l|||
|

| — 11
-0.3-0.2-0.1 0 0.1 0.2 03

95%-Cl (common) (random)

0.24 [0.19:0.28]
0.02 [-0.06; 0.10]
0.06 [-0.07;0.19]
0.02 [-0.07;0.12]

-0.03 [-0.13; 0.07]

0.06 [-0.04; 0.16]
0.09 [0.04:0.15]
0.08 [-0.09; 0.24]
0.17 [0.00: 0.34]
0.08 [-0.02; 0.19]

0.12 [0.09; 0.14]
0.08 [0.03;0.14]

Weight Weight
33.3% 13.8%
10.4% 11.5%

3.9% 8.3%
7.2% 10.4%
6.7% 10.2%
6.5% 10.1%
21.2% 183.1%
2.5% 6.6%
2.3% 6.2%
6.0% 9.8%
100.0% -
-=  100.0%

~logyp(p-value)

20 [

15

10

- 0.8
- 0.6
0.4

- 0.2

<« COL5A2
L

FGF-23 (FGF23)-rs3811621

rs3811621

WDR75—+ < SLC40A1 ANKAR— PMS1—>
Lasmi - e [
|=MIR3129 ASNSD1-> =-ORMDL1
' - "
- OSGEPL1
-
OSGEPLJ ~AS1-+
| | |
190 190.2 190.4 190.6

Pasition on chr2 (Mb)

190.8

- 100

80

— 60

- 40

(Quy/wa) 21es uoneuIquosay



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (874)
ORCADES (981)
RECOMBINE (446)
STANLEY (344)
STANLEY (300)
VIS (899)

Common effect model
Random effects model

Heterogeneity: /° = 95%, ©° = 0.0279, p < 0.01

FGF-5 (FGF5) [chr4:81182554_C_T (rs12509595) (T/C) N=11787]

TE SE(TE)
-0.649 0.02
-0.501  0.04
-0.731  0.06
-0.642 0.04
-0.496 0.05
-0.484 0.05
-0.115  0.04
-0.371  0.08
-0.479  0.07
-0.450 0.05

iyt

|
o -
(&)

0.5

95%-CI (common) (random)

~0.65 [-0.69; -0.61]
~0.50 [-0.57; -0.43]
~0.73 [-0.84; -0.62]
-0.64 [-0.73; -0.56]
~0.50 [-0.59; -0.40]
~0.48 [-0.58; -0.38]
~0.11 [-0.19; -0.04]
~0.37 [-0.52; -0.22]
~0.48 [-0.63; -0.33]
~0.45 [-0.55; —0.35]

-0.53 [-0.56; -0.51]
-0.49 [-0.60; -0.38]

Weight Weight
38.4% 10.8%
12.2% 10.5%

5.0% 9.8%
8.5% 10.3%
7.0% 10.1%
6.3% 10.0%
10.4% 10.4%
2.6% 9.0%
2.9% 9.1%
6.7% 10.1%
100.0% e
-= 100.0%

~loga(p-value)

FGF-5 (FGF5)-rs12509595

400 — rs12509595

300 —

200 —

0.8
06
04

- 0.2

Clort22—»

PCAT4~~ < ANTXR2 PRDME >
— » + - s
FGF5-
Lo ]
| | ) | |
80.8 81 81.2 81.4

Pasition on chr4 (Mb)

816

~ 100

80

60

(QWy/o) 21Bs UDNBUIGLLODSY



FIt3L (FLT3LG) [chr11:108311965_A_G (rs11212636) (A/G) N=14724]

Study TE SE(TE)
INTERVAL (4896) ~0.121  0.02
BioFinder (1496) ~0.052  0.04
EGCUT (487) 0.072  0.07
KORA (1064) -0.118  0.04
NSPHS (866) -0.031 0.05
ORCADES (981) -0.141  0.04
RECOMBINE (438)  -0.055  0.06
STABILITY (2951) -0.057 0.03
STANLEY (344) 0.066  0.08
STANLEY (300) 0.019  0.08
VIS (901) -0.059 0.05

Common effect model
Random effects model

Heterogeneity: /2 = 49%, ° = 0.0015, p = 0.03

0 0.1

0.2

95%-CIl (common) (random)

-0.12 [-0.16; -0.08]
~0.05 [-0.12; 0.02]
0.07 [-0.06; 0.20]
-0.12 [-0.20; -0.03]
~0.03 [-0.13; 0.07]
-0.14 [-0.23; -0.05]
~0.06 [-0.18; 0.07]
-0.06 [-0.11;-0.01]
0.07 [-0.09; 0.22]
0.02 [-0.14; 0.18]
~0.06 [-0.15; 0.03]

-0.08 [-0.10; -0.05]
-0.06 [-0.10; -0.03]

Weight Weight
31.9% 17.1%
10.1% 11.5%

3.2% 5.6%
7.2% 9.6%
5.6% 8.3%
7.0% 9.5%
3.4% 6.0%
21.2% 15.3%
2.3% 4.3%
2.1% 4.1%
6.1% 8.7%
100.0% -
-= 100.0%

~logsofp-value)

RAB39A—>
LR

CULS—
ettt —t ittt

FIt3L (FLT3LG)-rs11212636

rs11212636
e &b

08
0.6
04
0.2

108

ATM=-» *KQ&LCZ DDX10~»
- NPAT - C1lorf65 - EXPHS5
| | | |
108.2 108.4 108.6

Position on chri1 (Mb)

~ 100

80

(Qyy/o) 21Bs UDNBUIGLUIODSY



FIt3L (FLT3LG) [chr13:28604007_C_T (rs76428106) (T/C) N=13799]
Weight Weight

Study TE SE(TE) 95%-CI (common) (random)
INTERVAL (4896) -1.037 0.08 : -1.04 [-1.19; -0.88] 42.4% 17.2%
BioFinder (1496) -1.502 0.15 —— -1.50 [-1.79; -1.21] 12.6% 14.3%
KORA (1064) -1.156  0.29 —_— -1.16 [-1.72; -0.59] 3.3% 8.5%
NSPHS (866) -1.375 0.19 —a -1.37 [-1.76; -0.99] 7.2% 12.1%
ORCADES (981) -1.410 0.17 —E -1.41 [-1.74; -1.08] 9.4% 13.2%
STABILITY (2951) -0.653 0.12 i - -0.65 [-0.89; -0.41] 18.5% 15.5%
STANLEY (344) -1573 048 ———— -1.57 [-2.52; -0.62) 1.2% 4.3%
STANLEY (300) -1.068 0.38 —_— -1.07 [-1.82; -0.32] 1.9% 6.0%
VIS (901) -1.243 0.28 —— -1.24 [-1.79; -0.70) 3.6% 8.9%
Common effect model o -1.10 [-1.20; -1.00]  100.0% .
Random effects model [ <>l ' : -1.19 [-1.41; -0.96] -= 100.0%

Heterogeneity: I = 71%, 1 = 0.0685, p < 0.01

~logyg(p-value)

100

80

60 —

- 0.8
0.6
04

- 0.2

FIt3L (FLT3LG)-rs76428106

rs76428106
©

«FLTT

- 100

— 80

- 60

Position on chr13 (Mb)

< [NX2 GSXi1— PDX1—> «FLT3 PAN3—
T ' " s
POLR1D—~ «—PLUT <«CDX2 < PAN3-AST
ot | o e e | L L
ATPSf:'P2—’
UNCO?543-'
- URAD
-
| | | | |
28.2 28.4 28.6 28.8

29

(QW/N9) @1er uoieuIqUodaY



FIt3L (FLT3LG)-rs1866051

FIt3L (FLT3LG) [chr2:65602149_C T (rs1866051) (T/C) N=14732] Weight Weight

Study TE SE(TE) 95%-CIl (common) (random) P 1866051 - 100
INTERVAL (4896) -0.072 0.02 — -0.07 [-0.11; -0.03] 32.2% 32.2%
BioFinder (1496) -0.090 0.04 —— -0.09 [-0.16; -0.02] 10.0% 10.0%
EGCUT (487) 0.038 0.07 4 + 0.04 [-0.09; 0.17] 3.1% 3.1%
KORA (1064) -0.001 0.04 —— -0.00 [-0.08; 0.08] 7.5% 75%  _
NSPHS (866) -0.092 0.05 — -0.09 [-0.19; 0.00] 5.4% 5.4% -1§
ORCADES (981) -0.134 0.05 —— -0.13 [-0.22; -0.04] 6.4% 6.4% L
RECOMBINE (446) -0.093 0.06 -0.09 [-0.21; 0.03] 3.5% 35% &
STABILITY (2951) -0.077 0.08 — -0.08 [-0.13; -0.03] 21.2% 21.2% =
STANLEY (344) -0.061 0.07 ™ -0.06 [-0.20; 0.08] 2.5% 2.5%
STANLEY (300) -0.120 0.08 -0.12 [-0.27; 0.03] 2.2% 2.2%
VIS (901) -0.106  0.05 —— -0.11 [-0.20; -0.01] 6.0% 6.0%
Common effect model <> -0.07 [-0.10; -0.05] 100.0% -
Random effects model < -0.07 [-0.10; -0.05] -= 100.0%
! I J ! «LINC02245  CEPGg—~ ACTR2-> _o-spnéoz
-02 -0.1 0 0.1 0.2 SLCIAd— = RABIA
Heterogeneity: I = 0%, t° = 0, p = 0.54 —— 1 ‘
65.2 65.4 65.6 65.8 66

Position on ¢chr2 (Mb)

(Qyy/o) 21Bs UDNBUIGLUIODSY



FIt3L (FLT3LG)-rs7624160

FIt3L (FLT3LG) [chr3:128381886_G_T (rs7624160) (T/G) N=14719] Weight Weight

Study TE SE(TE) 95%-Cl (common) (random) 20 ~ (57624160 Z | 100
INTERVAL (4896) ~0121 0.2 = ~0.12 [-0.16:-0.08]  326%  27.5% - @3 ol |
BioFinder (1496) -0.180 0.04 —=— -0.18 [-0.25; -0.11] 101% 10.9% 3 0% % 04
EGCUT (487) -0.125 0.06 -0.12 [-0.25; 0.00] 3.4% 40% = o o 8 02 |I- 60
KORA (1064) -0.083  0.05 —— -0.08 [-0.18; 0.01] 58%  66% & 8
NSPHS (866) -0.109 0.05 —— -0.11 [-0.20; -0.02] 6.5% 7.3% 2
ORCADES (981) -0.088 0.05 — -0.09 [-0.18; 0.00] 6.9% 7.7% ‘ -
RECOMBINE (433) -0.078 0.06 - -0.08 [-0.20; 0.04] 3.6% 4.2% Rtag
STABILITY (2951) -0.086 0.03 — -0.09 [-0.14; -0.03] 20.8% 19.8%
STANLEY (344) -0.147  0.07 -0.15 [-0.29; -0.00] 2.5% 3.0%
STANLEY (300) -0.085  0.08 : -0.09 [-0.25; 0.08]  21%  25% e — T oo
- | S S U - . Oo R Oo - + 4 . bereno ———— re-ane e e
VIS (901) 0.006 0.05 0.01 [-0.10; 0.09] 5.7% 6.5% DNAR. 451 “ocamsrre ore-s
Common effect model < -0.11 [-0.13;-0.08] 100.0% - e P el L
Random effects model < -0.11 [-0.13; -0.08] -- 100.0% GATA2-AS1-> <« ISY1-RAB43
I I I I LOC90246 -~
-02-01 0 0.1 02 ORI
Heterogeneity: I° = 0%, ° = 0.0002, p = 0.44 : : : |
128 128.2 128.4 128.6 128.8

Pasition on chr3 (Mb)

(qy/weo) @ikl uolBLIQWODaY



FIt3L (FLT3LG)-rs144317085

FIt3L (FLT3LG) [chr4:105806108 A T (rs144317085) (A/T) N=14722] Weight Weight

Study TE SE(TE) 95%-Cl (common) (random) 12 144317085 ¢ | 100
@ 0
INTERVAL (4896) 0.237 0.06 - 0.24 [0.13;0.35] 33.2% 33.2% & | _52
BioFinder (1496) 0.171 0.11 T 0.17 [-0.04; 0.38] 9.0% 9.0% & 04 |[ €0
EGCUT (487) 0.300 0.16 s 0.30 [-0.01; 0.61] 4.1% 4.1% e 0.2
KORA (1064) 0.246 0.13 —— 0.25 [-0.00; 0.49] 6.6% 6.6% _
NSPHS (866) 0.266 0.12 —— 0.27 [0.02;0.51] 6.9% 6.9% %’
ORCADES (981) 0.225 0.13 —F 0.22 [-0.02; 0.47] 6.7% 6.7% 1.
RECOMBINE (436) 0.116  0.21 } 0.12 [-0.30; 0.53] 2.4% 2.4% &
STABILITY (2951) 0.221 0.07 —— 0.22 [0.07;0.37] 19.0% 19.0% T
STANLEY (344) -0.235 0.24 : -0.24 [-0.71; 0.24] 1.8% 1.8%
STANLEY (300) 0.192 0.31 : 0.19 [-0.41; 0.79] 1.1% 1.1%
VIS (901) 0.235 0.1 — 0.24 [0.03;0.44] 9.3% 9.3%
Common effect model <> 0.22 [ 0.16; 0.28] 100.0% -
Random effects model < 0.22 [ 0.16; 0.28] -= 100.0%
' ! «CXXC4 TET2-> ~PPA2,
-0.5 0 0.5 CXXC4-AS1—~> - TET2-AS1
Heterogeneity: I° = 0%, ©° = 0, p = 0.92 — T ‘ -
105.4 105.6 105.8 106 106.2

Position on chr4 (Mb)

Qo) ales uonBUIGIoIaY



FIt3L (FLT3LG) [chr5:1282319_A_C (rs7726159) (A/C) N=14733]

Study TE SE(TE)
INTERVAL (4896) -0.115  0.02
BioFinder (1496) -0.160  0.04
EGCUT (487) -0.104  0.08
KORA (1064) -0.231 0.06
NSPHS (866) -0.091  0.05
ORCADES (981) -0.129  0.05
RECOMBINE (447)  -0.040 0.06
STABILITY (2951) -0.132  0.03
STANLEY (344) 0.023  0.08
STANLEY (300) -0.127  0.09
VIS (901) -0.063 0.06

Common effect model
Random effects model

Heterogeneity: I = 9%, ° < 0.0001, p = 0.36

3

<
<
1 I
-0.3-0.2-0.1 0 0.1 0.2 0.3

95%-CIl (common) (random)

~0.12 [-0.16; -0.07)
-0.16 [-0.23; -0.09]
~0.10 [-0.25; 0.04]
-0.23 [-0.35; -0.12]
~0.09 [-0.19; 0.01]
-0.13 [-0.23; -0.03]
~0.04 [-0.17: 0.09]
-0.13 [-0.19; -0.08]
0.02 [-0.13; 0.18]
~0.13 [-0.30; 0.05]
~0.06 [-0.18; 0.05]

-0.12 [-0.14; -0.09]
-0.12 [-0.14; -0.09]

Weight Weight
345%  34.4%
11.4% 11.4%

2.9% 2.9%
4.6% 4.6%
6.8% 6.8%
6.2% 6.3%
4.0% 4.0%
20.1%  20.1%
2.5% 2.5%
2.1% 2.1%
4.8% 4.8%
100.0% ——
-= 100.0%

-10go(p-value)

«— ZDHHC11
H—smeiiie

FIt3L (FLT3LG)-rs7726159

rs7726159

- Mlll?427 7

«—LOC100506688 < CTD-3080P12.3 < CLPTMIL —LPCAT!I <« LOC728613
- - - P —t
< BRD3 NKD2—> SLC6A19~—~ <~ LINCO1511 <« MIR6075
Maa - ‘- L ]
TRIP13~> = SLCI12A7 SLC6A18—~ «-SLC6A3 = SDHAP3

LARE ] LU L L LA LI Ll

- MIR4635 - TERT
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- MIR4457

'

| | | | |
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Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
RECOMBINE (434)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

Heterogeneity: I = 71%, t° = 0.0150, p < 0.01

hGDNF (GDNF) [chr5:37854688_A_T (rs62360376) (A/T) N=14722]

TE SE(TE)
0425 0.03
0528  0.06
0253 0.12
0.179  0.08
0.266  0.09
0.583  0.08
0.118  0.08
0.383 0.05
0.341  0.13
0392 0.14
0433  0.08

——

'
| ———
'

e ——— :

-
———

———
R
*.
-
>
=

|
-0.6

| =0
-02 0 0204 06

i —=— 0.58

95%-CIl (common) (random)

0.42
0.53
0.25
0.18
0.27

[ 0.36; 0.49]
[0.41;0.65]
[0.01;0.50]
[0.03; 0.33]
[0.09; 0.44]
[0.42;0.74]
0.12 [-0.04; 0.27]
0.38 [0.29;0.47]
0.34 [0.09;0.59]
0.39 [0.13;0.66]
0.43 [0.27;0.60]

0.39 [ 0.35;0.43]
0.36 [0.27; 0.45]

Weight Weight
34.8% 12.4%
10.1% 10.6%

2.5% 6.6%
6.9% 9.7%
4.8% 8.7%
6.0% 9.3%
6.2% 9.4%
18.7% 1.7%
2.3% 6.3%
2.1% 6.0%
5.5% 9.1%
100.0% ——
-= 100.0%

~logo(p-value)

80 -

hGDNF (GDNF)-rs62360376

WDR70~~

rs62360376

=¥
®
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GDNF-AST1—»
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T
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Position on chr5 (Mb)
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HGF (HGF)-rs59950280
HGF (HGF) [chr4:3452345_A_G (rs59950280) (A/G) N=13222]

Weight Weight . o —_— s
Study TE SE(TE) 95%~-CI (common) (random)
INTERVAL (4896) 0.103 0.02 —5 0.10 [0.06;0.15] 36.0% 29.4%
BioFinder (1496) 0.163 0.04 ——+— 0.16 [0.09; 0.24] 11.8% 13.1% =
EGCUT (487) 0.093 0.07 0.09 [-0.05; 0.24] 32%  4.1% =
NSPHS (866) 0.063 0.05 —1——— 0.06 [-0.03;0.16] 7.3% 8.7% &
ORCADES (980) 0.120 0.05 —0— 0.12 [0.02;0.22] 6.4% 7.8% ga
STABILITY (2951) 0.166  0.03 i 017 [0.11;022] 23.7% 22.4% I
STANLEY (344) 0.098 0.08 ; 0.10 [-0.07; 0.26] 2.4% 3.1%
STANLEY (300) 0.086 0.08 0.09 [-0.06; 0.23] 3.0% 3.8%
VIS (902) 0.097 0.05 =+ 0.10 [-0.01; 0.20] 6.2%  7.5%
Common effect model < 0.12 [0.10;0.15]  100.0% i ,
Random effects model < 0.12 [ 0.09; 0.15] -- 100.0% | NORTE-AGT= MIMTDIZ HaDEs:  LNGIE ADRASG:S:! - PANBOET]
I I | | -NOP14 HTT—> RGS12-» «LAPAP! ~LINC02171
-02 -0.1 0 0.1 0.2 GRKd4-» DOK7->
Heterogeneity: /* = 0%, t° = 0.0003, p = 0.57 —HTT-AS
3 3.2 3.4 3.6 3.8

Pasition on chr4 (Mb)
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Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (980)
RECOMBINE (447)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

HGF (HGF) [chr7:81359051_C_T (rs5745687) (T/C) N=14733]

TE SE(TE)
-0.154  0.04
-0.226  0.08
~0.070 0.14
-0.361  0.09
-0.374 0.13
-0.012  0.12
-0.037 0.1
-0.285 0.05
-0.148  0.16
-0.029 0.15
-0.176  0.09

<
<
| | | | | 1

-06-04-02 0 02 04 06

Heterogeneity: I = 36%, t° = 0.0041, p = 0.11

95%-CIl (common) (random)

-0.15 [-0.23; -0.07)
-0.23 [-0.37; -0.08]
~0.07 [-0.35; 0.21]
~0.36 [-0.54; -0.19]
-0.37 [-0.63;-0.12]
-0.01 [-0.25; 0.22]
~0.04 [-0.25; 0.17]
-0.28 [-0.39; -0.18]
~0.15 [-0.46: 0.16]
-0.03 [-0.33; 0.27]
-0.18 [-0.36; 0.01]

-0.19 [-0.24; -0.15]
-0.19 [-0.26; -0.12]

Weight Weight
356%  20.4%
10.2% 11.9%

2.9% 4.8%
7.3% 9.7%
3.4% 5.4%
4.0% 6.3%
5.0% 7.4%
20.0% 16.7%
2.3% 4.0%
2.5% 4.3%
6.7% 9.1%
100.0% -
-= 100.0%

~logsofp-value)

15—

0.8

HGF (HGF)-rs5745687

rs5745687
®

- LOC105369146 - HGF
——— B a4

=~ CACNA2D1

~4ooio0rzss7

LOCT101927356~
-

| |
81 81.2 81.4
Pasition on chr7 (Mb)
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Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (874)
ORCADES (982)
RECOMBINE (448)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model

Random effects model

IL-10 (IL10) [chr11:117864063_A_G (rs3135932) (A/G) N=14744]

Weight Weight

TE SE(TE) 95%-CI (common) (random)
-0.184  0.03 B -0.18 [-0.24;-0.13]  33.1%  33.1%
-0204 005 ~—=— 020 [-0.29;-0.11]  114%  11.4%
-0.113  0.08 - -0.11 [-0.27; 0.04] 38%  3.8%
-0.123  0.06 — e -0.12 [-0.25; -0.00] 60%  6.0%
-0.128  0.06 — -0.13 [-0.25; -0.00] 56%  5.6%
-0.119  0.05 —— -0.12 [-0.23; -0.01] 81%  8.1%
-0.126  0.09 -0.13 [-0.29; 0.04] 33%  3.3%
-0.177  0.04 — -0.18 [-0.25;-0.11]  18.3%  18.3%
-0.138  0.10 : -0.14 [-0.33; 0.05] 26%  2.6%
-0.151  0.10 j ~0.15 [-0.35: 0.04] 24%  2.4%
-0.063  0.07 R -0.06 [-0.19: 0.07] 55%  5.5%
< -0.16 [-0.19; -0.13]  100.0% -

> __ -0.16 [-0.19;-013] - 100.0%

-0.3-0.2-0.1 0 0.1 0.2 0.3

Heterogeneity: 1 = 0%, t° = 0, p = 0.82

~logyo(p-value)

25

20

IL-10 (IL10)-rs3135932

rs3135932 i
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0.6
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- 0.2

~ 100

~ 80
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- LOC100131626
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IL-10 (IL10)-rs12123181
IL-10 (IL10) [chr1:206954566_A_G (rs12123181) (A/G) N=14296]

Weight Weight

- 100
Study TE SE(TE) 95%-Cl (common) (random) : rel21za181
INTERVAL (4896) -0.111 0.03 . 3 -0.11 [-0.16; -0.06] 33.7% 33.6%
BioFinder (1496) -0.009 0.05 - - ~0.01 [-0.10; 0.08]  102%  10.2% -
EGCUT (487) -0.043  0.09 —_—— ~0.04 [-0.21; 0.13] 31%  31% 3
KORA (1064) -0.105  0.06 — -0.10 [-0.21; 0.00) 73%  7.3% &
NSPHS (874) -0.048 0.06 e -0.05 [-0.16; 0.086] 7.3% 73% o
ORCADES (982) -0.102 0.06 —&— -0.10 [-0.21; 0.01] 7.5% 7.5% 1
STABILITY (2951) -0.109  0.03 = ~0.11 [-0.18;-0.04]  19.9%  19.9%
STANLEY (344) -029 009 ————— -0.29 [-0.48; -0.11] 2.6% 2.6%
STANLEY (300) -0.056  0.11 -0.06 [-0.26; 0.15] 2.1% 2.1%
VIS (902) -0.171 0.06 —— -0.17 [-0.29; -0.05] 6.4% 6.4%

E  SRGAP2—>  RASSF5—> MAPKAPK2—»  IL19> IL24—~  <Clorf116
Common effect model < -0.10 [-0.13; -0.07] 100.0% - SAGAP2D-» «EIF2D <10 IL20~ <FCAMR PFKFB2—
Random effects model | | <> | | -0.10 [-0.13; -0.07] -- 100.0% T s g T ) N

04 -02 0 02 04 MiRe798~ e e
Heterogeneity: 12 = 19%, ° < 0.0001, p = 0.27 . . . l o iang .
206.6 206.8 207 207.2 207.4

Position on chr1 (Mb)

(QW/N9) 21e: uDBUIQUIDIaY



Study

INTERVAL (4896)
BioFinder (1496)
KORA (1064)
ORCADES (982)
RECOMBINE (448)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

IL-10 (IL10) [chr6:32434716_A_C (rs28377109) (A/C) N=13383]

TE SE(TE)
0.224 0.3
0.129  0.06

~0.040 0.07
0.200 0.08
0.161  0.09
0.085 0.04
0.105  0.11
0.391 0.13
0.206 0.10

e
———
1
——
1
1
————————
1

———
>
<

T 1 1
-06-04-02 0 02 04 06

Heterogeneity: 1 = 56%, ©° = 0.0048, p = 0.02

95%-Cl (common) (random)

0.22 [0.16;0.29]
0.13 [0.01;0.25]
-0.04 [-0.18; 0.10]
0.20 [0.04;0.36]
0.16 [-0.02; 0.34]
0.09 [0.00;0.17]
0.10 [-0.11: 0.32]
0.39 [0.13;0.65]
0.21 [0.01;0.41]

0.16 [0.12; 0.20]
0.15 [0.08;0.22]

Weight Weight
39.7% 19.7%
11.1% 13.6%

7.4% 11.3%
6.1% 10.1%
4.8% 8.8%
21.4% 17.2%

3.3% 6.7%
2.3% 5.1%
3.9% 7.6%

100.0% -
-~ 100.0%

~logyo(p-value)

IL-10 (IL10)-rs28377109

rs28377109
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IL10RB (IL10RB) [chr1:179682087_A_G (rs142421172) (A/G) N=12840]

Weight Weight
Study TE SE(TE) 95%~Cl (common) (random)
INTERVAL (4896) 0.187 0.05 e 0.19 [0.08;0.29] 33.7%  26.3%
BioFinder (1496) 0.303 0.10 —_ 0.30 [0.11;0.49] 10.1% 11.7%
EGCUT (487) 0499 0.16 ——— 0.50 [0.19;0.81] 4.0% 5.2%
KORA (1064) 0.159 0.12 | 0.16 [-0.07; 0.39] 7.2% 8.9%
NSPHS (866) 0.044 0.10 —— 0.04 [-0.16; 0.25] 9.0% 10.6%
RECOMBINE (436) 0.210 0.10 —— 0.21 [0.01;0.41] 8.9% 10.5%
STABILITY (2951) 0.286 0.06 - 0.29 [0.16;0.41] 23.0% 21.0%
STANLEY (344) -0.101  0.21 - -0.10 [-0.51; 0.30] 2.3% 3.1%
STANLEY (300) -0.151  0.22 : -0.15 [-0.59; 0.29] 1.9% 2.7%
Common effect model < 0.21 [0.15;0.27]  100.0% -
Random effects model : <> ] 0.20 [ 0.13; 0.28] -= 100.0%

-0.5 0
Heterogeneity: I = 41%, 1° = 0.0025, p = 0.09

~logo(p-value)

IL10RB (IL10RB)-rs142421172
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Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (981)
RECOMBINE (428)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (901)

Common effect model
Random effects model

IL10RB (IL10RB) [chr21:34659396_A G (rs2266590) (A/G) N=14714]

Weight Weight

TE SE(TE) 95%-Cl (common) (random)
-0.493  0.02 : ~0.49 [-0.53;-0.46] 31.7%  10.8%
-0.390 0.03 - ~0.39 [-0.46; -0.32] 97%  9.9%
-0533 006 —— ~0.53 [-0.64; -0.42] 36%  8.2%
-0.374 0.04 - ~0.37 [-0.46; -0.29] 6.7%  9.4%
-0.423 005 « —— ~0.42 [-0.52; -0.33] 47%  8.8%
-0451 004  —=- -0.45 [-0.53; -0.37] 6.7%  9.4%
-0.143  0.04 P ~0.14 [-0.22; -0.07] 78%  9.6%
-0.375 0.03 = -0.38 [-0.42;-0.33]  186%  10.5%
-0.377 0.06 = ~0.38 [-0.50; —0.25] 30%  7.8%
-0.373 0.08 —— -0.37 [-0.53;-0.22] 1.9% 6.5%
-0.405 0.05 —— ~0.41 [-0.50; -0.32] 55%  9.1%
o -0.41 [-0.43; -0.39]  100.0% -

I 039 [-045;-0.33] —  100.0%

-06-04-02 0 02 04 06

Heterogeneity: /° = 87%, ©° = 0.0086, p < 0.01

IL10RB (IL10RB)-rs2266590

152266590 r
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IL-12B (IL12B) [chr12:111884608_C_T (rs3184504) (T/C) N=11785]

Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
RECOMBINE (448)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

Heterogeneity: /° = 25%, ©° = 0.0010, p = 0.21

TE SE(TE)
0173  0.02
0.110  0.04
0.146  0.06
0.148  0.04
0.146  0.05
0.046  0.05
0.071  0.08
0.101  0.07
0.021  0.08
0.083 0.05

I |
-0.2 -0.1

0

0.1

0.2

Weight Weight

95%-CIl (common) (random)

0.17 [0.13;0.21] 42.4%  28.7%
0.11 [0.04;0.18] 12.8% 14.1%
0.15 [0.02;0.27] 4.1% 6.3%
0.15 [0.06;0.23] 9.6% 11.8%
0.15 [0.04;0.25] 6.2% 8.7%
0.05 [-0.04; 0.14] 8.2% 10.6%
0.07 [-0.08;0.22] 3.0% 4.9%
0.10 [-0.04; 0.24] 3.5% 5.5%
0.02 [-0.14;0.18] 2.5% 4.2%
0.08 [-0.01;0.18] 7.6% 10.1%
0.13 [0.11;0.16] 100.0% -
0.12 [ 0.08; 0.15] -= 100.0%

-l0go(p-value)

25 r rs3184504
09e ©

. 0.8 ® o ®
20 - | B§-06 &
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- 0.2 @
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16}
10 ¢ ° o
2 [¢) o

IL-12B (IL12B)-rs3184504
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IL-12B (IL12B)-rs76428106
IL-12B (IL12B) [chr13:28604007_C_T (rs76428106) (T/C) N=13800]

Weight  Weight ] =r ($76428106 e
Study TE SE(TE) 95%-Cl (common) (random) ¢
INTERVAL (4896) -0.363 0.08 — -0.36 [-0.52; -0.20] 43.0% 22.9%
BioFinder (1496) -0.395 0.15 —_— -0.40 [-0.69; -0.10] 12.3% 15.0% 3
KORA (1064) -0.507 0.29 _ -0.51 [-1.07; 0.05)] 35%  6.8% °
NSPHS (866) -0.636 0.21 —— ~0.64 [-1.05; -0.22] 64%  104% <
ORCADES (982) -0.351 0.18 —'— -0.35 [-0.70; -0.01] 9.2% 12.9% 5
STABILITY (2950) -0.008 0.12 ) — g -0.01 [-0.25; 0.23]  187%  18.0%
STANLEY (344) -0.121  0.50 : -0.12 [-1.10; 0.85) 12%  2.7%
STANLEY (300) -0.774  0.38 - ~0.77 [~1.52; -0.03] 20%  4.3%
VIS (902) -0.726  0.28 — -0.73 [-1.27;-0.18] 3.7% 7.0%
Common effect model <> -0.34 [-0.45; -0.24]  100.0% - ——i2, eI~ PO~ LBEE PANS™ e
Random effects model < -0.38 [-0.54; -0.21] -- 100.0% POLBID LT, $CDKD i o PRGN
| | | | | | ATPSEP2—+

-156 -1 =05 0 05 1 15 LINCOY543~>

Heterogeneity: I = 39%, ° = 0.0249, p = 0.11 —uAAD

| | | |

28.2 28.4 28.6 28.8 29
Position on chri3 (Mb)
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Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
STABILITY (2950)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

IL-12B (IL12B) [chr14:103230758_C_G (rs12588969) (C/G) N=14287

Weight Weight
TE SE(TE) 95%-CI (common) (random)
-0.156  0.02 . -0.16 [-0.20; -0.11] 34.6% 17.9%
-0.162  0.04 —— -0.16 [-0.24; -0.09] 108%  12.6%
-0262 0.07 ————i -0.26 [-0.39; -0.13] 3.6% 6.7%
-0.093 0.05 E— -0.09 [-0.20; 0.01] 5.8% 9.1%
-0.051  0.06 —— -0.05 [-0.16; 0.06] 4.8% 8.1%
-0.122  0.05 —— -0.12 [-0.21; -0.03] 74%  10.5%
-0.054 0.03 ¢ —— -0.05 [-0.11; -0.00] 22.6% 16.2%
-0.197  0.09 : -0.20 [-0.37; -0.02] 2.0% 4.4%
-0.149  0.09 : -0.15 [-0.32; 0.02] 2.2% 4.7%
-0.202 0.05 —— -0.20 [-0.30; -0.10] 6.3% 9.6%
&> -0.13 [-0.15; -0.10]  100.0% e
<> -0.14 [-0.18; -0.09] -= 100.0%

| |

-0.2 0 0.2

Heterogeneity: /° = 53%, ©° = 0.0020, p = 0.02

-10go(p-value)

25

IL-12B (IL12B)-rs12588969

J rs12588969

== MOK

TECPRZ—> RCOAT—> TRAF3—> < CDC42BPB  TNFAIP2—>

ZNFB39—> « ANKRDS AMN-> LOC107984640->
L L] " -
«CINP MIR4309-> EXOC3L4~>
LAl ' -
< LINC00677
- LINC00605
| | |

102.8 103 103.2 103.4 103.6

Position on chri4 (Mb)

- 100

(QW/Wo) a1es uoiEuIQUOdaY



IL-12B (IL12B) [chr14:68760141_C_T (rs1950897) (T/C) N=14735]

Study TE SE(TE)
INTERVAL (4896) 0.085 0.02
BioFinder (1496) 0.082  0.04
EGCUT (487) 0.070  0.08
KORA (1064) 0.129  0.05
NSPHS (866) 0.126  0.06
ORCADES (982) 0.124  0.05
RECOMBINE (448) 0.003  0.09
STABILITY (2950) 0.064  0.03
STANLEY (344) 0.162  0.08
STANLEY (300) ~0.115  0.09
VIS (902) 0.027 0.05

Common effect model
Random effects model

Heterogeneity: ° = 4%, 7° < 0.0001, p = 0.41

——

i
T TU—
1
e
e———
———

95%-Cl (common) (random)

0.08 [0.04;0.13]
0.08 [0.00;0.16]
0.07 [-0.08; 0.22]
0.13 [0.04;0.22]
0.13 [0.01;0.25]
0.12 [0.03;0.22]
0.00 [-0.17;0.17]
0.06 [0.01;0.12]

0.16 [-0.00; 0.33]
-0.12 [-0.29; 0.06]
0.03 [-0.08; 0.13]

0.08 [0.05;0.10]
0.08 [0.05;0.10]

1 1
-0.3-0.2-0.1

0 0.1 02

|
0.3

Weight Weight
33.4%  33.2%
9.9% 10.0%
2.8% 2.8%
7.6% 7.6%
4.4% 4.4%
6.8% 6.9%
2.2% 2.2%
22.7%  22.6%
2.4% 2.4%
2.0% 2.0%
6.0% 6.0%
100.0% -
-= 100.0%

~logsofp-value)

10 -

- ZFYVE26
o

IL-12B (IL12B)-rs1950897

rs1950897

RAD518-»

- LOC 1(30996664

- ZFP36L 1.

|

68.8
Position on chri4 (Mb)
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~ 100
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Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
STABILITY (2950)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model

IL-12B (IL12B) [chr3:188115682_A_C (rs9815073) (A/C) N=14287]

TE SE(TE)
0.347 0.02
0.240 0.04
0.364 0.07
0.311  0.05
0.360 0.06
0.257 0.05
0210 0.03
0.249 0.09
0210 0.09
0.247 0.05

Random effects model

Heterogeneity: 1° = 57%, ° = 0.0021, p = 0.01

\
(N

.
—t
4

95%-Cl (common) (random)

0.35 [0.30; 0.39]
0.24 [0.17;0.31]

———— 0.36 [0.23; 0.50]

o 0---

|
0.4

|
-0.2

0

l |
02 04

0.31 [0.22: 0.40]
0.36 [0.24; 0.48]
0.26 [0.16; 0.35]
0.21 [0.15;0.27]
0.25 [0.07; 0.43]
0.21 [0.04;0.38]
0.25 [0.15; 0.35]

0.29 [0.26; 0.31]
0.28 [0.24; 0.32]

Weight Weight
33.9% 17.7%
12.0% 13.0%

3.4% 6.4%
7.3% 10.3%
4.8% 8.1%
7.2% 10.3%
21.0% 15.8%
2.1% 4.4%
2.1% 4.5%
6.3% 9.5%
100.0% -
-- 100.0%

~log,o(p-value)
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40

20

< LINCO1991
)

IL-12B (IL12B)-rs9815073
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®
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2z | 100
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187.8
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IL-12B (IL12B)-rs11130215

IL-12B (IL12B) [chr3:5026008 A_G (rs11130215) (A/G) N=14733]

Weight Weight -

Study TE SE(TE) 95%-Cl (common) (random) T i 100
INTERVAL (4896) -0.141  0.03 = -0.14 [-0.19; -0.09] 318% 21.5%
BioFinder (1496) -0.008 0.05 ,_.|_ -0.01 [-0.10; 0.09] 9.8% 11.4%
EGCUT (487) -0.008 0.08 —— -0.01 [-0.16; 0.14] 3.8% 5.5%
KORA (1064) -0.215  0.07 —_— -0.21 [-0.34; -0.09] 5.2% 71% 3
NSPHS (866) -0.087 0.06 e -0.09 [-0.21; 0.04] 5.6% 76% ¢
ORCADES (982) -0.030 0.06 —— -0.03 [-0.14; 0.08] 7.5% 9.4% %
RECOMBINE (446) -0.069 0.09 — -0.07 [-0.25; 0.11] 2.8% 42% £
STABILITY (2950) -0.095 0.08 — -0.09 [-0.16; -0.03] 23.7% 18.9% |
STANLEY (344) -0.091  0.09 : -0.09 [-0.27; 0.09] 2.7% 4.1%
STANLEY (300) -0.200 0.11 : -0.20 [-0.41; 0.01] 2.0% 3.1%
VIS (902) -0.114  0.07 * -0.11 [-0.24; 0.02] 5.1% 7.1%
Common effect model < -0.10 [-0.13; -0.07] 100.0% -
Random effects model < -0.10 [-0.13; -0.06] -- 100.0% +ITPR1-AS! ~EGOT < BHLHE40-AS1 ARLEB >
' I I ! ITPR1-> BHLHE40-> EDEM!
-04 -02 0 02 04 S — MIR790

Heterogeneity: /* = 23%, ©° = 0.0011, p = 0.22 , ‘ | .
4.6 4.8 5 5.2 5.4
Pasition on chr3 (Mb)
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Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
RECOMBINE (433)
STABILITY (2950)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

Heterogeneity: I° = 78%, t° = 0.0038, p < 0.01

IL-12B (IL12B) [chr5:158792819_C_G (rs10076557) (C/G) N=14720]

TE SE(TE)
-0.582  0.02
-0.447  0.04
-0.451  0.07
-0.508  0.04
-0.524  0.06
~0.470  0.05
-0.296  0.08
-0.379 0.03
-0.441  0.08
-0.483  0.08
-0.487  0.05

11 01 1
-06-04-02 0 02 04 06

95%-CIl (common) (random)

~0.58 [-0.62; -0.54]
~0.45 [-0.52; -0.37]
~0.45 [-0.59; -0.31]
~0.51 [-0.59; -0.42]
~0.52 [-0.64; -0.41]
~0.47 [-0.56; -0.38]
~0.30 [-0.45; -0.14]
-0.38 [-0.43; -0.32]
~0.44 [-0.59; -0.29]
-0.48 [-0.65; -0.32]
~0.49 [-0.59; -0.39]

-0.49 [-0.52; -0.47]
-0.47 [-0.52; -0.42]

Weight Weight
36.0% 13.9%
10.0% 11.2%

3.0% 6.8%
7.8% 10.4%
4.5% 8.3%
7.0% 10.0%
2.3% 5.7%
19.1% 12.8%
2.6% 6.2%
2.1% 5.5%
5.7% 9.2%
100.0% -
-= 100.0%

~logg(p-value)

400

300

200

100

- 0.8
0.6
04

- 0.2

[« EBF1

IL-12B (IL12B)-rs10076557

rs10076557
[o=% =15}

~- 100
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— 60

< ANF145 «IL128 «LINCO1845 «LINCO1847 |
. Wree e - [0 —_—

LINC02202-> LINCO1932-~>

] L
UBLCP1-»
ol
LOC285626—~
e
| | | | |
158.6 158.8 159 159.2

158.4

Position on chrS (Mb)
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Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
RECOMBINE (448)
STABILITY (2950)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

Heterogeneity: I? = 0%, 1° = 0.0002, p = 0.65

IL-12B (IL12B) [chr6:31154493 A_G (rs3130510) (A/G) N=14735]

TE SE(TE)
0.138  0.02
0032 0.04
0.057 0.08
0.085 0.05
0.191  0.08
0.140 0.05
0.053  0.09
0.136  0.03
0.073  0.09
0.112  0.10
0.088  0.06

— 0 .<>_ -

T 1 1
-0.3-0.2-0.1 0 0.1 0.2 0.3

95%-CIl (common) (random)

0.14 [0.09;0.18]
0.03 [-0.05; 0.12]
0.06 [-0.10;0.21]
0.09 [-0.01;0.18]
0.19 [0.03;0.35]
0.14 [0.04;0.24]
0.05 [-0.13; 0.24]
0.14 [0.07;0.20]
0.07 [-0.11; 0.26]
0.11 [-0.08; 0.31]
0.09 [-0.03; 0.20]

0.12 [0.09;0.14]
0.11 [0.08; 0.14]

Weight Weight
36.5%  32.5%
10.0% 10.7%

3.1% 3.5%
7.7% 8.4%
2.9% 3.3%
7.9% 8.6%
2.2% 2.5%
19.8% 19.6%
2.3% 2.5%
2.0% 2.3%
5.6% 6.2%
100.0% -
-= 100.0%

~logyo(p-value)

IL-12B (IL12B)-rs3130510

3130510

? N
s )
P

5

5]
L J
13
&
w0
@

Position on chré (Mb)

|=—PPPIR18 DDR1-» MUC21—> <« C6orf15 «HLA-C MICA-~  MICB—> LTA-» <-BAGE
] L] - 1 . - e . -
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- ' - » ' ' i
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IL-15RA (IL15RA) [chr10:6002368_G_T (rs2228059) (T/G) N=11344]

Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (874)
ORCADES (981)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

TE SE(TE)
0415 0.02
0.243  0.04
0495 0.06
0.309 0.04
0398  0.05
0.389  0.04
0285 0.07
0.288  0.07
0336  0.05

Weight Weight

95%-Cl (common) (random)

0.41 [0.38;0.45) 433%  16.0%

— 0.24 [0.17;0.31] 13.1%  13.3%
—— 0.49 [0.38; 0.61] 4.7% 9.3%
—t 0.31 [0.23; 0.39] 9.0% 12.0%
—+—  0.40 [0.31;0.49] 7.4%  11.2%
——  0.39 [0.31;0.47] 8.9% 11.9%
_ 0.29 [0.14;0.43] 3.1% 7.5%
e 0.29 [0.15; 0.43] 3.2% 7.6%
— 0.34 [0.24;0.43] 75%  11.3%
o 0.37 [0.34;0.39] 100.0% —
N 1 <>] l0.35 [0.30; 0.41] --  100.0%

-06-04-02 0 02 04 06

Heterogeneity: I° = 72%, t° = 0.0039, p < 0.01

~logy(p-value)

IL-15RA (IL15RA)-rs2228059
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IL-17C (IL17C) [chr16:88684495_G_T (rs17700884) (T/G) N=11775]

Study TE SE(TE)
INTERVAL (4896) -0.104  0.02
BioFinder (1496) ~0.171  0.04
EGCUT (487) -0.072  0.07
KORA (1064) ~0.080 0.06
NSPHS (874) -0.067 0.05
ORCADES (982) -0.074  0.05
RECOMBINE (430)  -0.068  0.05
STANLEY (344) -0.134  0.08
STANLEY (300) -0.085 0.07
VIS (902) -0.141  0.06

Common effect model
Random effects model

Heterogeneity: /2 = 0%, 1° = 0, p = 0.75

——
)
—k

e
)

'
i
1
————
'

'
—_——
'

R VAV —

R— T LI

<

| | T |
-02-01 0 0.1 02

95%-CI (common) (random)

~0.10 [-0.15; 0.086]
~0.17 [-0.24: -0.10]
~0.07 [-0.20; 0.06]
~0.08 [-0.20; 0.04]
~0.07 [-0.16; 0.03]
-0.07 [-0.17; 0.02]
~0.07 [-0.17: 0.04]
~0.13 [-0.29: 0.02]
~0.09 [-0.23; 0.06]
~0.14 [-0.25; -0.03]

-0.10 [-0.13; -0.08]
-0.10 [-0.13; -0.08]

Weight Weight
408%  40.8%
13.7% 13.7%

4.3% 4.3%
5.1% 5.1%
8.4% 8.4%
8.6% 8.6%
6.8% 6.8%
2.8% 2.8%
3.5% 3.5%
6.1% 6.1%
100.0% o
-= 100.0%

~logyo(p-value)
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Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (874)
ORCADES (982)
RECOMBINE (446)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

IL-18 (IL18) [chr11:112025306_A_C (rs5744249) (A/C) N=14742]

TE SE(TE)
0.104  0.02
0.334 0.04
0.264 0.07
0.247  0.05
0.283  0.06
0.296 0.05
0.156  0.07
0.242  0.03
0.178  0.09
0.052 0.09
0.243  0.06

95%-CIl (common) (random)

=5 0.10 [0.06;0.15]
| —=— 0.33 [0.25;0.42]
—~——— 0.26 [0.12;0.40]
—=—  0.25 [0.15;0.34]
———— 0.28 [0.17;0.40]
f—s— 0.30 [0.20;0.40]

———+——  0.16 [0.02;0.29]

%= 024 [0.18;0.30]

0.18 [-0.01; 0.36]

- 0.05 [-0.12;0.22]
——=— 0.24 [0.13;0.36]

< 0.20 [0.18;0.23]
< 0.22 [0.17; 0.28]
T

|
-0.4

Heterogeneity: /2 = 75%, t° = 0.0047, p < 0.01

|
-0.2

0

02 04

Weight Weight
33.1% 13.5%
10.5% 11.0%

3.5% 7.2%
7.6% 10.0%
5.3% 8.7%
7.0% 9.7%
4.0% 7.6%
19.3% 12.6%
2.0% 5.2%
2.5% 5.9%
51% 8.6%
100.0% -
-= 100.0%

~l0ga(p-value)
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Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (874)
ORCADES (982)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model

Random effects model

Heterogeneity: /° = 86%, ©° = 0.0083, p < 0.01

IL-18 (IL18) [chr2:32489851 C_T (rs385076) (T/C) N=14296]

Weight Weight
95%-CI (common) (random)

TE SE(TE)
-0.069 0.02
-0.205 0.04
-0.353 0.06
-0.334 0.05
-0.282 0.05
-0.338 0.05
-0.192  0.03
-0.184  0.09
-0.079  0.08
-0.266  0.05

007 [-0.11;-0.03]  33.0% 12.5%
021 [-0.28:-0.13]  10.7%  11.2%
~0.35 [-0.48; -0.23] 36%  8.7%
-0.33 [-0.42; -0.24] 72%  10.5%
~0.28 [-0.38; -0.18] 56%  9.9%
~0.34 [-0.43; -0.25] 6.9%  10.4%
~0.19 [-0.24;-0.14]  223%  12.2%
~0.18 [-0.36; -0.01] 19%  6.8%
~0.08 [-0.23; 0.07] 25%  7.6%
~0.27 [-0.36;-0.17] 62%  10.2%
-0.19 [-0.21;-0.16]  100.0% e
-0.23 [-0.29; -0.17] ~-  100.0%

~logyo(p-value)

IL-18 (IL18)-rs385076

rs385076
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L L] HEtthn-a
YIPFd4-=
Lo ol
T T T
32 322 324 32.6

Position on chr2 (Mb)



IL-18R1 (IL18R1)-rs78357146

IL-18R1 (IL18R1) [chr17:64305051_A_G (1s78357146) (WG) N=14743] (it Weight

Study TE SE(TE) 95%-CIl (common) (random) 20 - ¢ | 100
rs783.57l46 .
INTERVAL (4896) -0.395 0.06 = -0.40 [-0.51:-0.28]  40.8%  14.9% = ”
BioFinder (1496) -0.374 0.12 —0'-- -0.37 [-0.61; -0.14] 10.0% 12.2% 04 |[ 8O0
EGCUT (487) -0.349  0.29 - -0.35 [-0.91; 0.22] 17%  57% 15 - 02
KORA (1064) -0412 0.15 — -0.41 [-0.70; -0.13] 6.7% 10.9% = .
NSPHS (874) -0.206 0.37 . -0.21 [-0.93; 0.52] 11%  4.0% = 60
ORCADES (982) -0.953 021 ————— 3} -0.95 [-1.36; -0.55] 3.3% 8.2% ; 10 - ®
RECOMBINE (448) 0.228  0.19 o 0.23 [-0.15; 0.61] 38%  88% &
STABILITY (2950) -0.320 0.08 - -0.32 [-0.47;-0.17] 23.6% 142% =
STANLEY (344) -0.158  0.29 . -0.16 [-0.73; 0.42] 17%  55%
STANLEY (300) 0.058  0.31 - 0.06 [-0.55; 0.67] 15%  51%
VIS (902) -0.063 0.16 L— -0.06 [-0.37; 0.24] 5.9% 10.5%
Common effect model S -0.34 [-0.41; -0.26] 100.0% -
Random effects model < -0.29 [-0.46; -0.13] -- 100.0%
! ! ! | «CEP112 _ _ PRKCA—> e
-1 =05 0 0.5 1 < APOH < PRKCA-AST MIRE34—=
Heterogeneity: /2 = 58%, t° = 0.0452, p < 0.01 l = = : -
64 64.2 64.4 64.6 64.8

Position on chr17 (Mb)

(Qyy/o) 21Bs UDNBUIGLUIODSY



IL-18R1 (IL18R1) [chr2:102992675_C_T (rs2270297) (T/C) N=14743]

Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (874)
ORCADES (982)
RECOMBINE (448)
STABILITY (2950)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

TE SE(TE)
0918  0.02
0.785 0.04
0968 0.06
0911  0.04
0818  0.06
0789  0.05
0338 0.06
0694 0.03
0.784  0.08
0.724  0.08
0.801 0.05

L]
-

95%-Cl (common) (random)

0.92 [0.88; 0.96]
0.78 [0.72; 0.85]

i—— 0.97 [0.85; 1.08]

N
i
'

]

=
'
——
—
-+

)
<

|
-1

Heterogeneity: /* = 92%, t° = 0.0249, p < 0.01

l
-0.5

0

I
0.5

|
1

0.91 [0.83;0.99]
0.82 [0.71; 0.93]
0.79 [0.68; 0.89]
0.34 [0.22; 0.45]
0.69 [0.64;0.75)
0.78 [0.63; 0.94]
0.72 [0.57; 0.88]
0.80 [0.71:0.89)

0.81 [0.79; 0.84]
0.78 [0.68; 0.88]

Weight Weight
32.8% 9.9%
11.6% 9.6%

4.1% 8.9%
8.0% 9.4%
4.5% 8.9%
5.0% 9.1%
4.4% 8.9%
18.3% 9.8%
2.3% 8.0%
2.2% 8.0%
7.0% 9.3%
100.0% -
-- 100.0%

1000 —

~logyo(p-value)

800 —

600

400 -

200 -

IL-18R1 (IL18R1)-rs2270297

- 0.8
- 0.6

04
- 0.2

rs2270297
=0,

®%° RS

MAP4K4—~ ILIRT->
o [ Y |

ILIRLT—> IL18RAP-> SLCIA2—~> TMEM182-»
oo o

LINCO1127 > ILTRL2~» ILT8R1 - SLC9Ad = - MFSD9
1 L A ) Bl ] Mty LUl
IL1R2~» MIR4772~» - LINCQ1796 |
et ' .
| | | | |
102.6 102.8 103 103.2 103.4

Position on ¢chr2 (Mb)

- 100

~ 80

— 60

{QW/N2) 21.) uolRUIQWODaY



IL-1 (alpha)-rs11759846
IL-1 alpha (IL1A) [chr6:32586222_A_G (rs11759846) (A/G) N=11788]

Weight Weight ‘ rs11759846 —— 100§
Study TE SE(TE) 95%~CI (common) (random)  _ . 3
INTERVAL (4896) -0.189  0.05 | -0.19 [-0.28;-0.10]  315% 14.8% . g
BioFinder (1496) -0488 007 ~ —=— -0.49 [-063;-0.34]  131% 126% ¢ 8
EGCUT (487) -0.403 0.18 — -0.40 [-0.76; -0.05] 21%  53% 5
KORA (1064) -0.296  0.08 —— -0.30 [-0.46;-0.13]  103% 11.7% 2
NSPHS (874) -0.389  0.09 — i — -0.39 [-0.57; -0.21] 81%  10.8% e T A D iAol A DO 1A oein -
ORCADES (980) -0.566 010 —=—0! -0.57 [-0.76; -0.37] 7.0%  10.2% Do, ottt A oA AT 07 wHEALERIA
RECOMBINE (448)  -0.017 0.13 | —— -0.02 [-0.27; 0.23] 44%  8.3% et I = K - -
STANLEY (344) -0.261  0.16 — -0.26 [-0.57; 0.05] 29%  6.4% il HoRsre  ~HADRES +MBIIED,. LODIORDNIG . o= HADORT
STANLEY (300) -0.388  0.16 - -0.39 [-0.70; -0.07] 28%  6.3% ~L0C100507547 ~BIM2 HLA-DOA1— ~1aP2 BRD2—~
VIS (899) -0.414 0.06 e -0.41 [-0.54; -0.29] 17.7% 13.5% PPT2-> HLA-DQB1-AS1 - PSMB8 «HLA-DOA & garios
oy PPT2-EGFL8—~ -~ HLA-DQB2 HLA-DPBi1—~ omilled
Common effect model <> -0.33 [-0.38;-0.27]  100.0% — o - iy
Random effects model < -0.34 [-0.44; -0.24] -- 100.0% o e 1
| | | | | | " .
-06 -020 0.204 06 i
Heterogeneity: /° = 68%, ©° = 0.0151, p < 0.01 2 | ] l
32.2 324 326 328 33

Pasition on chré (Mb)



IL-6 (IL6)-rs2228145

IL-6 (IL6) [chr1:154426970 _A_C (rs2228145) (A/C) N=14743] Weight Weight

50 -

Study TE SE(TE) 95%-Cl (common) (random) 52228145 g ™
INTERVAL (4896) -0.200 0.02 — -0.20 [-0.24; -0.16] 333% 16.0% @
BioFinder (1496) -0.082 0.04 —— -0.08 [-0.16;-0.01] 101% 11.6% @
EGCUT (487) -0.087 0.07 - -0.09 [-0.22; 0.04] 3.1% 6.2% &
KORA (1064) -0.098 0.04 — -0.10 [-0.19; -0.01] 7.1% 99% g
NSPHS (874) -0.204 0.05 e -0.20 [-0.30; -0.11] 6.4% 9.4%
ORCADES (982) -0.223  0.05 e -0.22 [-0.31;-0.13] 6.5% 9.5%
RECOMBINE (448) -0.100  0.11 : -0.10 [-0.32; 0.12] 1.1% 2.7%
STABILITY (2951) -0.138 0.03 - -0.14 [—019, —009] 20.8% 14.5% |«~CRTC2 <MIR5698 <Clorfd3 AQPI0~—~ IL6R— TDRDI0—~ « KCNN3
STANLEY (344) -0312 007 ——— -0.31 [-0.45; -0.17] 2.8% 5.6% ooy v S i N o
STANLEY (300) -0292 0.08 ———0- -0.29 [-0.44; -0.14] 2.4% 5.2% ;“ s ' o Y -
VIS (901) -0.168  0.05 —— -0.17 [-0.26; —0.08] 63%  9.4% ki AR A& G e’

: gHE B3L4—~ -—C Isrl 189 UBE2Q z ~-AST—>
Common effect model > -0.17 [-0.19; -0.15]  100.0% - P e i
Random effects model < -0.17 [-0.21; -0.13] -= 100.0% [+ RABI3 SNORASSE e

| | | | RP§27-—
—04 —02 0 02 04 <« NUP210L
Heterogeneity: I° = 54%, t° = 0.0021, p = 0.02 e : : 1 ‘
154 154.2 154.4 1546 154.8

Position on chr1 (Mb)

(/o) 2lel uoBuUIqUoDaY



IL-7 (IL7) [chr8:79713766_A_G (rs112359206) (A/G) N=10894]

Study TE SE(TE)
INTERVAL (4896) 0.220 0.03
BioFinder (1496) 0.105 0.06
EGCUT (487) 0.265 0.10
KORA (1064) 0.283 0.07
STABILITY (2951) 0.060 0.04
Common effect model

Random effects model

| |

-04 -0.2
Heterogeneity: /2 = 70%, ° = 0.0064, p = 0.01

Weight Weight

95%-~-CI (common) (random)

0.22 [0.15;0.29]
0.11 [0.02; 0.23]
0.27 [0.08;0.46]
0.28 [0.14;0.43]
0.06 [-0.02; 0.14]

0.17 [0.13; 0.21]
0.18 [0.09; 0.26]

445%  26.6%
12.9% 19.4%
5.4% 12.7%
9.3% 16.9%
27.8%  24.4%

100.0% -
-- 100.0%

~l0g,o(p-value)

IL-7 (IL7)-rs112359206

rs112359206

10

PKIA~—> ZC2HC1A—>
Pt L s

- PKIA-AS1 - LOC101241902
— 1

- L7
e

100

0.8
06
04

0.2

@
o

— 60

5
o
{QW/ND) 2181 UoHRUIGWOD3Y

|
n
o

T T T
79.4 79.6 79.8
Position on chr8 (Mb)

80

80.2



IL-8 (IL8) [chr4:74574265_A_G (rsb446951) (A/G) N=14729]

Study TE SE(TE)

INTERVAL (4896) -0.253 0.04 =
BioFinder (1496) -0.195 0.08 R —
EGCUT (487) -0.149 0.13

KORA (1064) -0.226 0.09 e
NSPHS (874) 0.016 0.14 ..
ORCADES (982) -0.267 0.09 —
RECOMBINE (433) -0.206 0.24 :
STABILITY (2951) -0.146 0.04 S
STANLEY (344) -0.135 0.20 :
STANLEY (300) -0.157 0.13 —{——
VIS (902) -0.089 0.10 —
Common effect model <
Random effects model | | <|> | | |

-0.6-04-02 0 0.2 04 0.6
Heterogeneity: /2 = 0%, t° = 0.0007, p = 0.69

95%-CIl (common) (random)

~0.25 [-0.34; -0.17]
-0.20 [-0.36; -0.03]
~0.15 [-0.40; 0.10]
-0.23 [-0.40; -0.05]
0.02 [-0.26; 0.29]
-0.27 [-0.45; -0.09]
~0.21 [-0.68; 0.27]
-0.15 [-0.23; -0.06]
~0.13 [-0.52; 0.25]
-0.16 [-0.42; 0.11]
~0.09 [-0.29: 0.11]

-0.19 [-0.24; -0.14]
-0.19 [-0.24; -0.13]

Weight Weight
304%  27.3%
8.4% 9.4%
3.4% 41%
7.0% 8.0%
3.0% 3.6%
6.8% 7.7%
1.0% 1.2%
29.9%  26.9%
1.5% 1.8%
3.2% 3.8%
5.4% 6.2%
100.0% -
-= 100.0%

-l0go(p-value)

o

- 0.2

IL-8 (IL8)-rs6446951

rs6446951 r

0.8
06
04

~ 100

~ 80

60

«—ANKRD17
———e

ALB—~ AFM-» < RASSF6 CXCL8—~ CXCL6— ~PF4  «CXCL2
e - L | . L] L] ’
AFP— PFaVI—~ ~PPBP MTHFD2L—>
e . . -
LOC728040-> CXCL1->  =CXCLS
> . .
~CXCL3
< PPBPP2
| | | ) !
74.2 74.4 74.6 74.8 75

Pasition on chr4 (Mb)

(QW/no) ales uoieuIqUoYaY



LAP (TGF-beta—1)-rs1800472

LAP TGF-beta-1 (TGFB1) [chr19:41847860 A_G (rs1800472) (A/G) N=14736] Weight Weight |
Study TE SE(TE) 95%-Cl (common) (random) 151800472 F |
40 —
INTERVAL (4896) ~0.425 007 1 -0.43 [-0.55:-0.30]  25.9%  14.4% . ol | 2
BioFinder (1496) -0.323  0.11 e -0.32 [-0.53; -0.11] 96%  10.7% 2 30 - vie 04 || g
EGCUT (487) -0.493  0.16 — -0.49 [-0.81;-0.17) 4.2% 7.0% 1 " 02
KORA (1064) -0.426 0.18 — -0.43 [-0.78; -0.07) 3.5% 6.2% = ¢
NSPHS (866) -0.716  0.11 e -0.72 [-0.94; -0.49) 85% 10.2% =° [
ORCADES (982) -0.390 0.14 S -0.39 [-0.67; -0.11] 5.5% 8.2% .
RECOMBINE (448) -0.433  0.15 — -0.43 [-0.74; -0.13] 4.7% 7.5% :
STABILITY (2951) -0.533  0.07 —_ -0.53 [-0.67; -0.39] 215%  13.8%
STANLEY (344) -0899 021 ———ri! -0.90 [-1.32;-0.48] 2.5::/° 4.9:/o o G RS Wi —Tae G GO COgee
88 T SERENE N AR T e Cmm e e e o
: CYPZ“GIP-— CYP.g_SI—o CCD“C.W—- c—B3lGNT8 *CE&CAMAG CEA%MB——
Common effect model o -0.46 [-0.53;-0.40] 100.0% - g ol TGS e R
Random effects model | <|> | | -0.46 [-0.56; -0.35] -= 100.0% TMEM9T >
- EXOSCS5
-1 05 0 05 1 gy
Heterogeneity: 12 = 56%, t° = 0.0170, p = 0.01 . : : " 1
414 416 41.8 42 422

Position on chr19 (Mb)

(QU/N9) 2182 LOHBUIQWOISY



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
RECOMBINE (448)
STANLEY (344)
STANLEY (300)
VIS (901)

Common effect model
Random effects model

Heterogeneity: /° = 84%, t° = 0.0130, p < 0.01

LIF-R (LIFR) [chr9:136155000_C_T (rs635634) (T/C) N=11784]

TE SE(TE)
-0.357 0.03
-0.355 0.04
-0.535 0.08
-0.328 0.05
-0.231  0.07
-0.320 0.06
-0.097 0.04
-0.387 0.10
-0.089  0.09
-0.211  0.06

| N T
-0.6-04-02 0 0.2 04 0.6

95%-CI (common) (random)

~0.36 [-0.41; -0.31]
~0.35 [-0.44; -0.27]
~0.53 [-0.69; —0.38]
-0.33 [-0.43; -0.23]
~0.23 [-0.36; -0.10]
-0.32 [-0.43; -0.21]
~0.10 [-0.17; -0.03]
~0.39 [-0.58; -0.20]
~0.09 [-0.27: 0.09]
~0.21 [-0.32; -0.10]

-0.29 [-0.32; -0.26]
-0.29 [-0.37; -0.21]

Weight Weight
34.1% 12.3%
11.6% 11.2%

3.6% 8.6%
8.5% 10.7%
51% 9.5%
7.0% 10.3%
17.8% 1.7%
2.5% 7.5%
2.9% 7.9%
6.9% 10.3%
100.0% e
-= 100.0%

~logyo(p-value)

80 -

60 -

40

20 -

0 -

LIF-R (LIFR)-rs635634

rs635634 -
> r
8 0
[o) 04
& ® i
@ o % - - 0.2
« AK8 GFlIB—~ CEL— <GBGTI  <ABO SURF2-> CACFD1—> < FAMIB3B < SARDH
- - - " . 1 BURE R A 1) |
SPACA9-—~  SNORD141A~> «—OBP28  <-SURF6 «SLC2A6 DBH-» = VAV2|
" ) L ] - - Rl remu
«T5C1 GTF3C5—~ -« MED22 «TMEM8C < DBH-AS1
L L L ) . - " 1]
MIRS48AW > CELP— RPL7A—~ ADAMTSL2->
' L] L] e
SNORD1418—> SNORD24—>
+LOC105376306 SNORD368—+
MIRG877—> SNORD36A~>
«RALGDS SNORD36C—
- '
< SURF1
A
< SURF4
-
| | I I |
135.8 136 136.2 136.4 136.6

Position on chrd (Mb)

100 @

80
60
40
20

(Q/W2) 2181 UDHEUIQWOD3

3 genes
omitted



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (981)
RECOMBINE (445)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (900)

Common effect model
Random effects model

Heterogeneity: - 97%, 1°

MCP-1 (CCL2) [chr1:159175354 A G (rs12075) (A/G) N=14730]

Weight Weight
TE SE(TE) 95%-Cl (common) (random)
0.182  0.02 0.18 [0.14;0.22] 31.0%  9.5%
0.070  0.04 - 0.07 [-0.00; 0.14] 9.4% 9.3%
0.110  0.07 P 0.11 [-0.02; 0.24] 2.9% 8.8%
0.756 0.04 ‘ - (.76 [0.68; 0.83] 8.9% 9.3%
0.087  0.05 e 0.09 [-0.00; 0.18] 62%  9.2%
-0.055 0.05 —t -0.05 [-0.15; 0.04] 59%  9.2%
0.335 0.06 —+— 0.33 [0.22; 0.45] 3.8% 9.0%
0.021 0.02 = 0.02 [-0.03; 0.07] 21.2% 9.4%
0.360 0.07 | —— 0.36 [0.22;0.50] 2.4% 8.6%
0.311  0.07 e 0.31 [0.17;0.45] 25%  8.7%
0.001 0.05 " 0.00 [-0.09; 0.09] 5.8% 9.1%
o 0.17 [0.15;0.19]  100.0% _—
| < | 0.20 [ 0.06; 0.34] -= 100.0%

-0.5 0 0.5

= 0.0528, p < 0.01

~logyp(p-value)

MCP-1 (CCL2)-rs12075

rs12075
®

<« OR6K3 MNDA—
1 -

PYHINT— <« AIM2 CADM3—> FCERIA—» OR10J4—~ < OR10J5
e L - - ' 1
ORG.KG* - PIOP3 - CADI!S—AS’ ORIW! - APClS—b
- OR6NT IF116—> ACKR1-> <-0OR10J3
' . L] '
>z Ofl?GNQ
T T T T
158.8 159 159.2 159.4 159.6

Position on chr1 (Mb)

- 100

80

— 60

(Quy/wa) aies uoneuIquosay



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (981)
RECOMBINE (447)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (900)

Common effect model
Random effects model

Heterogeneity: I = 19%, t° = 0.0026, p = 0.26

MCP-1 (CCL2) [chr3:42906116_C_T (rs2228467) (T/C) N=14732]

TE SE(TE)
-0.067 0.04
-0.156  0.07
-0.189  0.12
-0.271  0.08
-0.278  0.09
-0.243  0.09
-0.030 0.14
-0.171  0.05
-0.266 0.14
-0.233  0.13
-0.257 0.08

:—-1—.

)
—_—

X

1
*I

<
—
|

|
-04 -02 0

T |
02 04

95%-CIl (common) (random)

-0.07 [-0.15; 0.02]
-0.16 [-0.29; -0.03]
~0.19 [-0.42: 0.05]
-0.27 [-0.43;-0.11]
~0.28 [-0.46; -0.10]
-0.24 [-0.42; -0.086]
~0.03 [-0.30; 0.24]
-0.17 [-0.27; -0.07]
~0.27 [-0.54: 0.01]
-0.23 [-0.48; 0.01]
-0.26 [-0.41;-0.10]

-0.17 [-0.21; -0.12]
-0.18 [-0.24; -0.13]

Weight Weight
28.7% 19.4%
11.8% 12.3%

3.6% 51%
7.7% 9.3%
6.0% 7.7%
6.1% 7.8%
2.7% 3.9%
18.8% 16.0%
2.6% 3.9%
3.3% 4.7%
8.6% 9.9%
100.0% -
-= 100.0%

~10Q4g(p-value)

MCP—-1 (CCL2)-rs2228467

rs2228467 2
®

o) 08 ||
0.6
04
0.2

-—LYZL4 VIPR1—» NKTR-—+ - (CCDCI13 - CYP8B1 FAM138A— SNAK—»
Lo Lemamas L] . e . —tfe— —tp—an
- VIPR1-AS1  ZB8TB47—> —HIGDITA ZNF662—~ - POMGNT2 < SNRK-AS1
L He L - —t L
«—SEC22C  KLHL40—~ ACKR2—> KRBOX1—
W . f————l -
S818L2—+> <« HHATL «— KRBOX1-AS1
-, " '
< LOC101928323
B ]
CCDC13-AST1—~
e
LINCO.Q 158~
I 1 T 1 |
42.6 42.8 43 43.2 43.4

Pasition on chr3 (Mb)
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MCP-1 (CCL2) [chr3:46390228 A G (rs35728689) (A/G) N=14732]

Study TE SE(TE)
INTERVAL (4896) 0.386  0.04
BioFinder (1496) 0425 0.06
EGCUT (487) 0.201  0.10
KORA (1064) 0.286 0.07
NSPHS (866) 0.345  0.09
ORCADES (981) 0.285 0.09
RECOMBINE (447)  0.129  0.10
STABILITY (2951) 0.227 0.04
STANLEY (344) 0.284 0.1
STANLEY (300) 0261 0.12
VIS (900) 0.245  0.08

Common effect model
Random effects model

Heterogeneity: /2 = 43%, t° = 0.0037, p = 0.06

Weight Weight
95%-CIl (common) (random)

—=— 0.39 [0.31;0.46] 26.1%  16.5%

—=— 0.43 [0.30; 0.55] 10.0%  11.2%

— 0.20 [0.01;0.39] 4.1% 6.4%

—s%—  0.29 [0.15;0.43] 7.6% 9.6%

—=—— 0.34 [0.17;0.51] 5.2% 7.6%

———  0.28 [0.11;0.46] 4.9% 7.3%

o ER— 0.13 [-0.06; 0.32] 4.3% 6.6%

e 0.23 [0.15;0.30] 25.7%  16.4%

0.28 [0.06;0.51] 3.0% 5.1%

. 0.26 [0.03;0.50] 2.8% 4.8%

—=+—  0.25 [0.09;0.40] 6.3% 8.5%

<> 0.30 [0.26;0.34] 100.0% o

- I<> 1 0.29 [ 0.24; 0.35] --  100.0%
-04 -02 0 02 04

~logsp(p-value)

50

40

MCP-1 (CCL2)-rs35728689

rs35728689 r
of oMoy, 08
e} 0.6
®

04

0.2

—LZTFL1 <« XCR1 < CCR1 CCR2—~ «—[TF <« LRRAC2 «—ALS2CL < PRSS42
— 4 - " - e a— L .
CCRI—~ CCR3— <« LOC102724297 LRRC2-AST— TMIE—~
ol r—-a e . =)
«— FYCO1 CCR5— RTP3—> <« PRSS50
B e - . -
CXC"RG—’ CCR!.?-’ TDG-FI - - Pﬁ§346
LOC100132146-~
Ll
- PR'8345
‘ T T T
46 46.2 46.4 46.6 46.8
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— 100
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MCP-2 (CCL8)-rs12075

MCP-2 (CCLS8) [chr1:159175354 A_G (rs12075) (A/G) N=14733] Weight Weight

Study TE SE(TE) 95%-Cl (common) (random) P - 100
®
INTERVAL (4896) ~0.131  0.02 B ~0.13 [-0.17:-0.09]  324%  12.6% 15|l oe &
BioFinder (1496) -0.035 0.04 -f—o—— -0.03 [-0.11; 0.04] 9.9% 10.7% 0.4
EGCUT (487) -0.130 0.07 ar -0.13 [-0.26; -0.00] 3.1% 72% = 0.2 0
KORA (1064) -0.086 0.04 —— -0.09 [-0.17; 0.00] 68%  97% = 4 - 60
NSPHS (866) 0.123 0.05 - —_— 0.12 [0.03; 0.22] 5.7% 92% &
ORCADES (982) -0.196 0.05 ———— -0.20 [-0.29; -0.11] 6.3% 9.5% co»
RECOMBINE (445) -0.128  0.07 — -0.13 [-0.26; 0.00] 3.1% 72% 7
STABILITY (2951) -0.122  0.02 —— -0.12 [-0.17; -0.07] 21.9% 12.1%
STANLEY (344) -0.030 0.08 — -0.03 [-0.18; 0.12] 2.4% 6.3%
STANLEY (300) -0.079  0.08 —~ -0.08 [-0.23; 0.07) 2.4% 6.3%
VIS (902) -0.049 0.05 — -0.05 [-0.14; 0.04] 6.1%  9.4%
Common effect model < -0.10 [-0.12; -0.07]  100.0% ~— TOOIOMNO TR N DR RGEGIET  ORIINSS SRS
Random effects model <> -0.08 [-0.13; -0.03] -= 100.0% OR6K6-—> «POP3 <= CADM3-AS1 OR10J1-> APCS-»
! ! ! ! -Oi'?GNI I'f:l_lf_i;b ACK.F?I-— *—OI?!OJS
-02-01 0 0.1 02 — ORGN2
Heterogeneity: 1° = 71%, t° = 0.0049, p < 0.01 — ; . |
158.8 159 159.2 159.4 159.6

Position on chr1 (Mb)

(Quy/wa) 21es uoneuIquosay



MCP—-2 (CCLS8) [chr17:32647831_A_C (rs1133763) (A/C) N=14716]

Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
RECOMBINE (428)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

Heterogeneity: /* = 84%, t° = 0.0199, p < 0.01

TE SE(TE)
1.079  0.02
0.860 0.04
1.045 0.07
1213 0.05
1.131  0.08
1173 0.06
0.628 0.10
1.004 0.03
0971  0.10
0.964 0.09
1.152  0.05

Weight Weight

95%-Cl (common) (random)

1.08 [1.03;1.13] 34.7%  10.7%

= . 0.86 [0.77;0.95] 9.7%  10.0%
—— 1.05 [0.90; 1.19] 3.5% 8.6%
-2 1.21 [1.12;1.31] 8.8% 9.9%
—— 1,13 [0.98; 1.29] 3.1% 8.3%
= 1.17 [1.06; 1.28] 6.3% 9.5%
—— .+ 0.63 [0.44;0.82] 2.0% 7.4%
. 1.00 [0.94;1.07] 18.8%  10.4%
—— 0.97 [0.78; 1.17] 2.0% 7.3%
—— 0.96 [0.79;1.13] 2.6% 8.0%
= 1.15 [1.06; 1.25] 8.6% 9.9%
1.05 [1.03;1.08] 100.0% -
100.0%

|
-1

|
-0.5

0

|
0.5

0
< 1.03 [0.94;1.12] -
|

1

|~ ASIC2

MCP—-2 (CCL8)-rs1133763

rs1133763

CC!I..':‘—’ CCLII.?- <—C!7.od 102
=LINCO1989 CCL11- TMEM132E -~
M. . v am
CCI; 7> - C'CL !
CCE8-’
| | | |
324 32.6 328 33

32.2

Position on chr17 (Mb)

100

(Quy/wo) 2ies uoneLIqQUOD3Y



MCP-3 (CCL7) [chr1:159175354_A_G (rs12075) (A/G) N=11780]

Study TE SE(TE)
INTERVAL (4896) -0.133  0.02
BioFinder (1496) -0.114  0.04
EGCUT (487) -0.221  0.07
KORA (1064) 0205 0.04
NSPHS (866) 0211 0.04
ORCADES (982) -0.313  0.05
RECOMBINE (445) 0.097 0.09
STANLEY (344) -0.044 0.07
STANLEY (300) -0.147  0.08
VIS (900) -0.261  0.05

Common effect model
Random effects model

Heterogeneity: /2 = 94%, ° = 0.0327, p < 0.01

Weight Weight
95%-CI (common) (random)
o -0.13 [-0.17; -0.09] 40.9% 10.8%
—— -0.11 [-0.19; -0.04] 126%  10.5%
—_— -0.22 [-0.35; -0.09] 3.9% 9.7%
3 e 0.21 [0.12; 0.29] 89%  10.4%
\: —— 0.21 [0.13; 0.30] 9.2% 10.4%
— -0.31 [-0.40; -0.22] 82%  10.3%
s 0.10 [-0.09; 0.28] 1.9% 8.6%
et -0.04 [-0.18; 0.09] 3.5% 9.6%
—_— -0.15 [-0.30; 0.01] 2.8% 9.3%
—— -0.26 [-0.35;-0.17] 80%  10.3%
& -0.09 [-0.12; -0.06] 100.0% -
e -0.07 [-0.19; 0.04] -- 100.0%
| T 1 | |
-04 -0.2 0 0.2 0.4

~logyg(p-value)

MCP-3 (CCL7)-rs12075

r rs12075
0.8 4

- 0.6

04 ®
-0.2

«—OR6K3 MNDA—~
1 -

PYHINT— «—AIM2 CADM3—~ FCERIA—» OR10J4—~> < 0OR10J5
e L - - ' 1
OR6.K6-> - PIOP3 - CADI!S—AS! ORI?J’ - APCIS-’
- OR6NT IFI16—> ACKR1-» <-OR10J3
' . L] L)
- Ofl?GN?
T T T 1
158.8 159 159.2 159.4 159.6

Pasition on chr1 (Mb)
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— 60
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MCP-3 (CCL7) [chr17:32522613_A_G (rs7213460) (A/G) N=11780]

Study TE SE(TE)
INTERVAL (4896) 0.093 0.02
BioFinder (1496) 0.087 0.04
EGCUT (487) 0.061 0.06
KORA (1064) 0.157 0.04
NSPHS (866) 0.101  0.04
ORCADES (982) 0.127 0.05
RECOMBINE (445) 0.149 0.10
STANLEY (344) 0.044 0.07
STANLEY (300) -0.094 0.08
VIS (900) 0.093 0.05

Common effect model
Random effects model

Heterogeneity: 1 = 7%, t° < 0.0001, p = 0.38

———
1
1
IS —
S
|
‘*
=l
1
1
A
i
|
_H

O O---+

| | | | |
-0.3-0.2-0.1 0 0.1 0.2 0.3

95%~-Cl (common) (random)

0.09 [0.05:0.13]
0.09 [0.01;0.16]
0.06 [-0.07;0.19]
0.16 [0.07;0.24]
0.10 [0.02;0.19]
0.13 [0.04;0.22]
0.15 [-0.05: 0.35]
0.04 [-0.09; 0.18]
~0.09 [-0.25; 0.06]
0.09 [-0.01;0.19]

0.09 [0.07; 0.12]
0.09 [0.07; 0.12]

Weight Weight
416%  41.3%
12.6% 12.6%

4.2% 4.3%
9.5% 9.5%
9.0% 9.1%
8.2% 8.3%
1.7% 1.7%
3.5% 3.5%
2.9% 3.0%
6.8% 6.9%
100.0% -
-= 100.0%

~logyg(p-value)

MCP-3 (CCL7)-rs7213460

r (s7213460

- ASIC2 : CC%Z—- CCL.73—>

‘—LINE'O!Q&‘) CCLII |-
CCl; Jeo o= C.CL !
CCI;B-’

<—CI7.0IHO2

TMEM132E~>
——eoa

32.2 32.4 326 32.8
Position on chr17 (Mb)

33
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Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
RECOMBINE (447)
STANLEY (344)
STANLEY (300)
VIS (900)

Common effect model
Random effects model

Heterogeneity: /° = 11%, 7° = 0.0002, p = 0.34

MCP-3 (CCL7) [chr3:42906116_C_T (rs2228467) (T/C) N=11782]

TE SE(TE)
-0.301  0.04
-0.289  0.07
-0.288 0.12
-0.400 0.08
-0.509 0.09
-0.269 0.09
-0.223 0.22
-0.457 0.13
-0.196  0.13
-0.226 0.08

b

'
——

'
i
.*
'
—_—
]
" i
i

'
————————
'

)
__I
'

——————
'
L I
]
'
'
'
<

<>
| | | | | |

-0.6-04-02 0 0.2 04 0.6

95%-CI (common) (random)

~0.30 [-0.38; -0.22]
~0.29 [-0.42; -0.16]
~0.29 [-0.52; -0.05]
~0.40 [-0.56; —0.24]
~0.51 [-0.68; -0.34]
~0.27 [-0.45; -0.09]
~0.22 [-0.65: 0.20]
~0.46 [-0.70; -0.21]
~0.20 [-0.46: 0.07]
~0.23 [-0.38; -0.07]

-0.32 [-0.37; -0.27]
-0.32 [-0.37; -0.27]

Weight Weight
357%  33.9%
14.7% 14.9%

4.5% 4.7%
9.8% 10.1%
8.3% 8.6%
7.6% 7.8%
1.3% 1.4%
4.0% 4.2%
3.5% 38.7%
10.5% 10.8%
100.0% o
-= 100.0%

~10g5(p—value)

40

30 -

20

10

0

MCP—-3 (CCL7)-rs2228467

r 152228467
@

- 0.8

- 0.6
04

- 0.2

o
° k' o)

i b.ooocg.%r.e .g.‘&. :o | s

-Wo

- 100
- 80
- 60

40
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MCP-4 (CCL13) [chr1:159175354_A_G (rs12075) (A/G) N=14733]

Study TE SE(TE)
INTERVAL (4896) 0201  0.02
BioFinder (1496) 0093 0.04
EGCUT (487) 0.058 0.07
KORA (1064) 0603 0.04
NSPHS (866) 0.608 0.05
ORCADES (982) -0.034 0.5
RECOMBINE (445) 0.207 0.06
STABILITY (2951) ~0.003 0.02
STANLEY (344) 0418  0.07
STANLEY (300) 0.300 0.07
VIS (902) 0.128  0.05

Common effect model
Random effects model

Heterogeneity: 1 = 97%, 1° = 0.0489, p < 0.01

Weight Weight

95%-Cl (common) (random)

0.20 [0.16;0.24] 31.6% 9.5%

= 0.09 [0.02;0.16] 9.6% 9.3%
— 0.06 [-0.07;0.19] 2.9% 8.8%

! —— 0.60 [0.52;0.68] 8.0% 9.3%

3 —— 0.61 [0.52;0.70] 5.9% 9.2%

s -0.03 [-0.13; 0.086] 6.0% 9.2%
—— 0.21 [0.09;0.32] 3.7% 8.9%

= -0.00 [-0.05; 0.04] 21.4% 9.5%
, ——  0.42 [0.27;0.56] 2.4% 8.6%
s 0.30 [0.16; 0.44] 2.6% 8.7%
—— 0.13 [0.04;0.22] 5.9% 9.2%

3 0.19 [0.17;0.21]  100.0% _—
P <|>| | 0.23 [0.10; 0.37] --  100.0%

-0.6-0.4-02 0 0.2 04 0.6

~logyp(p-value)

MCP—-4 (CCL13)-rs12075

rs12075
®

<« OR6K3 MNDA— PYHINT— <« AIM2 CADM3—> FCERIA—» OR10J4—~ < OR10J5
1 - e L - - ' 1

ORG'K6-> <—PIOP3 *CADI:AS—AS’ ORIW!* APClS—b
-Of?GNI I'f:llf_i‘:- ACK.F?I-— *OI?IOJS
'-Ofl?GNQ
T T T T
158.8 159 159.2 159.4 159.6

Position on chr1 (Mb)
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MCP—-4 (CCL13)-rs3136676

MCP—4 (CCL13) [chr17:32683289_A_G (rs3136676) (A/G) N=14728] Weight Weight

Study TE SE(TE) 95%-Cl (common) (random) = o 2 | 100
INTERVAL (4896) 0.428 0.04 s 0.43 [0.34;0.51] 33.3% 14.9%
BioFinder (1496) 0.296 0.08 R 0.30 [0.14;0.46) 96% 11.2%
EGCUT (487) 0.500 0.13 ———  0.50 [0.25;0.75] 3.8% 7.4% =
KORA (1064) 0.628 0.11 \——— 0.63 [0.42; 0.84] 5.4% 89%
NSPHS (866) 0460 0.09 —-r— 0.46 [0.29;0.63] 8.1% 10.6% &
ORCADES (982) 0.487 0.09 ——— 0.49 [0.31;0.66] 8.0% 105%
RECOMBINE (440) -0.022 0.16 — -0.02 [-0.34; 0.30] 2.3% 55%
STABILITY (2951) 0.312 0.05 — 0.31 [0.21;0.42] 21.7%  14.0%
STANLEY (344) 0.085 0.18 - 0.08 [-0.26; 0.43] 2.1% 5.0%
STANLEY (300) 0.108 0.19 - 0.11 [-0.26; 0.47) 1.8% 4.5%
VIS (902) 0495 0.13 ———  0.50 [0.25;0.74] 3.9% 7.5%
Common effect model & 0.39 [0.34;0.44] 100.0% - Pty ; o eelEs i
Random effects model < 0.38 [0.29; 0.47] -= 100.0% «LINC01989 CCLI1~> TMEM132E
I l CC%?-—- *—-C'CLI
-0.5 0 0.5 CCL8—
Heterogeneity: /1 = 58%, 1> = 0.0124, p < 0.01 : ! .
322 324 326 328 33

Position on chri7 (Mb)
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Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
RECOMBINE (426)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

MCP—-4 (CCL13) [chr3:42910621_C_T (rs7612912) (T/C) N=14714]

TE SE(TE)
0.106  0.02
0029 0.04
0.127  0.07
0.128  0.05
0.191  0.05
0215  0.05
0.051  0.07
0.174  0.03
0.188  0.08
0.023  0.08
0.145  0.05

——
—————

e

—_—

<
>
|

1 1 1
-0.3-0.2-0.1 0 0.1 0.2 0.3

Heterogeneity: I = 51%, t° = 0.0020, p = 0.03

95%-CIl (common) (random)

0.11 [0.07;0.15]
0.03 [~0.05; 0.10]
0.13 [-0.01; 0.27]
0.13 [0.04;0.22]
0.19 [0.09;0.29]
0.22 [0.13;0.30]
0.05 [-0.08; 0.19]
0.17 [0.12;0.22]
0.19 [0.03;0.35]
0.02 [-0.13;0.17]
0.14 [0.04;0.25]

0.13 [0.10; 0.15]
0.13 [0.09; 0.17]

Weight Weight
32.9% 16.3%
10.0% 11.5%

2.9% 5.6%
6.7% 9.5%
5.9% 8.8%
7.0% 9.7%
3.0% 5.8%
21.6% 14.9%
2.1% 4.5%
2.5% 5.0%
5.3% 8.4%
100.0% -
-= 100.0%

~l0ga(p-value)

25

20

15

-— VIPQI-AS 1
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VET o
I
Qg © Q

@%98000"’0

MCP-4 (CCL13)-rs7612912
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Position on ¢chr3 (Mb)
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Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

Heterogeneity: /° = 0%, t° = 0, p = 0.88

MCP—-4 (CCL13) [chr8:116657911_G_T (rs2721961) (T/G) N=14288]

TE SE(TE)
-0.130  0.02
-0.152  0.04
-0.034 0.07
-0.132  0.05
-0.085 0.05
-0.111  0.05
-0.099 0.03
~0.195  0.09
-0.098 0.08
-0.146  0.06

———
'

i
[

I,
l

'

J
' +
1
13

T —

——
e—————
.
|
—_———

l
-0.3

<
<

|
-0.

N E—
10 010203

95%-CI (common) (random)

~0.13 [-0.17; -0.09]
~0.15 [-0.23; -0.07]
~0.03 [-0.17: 0.10]
~0.13 [-0.23; -0.04]
~0.08 [-0.19: 0.02]
~0.11 [-0.22; -0.00]
~0.10 [-0.16; -0.04]
~0.19 [-0.36; —0.03]
~0.10 [-0.25: 0.05]
~0.15 [-0.26; —0.03]

-0.12 [-0.15; -0.09]
-0.12 [-0.15; -0.09]

Weight Weight
340%  34.0%
10.9% 10.9%

3.6% 3.6%
7.4% 7.4%
6.6% 6.6%
6.0% 6.0%
209%  20.9%
2.4% 2.4%
2.9% 2.9%
5.4% 5.4%
100.0% o
-= 100.0%

-log;p(p-value)

20

MCP-4 (CCL13)-rs2721961

rs2721961

116.6
Pasition on chr8 (Mb)

116.8

- 100
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MIP-1 alpha (CCL3) [chr12:111932800_C_T (rs7137828) (T/C) N=11344]

Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (874)
ORCADES (982)
STANLEY (344)
STANLEY (300)
VIS (901)

Common effect model
Random effects model

TE SE(TE)
-0.119  0.02
-0.071  0.04

0.009 0.06
-0.119  0.04
-0.034 0.05
-0.018 0.05
-0.050 0.08
-0.054 0.08
-0.064 0.05

95%-CI (common) (random)

R -0.12 [-0.16;-0.08]

- -0.07 [-0.14: 0.00]
' 0.01 [-0.12; 0.14]

— -0.12 [-0.20; -0.03]
: -0.03 [-0.13; 0.06]
-0.02 [-0.11; 0.07]

~0.05 [-0.20; 0.10]

~0.05 [-0.21: 0.10]

-0.06 [-0.16; 0.03]

< -0.08 [-0.11; -0.06]
—— -0.07 [-0.11; -0.04]
|

I
-0.2

Heterogeneity: I = 16%, ©° = 0.0007, p = 0.30

-0.1 0 0.1 0.2

Weight Weight
429%  26.6%
13.1% 14.7%

4.2% 6.2%
9.6% 11.9%
8.0% 10.4%
8.4% 10.7%
3.1% 4.8%
3.0% 4.6%
7.8% 10.2%
100.0% -
-=100.0%

~logyp(p-value)

10 -

MIP-1 (alpha)-rs7137828
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' R I Ve usi e ee ]
- FAM109A MIRE761—» - TMEM116 |
» i W

- MAPKAPK5-AST
.

111.6

| |

111.8 112 112.2 1124

Position on chr12 (Mb)

- 100

80

— 60
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Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (874)
ORCADES (982)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (901)

Common effect model
Random effects model

Heterogeneity: /° = 80%, ©° = 0.0078, p < 0.01

MIP-1 alpha (CCL3) [chr17:34415720_C_T (rs8951) (T/C) N=14295]

TE SE(TE)
-0.501  0.02
-0.284 0.04
-0.430 0.07
-0425 0.05
-0.223 0.05
-0.476  0.05
-0.398 0.03
-0.180  0.09
-0.310 0.09
-0.383 0.05

| | | |
-04 -02 0 02 04

95%-CI (common) (random)

~0.50 [-0.55; ~0.46]
~0.28 [-0.37; -0.20]
~0.43 [-0.57; -0.29]
~0.43 [-0.52; -0.33]
~0.22 [-0.33; -0.12]
~0.48 [-0.58; -0.37]
~0.40 [-0.45; -0.34]
~0.18 [-0.36; 0.00]
~0.31 [-0.48; -0.14]
-0.38 [-0.49; -0.28]

-0.41 [-0.44; -0.38]
-0.37 [-0.44; -0.31]

Weight Weight
33.1% 13.0%
10.5% 11.4%

3.6% 8.4%
7.4% 10.6%
6.1% 10.1%
6.7% 10.3%
21.5% 12.5%
2.1% 6.6%
2.3% 6.9%
6.6% 10.2%
100.0% e
-= 100.0%

~logs(p-value)

MIP-1 (alpha)-rs8951

e rs8951

- 0.8 o,
L )
0.6 °
> O
04 ®
0.2 &8
8
APZ2B1-—» TAF15—~ = RDM1 =CCL23 CCL4— «—CCL3L3 - TBC1D38
e Ll " ) . ' =
RASL10B—~ <«HEATR9 «—CCL16 - CCL3 -—CCL3Lt ZNHIT3—~
- " » . . . .
~—GAS2L2 «—CCL5 -—CCL14 CCL4L1— «—MYOI19|
- - E 1] 1 -
<~ MMP28 <« LRRC37ABP CCLI8—~ CCL4L2—~ PIGW—>
= TR - - L] . "
C170rf50~ - LYZL6 « TBCID3H GGNBP2-»
" - - =3 .
- CCL15-CCL14 - TBCID3G
Ll =3 L _J
"C?L 15 - TBC1D3F
| . . I 1
34 34,2 34.4 34.6 34.8

Position on chr17 (Mb)

- 100

— 80

— 60

- 40
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MMP-10 (MMP10) [chr11:102649482 C_T (rs17860955) (T/C) N=14256)

Weight Weight
Study TE SE(TE) 95%-Cl (common) (random)
INTERVAL (4896) 1.224 0.07 : 1.22 [1.08;1.37] 41.4% 31.7%
BioFinder (1496) 1.258 0.16 i 1.26 [0.94; 1.58] 8.3% 9.9%
KORA (1064) 0.967 0.16 —&r 0.97 [0.66; 1.28] 8.8% 10.4%
NSPHS (874) 0.994 0.18 —_ 0.99 [0.65; 1.34] 7.2%  8.8%
ORCADES (982) 0.911 0.22 — 0.91 [0.48; 1.34] 4.7% 6.0%
RECOMBINE (447)  -0.105  0.40 — -0.10 [-0.90; 0.69] 1.4%  1.8%
STABILITY (2951) 1.175  0.11 == 1.18 [0.96; 1.39] 18.7% 19.0%
STANLEY (344) 1.092 0.26 e 1.09 [0.57;1.61) 32%  4.1%
STANLEY (300) 1.570 0.46 ——— 1.57 [0.67;2.47] 1.0% 1.4%
VIS (902) 1.072  0.20 —_— 1.07 [0.67;1.47] 54%  6.8%
Common effect model o 1.14 [1.04;1.23]  100.0% =
Random effects model |<> | 1.12 [1.01;1.23] -= 100.0%
| T
-2 -1 0 1 2

Heterogeneity: 12 = 42%, ©° = 0.0043, p = 0.08

-10go(p-value)

MMP-10 (MMP10)-rs17860955

rs17860955 [
@
08
06
®
100 — ® 0.4

BIRC3—~ LOC101928424—>
e -

~ 100

— 80

< MMP20 < MMP27 WTAPPI— «—MMP13 < DCUNID5
L e 2l L 2] O tot -
BIRC2—» «~MMP7 «~—MMP8 «~MMP3 DYNC2H1—>
L ] - »e - “we e
<« TMEM123 ~MMP10
Pt} -
LOC102723838~> <~ MMP1
-~ MMP12
»e
| | | | |
102.2 102.4 102.6 102.8 103

Position on chri1 (Mb)

(QW/Wo) a1es uoiEuIQUOdaY



MMP-10 (MMP10)-rs516316

MMP-10 (MMP10) [chr19:49206145_C_G (rs516316) (C/G) N=14742]  \eiont weight

2

rs516316 — - 100

Study TE SE(TE) 95%-Cl (common) (random) " g
INTERVAL (4896) 0.133 0.02 e 0.13 [0.09;0.17] 33.4% 18.8% ‘;‘ 60 §
BioFinder (1496) 0.149 0.04 -f—o— 0.15 [0.08;0.22] 10.5% 12.0% < 40 3
EGCUT (487) 0.198 0.07 ———— 0.20 [0.07;0.33] 3.1% 5.4% g o
KORA (1064) 0.078  0.04 | - 0.08 [-0.01; 0.16] 75%  9.9% N
NSPHS (874) -0.006  0.06 _— -0.01 [-0.11; 0.10] 45%  7.1% , o &
ORCADES (982) 0.095 0.05 4 0.09 [0.01;0.18] 6.8%  9.3% <CARDE  SYNGRé— CYIH2—  ~FAMBSE FUT2— <BOAT2 NUCBI— =~LHB  LINZB—~
RECOMBINE (446) -0.051 0.07 + ;E -0.05 [-0.19; 0.09] 2.7% 4.7% CARDB-AS1->  GRINZ2D-> SULTZ2B1-»  <-MAMSTR  <PLEKHA4 BAX-> <-CGBI PPFIA3->
STABILITY (2951) 0.086 0.03 - 0.09 [0.04;0.14] 21.6% 16.5% ZNFij4»> «KDELRI <+LMIK3 SPACAd— <RASIPI  PPPIRISA— «GYS! <NIFd +HRC
STANLEY (344) 0.068  0.07 0.07 [-0.08; 0.21] 25%  4.4% - O gk . VONING . W W ... MWL S
STANLEY (300) 0.019  0.08 : 0.02 [-0.13;0.17] 23%  41% e s mes S e e M
VIS (902) 0.049 0.05 + 0.05 [-0.05; 0.15] 5.1% 7.7% ‘_;MEMW " :oep Fe;z;» ;HDH* -—cc;as Bhin| in‘iil’::
Common effect model > 0.10 [0.08;0.12] 100.0% - S Ly Rl one=
Random effects model < 0.09 [0.06; 0.12] -= 100.0% SEC1P-—> MIR6796~>

! I I I I ! -—ALW5 ‘-LOCI(|)1059948

—03 —02 —01 0 01 02 03 « LOC105447645 - SNAR-G2
Heterogeneity: 1 = 43%, 1° = 0.0012, p = 0.06 . 1 ! : —_—
48.8 49 49,2 494 49.6

Position on chr19 (Mb)



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (874)
ORCADES (982)
RECOMBINE (433)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

MMP—1 (MMP1) [chr11:102697731_A_G (rs471994) (A/G) N=14729]

TE SE(TE)
-0.390 0.02
-0.304  0.04
-0.374  0.07
-0.457  0.04
-0.445  0.05
~0.370  0.04
-0.431  0.09
-0.260  0.03
-0.414  0.07
-0.483  0.08
-0.184  0.05

——

$
<
1 1 11
-06-04-02 0 02 04 06

Heterogeneity: 12 = 77%, t° = 0.0062, p < 0.01

95%-CIl (common) (random)

~0.39 [-0.43; -0.35]
~0.30 [-0.38; -0.23]
~0.37 [-0.50; -0.24]
~0.46 [-0.54; -0.37]
~0.44 [-0.55; -0.34]
~0.37 [-0.46; -0.28]
~0.43 [-0.61; -0.25]
-0.26 [-0.31;-0.21]
~0.41 [-0.56; -0.27]
-0.48 [-0.64; -0.33]
~0.18 [-0.28; -0.09]

-0.35 [-0.37; -0.33]
-0.36 [-0.42; -0.31]

Weight Weight
33.4% 12.2%
9.5% 10.5%
3.2% 7.6%
7.5% 10.0%
5.3% 9.1%
7.2% 9.9%
1.6% 5.5%
20.9% 11.8%
2.6% 7.0%
2.3% 6.6%
6.3% 9.6%
100.0% ——
-= 100.0%

-10go(p-value)

200

150

100

50

BIRC3—~
e

MMP—1 (MMP1)-rs471994

rs471994

DYNG2H1 ]

—MMP7 —MMP27 WTAPPI1— ~—MMP13 <« DCUN1DS
- »e L 1 -~ -
BIRC2—> «~ MMP20 «~ MMPE «~MMP3
LN L e »e - L
«~ TMEM123 < MMP10
W -
LOC101928424~~ - MMP1
=] "
LOC102723838—~ - MMP12
| — Ll
| | | |
102.2 102.4 102.6 102.8

Position on chril (Mb)

103

~ 100

(QuW/n9) ales uoleuIquooay



MMP-1 (MMP1)-rs12141791
MMP—1 (MMP1) [chr1:156419786_A_G (rs12141791) (A/G) N=14296]

Weight Weight 2 17— rs12141791 — 100

Study TE SE(TE) 95%-CIl (common) (random) *
INTERVAL (4896) 0.072 0.02 —S 0.07 [0.03;0.12] 33.9% 33.9% ?;;
BioFinder (1496) 0.115  0.04 —=— 011 [0.04;0.19]  11.1% 11.1% 2
EGCUT (487) 0.129 0.07 — 0.13 [-0.02; 0.27] 3.1% 3.1% g
KORA (1064) 0.104 0.05 ———  0.10 [0.01;0.20] 6.9%  6.9% |
NSPHS (874) 0.099 0.05 — 0.10 [-0.00; 0.20] 6.4% 6.4%
STABILITY (2051) 0086 0,03 5 o looaoq 2z 2iow o s A <G Qe ~u W o W
STANLEY (344) 0.027  0.09 ' 0.03 [-0.15:0.20]  2.4%  2.1% CMRGTSS  SEMAA~ <GS  AHEG— <MEFD TIC2~ ~NES  PRCC  PEARI->
STANLEY (300) 0.096 0.08 - 0.10 [-0.06; 0.26] 2.5% 2.5% ~SSR2 SLC25Add—~  TSACC— NAXE—= <-CRABP2 < SH2D2A
VIS (902) 0.049 0.05 — 0.05 [-0.05; 0.15] 6.6% 6.6% ~UBQLN4 PMF1-BGLAP—> «~MIRG-1 —GPATCHA  «—ISG20L2 = INSAR

E LAMT”ORZ-0 BGL)'QP-* -— L001279281 77 LRRC?L—*
Common effect m0d9| 0 0-09 [ 0-06; 0-1 1] 100-0°/° o= RAB25— « PAQRS HAPLN2—> RANAD1— «— ARHGEF11
Random effects model | | <>I | 0.09 [0.06;0.11] -- 100.0% —MEXGA TMEW79- —mAPL24 «MiA75S

-02 -01 0 01 02 e
Heterogeneity: /° = 0%, 1° = 0, p = 0.97 ‘ | i |
156 156.2 156.4 156.6 156.8

Pasition on chr1 (Mb)

(Quy/o) 21Bs UDNBUIGLLODSY



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (874)
ORCADES (982)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

Heterogeneity: /1 = 63%, 1> = 0.0028, p < 0.01

TE SE(TE)
0.194  0.02
0.022 0.04

~0.013  0.07
0.047 0.05
0.127 0.06
0.076  0.05
0.090 0.03
0.184  0.09
0.040 0.09
0.064 0.06

l
-0.3

I 1 |
-0.1 0 0.1 0203

MMP—1 (MMP1) [chr8:106583124 A G (rs4734879) (A/G) N=14296]

95%-Cl (common) (random)

0.19 [0.15;0.24]
0.02 [-0.06; 0.11]

~0.01 [-0.16: 0.13]

0.05 [-0.05; 0.15]
0.13 [0.00: 0.25]
0.08 [-0.03; 0.18]
0.09 [0.04:0.15]
0.18 [-0.00; 0.37]
0.04 [-0.15: 0.23]
0.06 [-0.06; 0.19]

0.11 [0.09; 0.14]
0.09 [0.04;0.14]

Weight Weight
35.4% 17.2%
10.0% 12.3%

3.4% 6.8%
7.4% 10.7%
4.5% 8.2%
6.9% 10.4%
23.5% 15.9%
2.1% 4.9%
2.1% 4.8%
4.9% 8.6%
100.0% -
-=  100.0%

~logsofp-value)

MMP—1 (MMP1)-rs4734879

rs4734879

- ZFPM2-AS1

106.2 106.4 106.6

Pasition on chr8 (Mb)
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~ 100
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NT-3 (NTF3)-rs28735437

NT-3 (NTF3) [chr15:88514855_C_G (rs28735437) (C/G) N=14737] Weight Weight

Study TE SE(TE) 95%-CIl (common) (random) 7 o8735457 - 100
12 - . <
INTERVAL (4896) ~0.113  0.03 = ~0.11 [-0.17:-0.05]  30.3%  30.3% b o
BioFinder (1496) -0.074 0.05 —— -0.07 [-0.17; 0.02] 10.9%  10.9% o || Mo °o8 - 80
EGCUT (487) -0.025 0.09 o— -0.03 [-0.20; 0.15] 3.3% 3.3% 0.2 o
KORA (1064) -0.212  0.06 —— -0.21 [-0.33;-0.09] 7.3% 73% %
NSPHS (874) -0.078 0.09 e -0.08 [-0.25; 0.09] 3.5% 35% 2
ORCADES (982) -0.171  0.06 e -0.17 [-0.29; -0.05] 6.9% 6.9% .
RECOMBINE (441) -0.055 0.06 —}—4—— -0.05 [-0.18; 0.07] 6.6% 6.6% &
STABILITY (2951) -0.101  0.04 — -0.10 [-0.17;-0.03] 19.1%  191% ~
STANLEY (344) -0.025 0.10 —_— -0.02 [-0.22; 0.17] 2.7% 2.7%
STANLEY (300) -0.259 0.12 : -0.26 [-0.50; -0.02] 1.9% 1.9%
VIS (902) -0.201 0.06 —s—t -0.20 [-0.32; -0.08] 7.6% 7.6%
Common effect model <> -0.12 [-0.15; -0.08]  100.0% -
Random effects model < -0.12 [-0.15; -0.08] -= 100.0%
! ' ! ' LINCOQ052-> . “NTRK3 ' «MAPL4E !
-04 -02 0 02 04 NTRK3-AST—>  MAPSTI—
Heterogeneity: I = 5%, 1° < 0.0001, p = 0.40 ‘ , : = '
88.2 88.4 88.6 88.8 89

Position on chris (Mb)
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Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (980)
RECOMBINE (448)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (901)

Common effect model
Random effects model

Heterogeneity: I° = 24%, t° = 0.0004, p = 0.21

OPG (TNFRSF11B) [chr17:26694861_A_G (rs704) (A/G) N=14733]

TE SE(TE)
-0.160  0.02
-0.196  0.04
-0.242  0.06
-0.128  0.04
-0.077 0.04
-0.140  0.05
-0.092 0.05
~0.115  0.02
-0.232  0.07
-0.147  0.08
-0.098 0.05

——
|
e
i
———
i
—_—
|
R
i
—_—
——
i
—p—
i
—_—

>
<>

I — N
-03 -010 0.10203

95%-CIl (common) (random)

~0.16 [-0.20; -0.12]
-0.20 [-0.27; -0.13]
~0.24 [-0.37; -0.12]
-0.13 [-0.22; -0.04]
~0.08 [-0.15; -0.00]
-0.14 [-0.23; -0.05]
~0.09 [-0.19: 0.01]
-0.11 [-0.16; -0.07]
-0.23 [-0.37; -0.09]
-0.15 [-0.30; 0.01]
~0.10 [-0.19; -0.01]

-0.14 [-0.16; -0.12]
-0.14 [-0.17; -0.11]

Weight Weight
303% 22.2%
9.4% 10.7%
3.0% 4.1%
6.1% 7.6%
8.4% 9.8%
5.9% 7.4%
4.8% 6.3%
22.1% 18.8%
2.4% 3.4%
1.9% 2.7%
5.5% 7.0%
100.0% -
-= 100.0%

~log,o(p-value)

40

OPG (TNFRSF11B)-rs704

15704

' - 100

2

{Q/N2) 2181 UDHEUIGWOD3

5 genes
omitted

o= LYRMY NLK— PPY2P-» «POLDIP?  SLC13A2-> «SPAG5 < PROCA]  ERALI—>
| LY ) 1 - V- " - L]
PYY2-> TMEM97-» FOXNT-» «SDF2 NEK8-»
' " "e " )
« KRT18P55 -~ UNCT19 SUPTEH-> = FAM2228
r—de L .- Bttt
- IFT20 «~PIGS < RAB34 <+—MIR144|
L - . L
TNFAIP1— «—ALDOC RPL23A—
- . .
TMEM199—> SPAG5-AST—> < TLCD1
" — 1 ]
MIR4723-> ~SGK494 TRAF4—
« SEBOX < KIAAD100 <« MIR451A |
1 L '
< VTN SNORD428~>
SARMI SNORD4A—~
| e 1
| | ) | |
26.2 26.4 26.6 26.8 27

Position on chr17 (Mb)



OPG (TNFRSF11B)-rs2247769
OPG (TNFRSF11B) [chr8:120081031_C_T (rs2247769) (T/C) N=14285]

Weight  Weight g L 100

Study TE SE(TE) 95%~Cl (common) (random) = 152247769
INTERVAL (4896) -0.208 0.02 = -0.21 [-0.25; -0.17] 31.5%  16.4%
BioFinder (1496) -0.120 0.04 -+ -0.12 [-0.19; -0.05] 98% 11.7% 40 -
EGCUT (487) -0.280 0.06 ————rv -0.28 [-0.40; -0.16] 3.5% 6.7%
KORA (1064) -0.116  0.04 — -0.12 [-0.20; -0.03] 73% 103% 3 ,;
NSPHS (866) -0.089 0.04 —— -0.09 [-0.17; -0.01] 84% 11.0% &
ORCADES (980) -0.235 0.05 —— -0.24 [-0.32; -0.15] 6.3% 96% o
STABILITY (2951) -0.143  0.02 = -0.14 [-0.19; -0.10] 231%  154% 7 20 -
STANLEY (344) -0.123  0.08 —_— -0.12 [-0.27; 0.03] 2.3% 5.0%
STANLEY (300) -0.288 0.08 ——— -0.29 [-0.44; -0.14] 2.3% 5.0% v
VIS (901) -0.188  0.05 —— -0.19 [-0.28; -0.09] 5.7% 9.0%
Common effect model <> -0.17 [-0.19; -0.15] 100.0% - 0 -
Random effects model < -0.17 [-0.21; -0.13] ~= 100.0% —Tion s e e ——
I l l l G— L Lo e - ”»
04 02 0 0.2 0.4 SAMD12-AS1—> COLEC10~—~ MIR54'8AZ-
Heterogeneity: /° = 57%, ©° = 0.0019, p = 0.01 | | ]*‘00’9’9275’3 ]
119.6 119.8 120 1202 120.4

Position on ¢hr8 (Mb)
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Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
NSPHS (866)
ORCADES (982)
RECOMBINE (444)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

Heterogeneity: /> = 86%, > = 0.0383, p < 0.01

OSM (OSM) [chr11:72945341 C_T (rs2511241) (T/C) N=13668]

TE SE(TE)
0.024 0.04
0464 0.07
0.135 0.13

~0.009 0.08
0500 0.09

~0.137  0.16
0.298 0.05
0.190 0.13

~0.112  0.14
0223 0.1

95%-Cl (common) (random)

— 0.02 [-0.05;0.10]

\  —=—  0.46 [0.33;0.60]

e 0.13 [-0.13; 0.40]
—_— -0.01 [-0.16; 0.15]

—=— 050 [0.33;0.67]
: ~0.14 [-0.46; 0.19]
- 0.30 [0.20; 0.40]

o 0.19 [-0.06; 0.44]
— -0.11 [-0.38; 0.16]
I — 0.22 [0.00; 0.44]

S 0.18 [0.13;0.22]

_ 0.17 [0.04;0.31]

N — N
-06-04-02 0 0.2 04 06

Weight Weight
34.3% 12.2%
11.5% 11.3%

3.1% 8.7%
8.9% 10.9%
7.1% 10.5%
2.1% 7.4%
22.3% 11.9%
3.4% 8.9%
2.9% 8.5%
4.4% 9.6%
100.0% -
-=  100.0%

-logo(p-value)

OSM (OSM)-rs2511241

15

12511241 It
®
08
06
10 e
0.2
®
@
™Y ®
5 g o®
o @
@ ® o o
© ™ '@0 R )
0
«— ARAP1 «— FCHSD2 P2RY2—> RELT— PLEKHB1—
—_— - - - L
«—STARD1O P2RYE—~> <« FAM168A < RAB6GA
[ B ] L - [ B
MIR4692~» ARHGEF 17>
] »  em
ATG16L2~~»
e
Mlﬁ‘fi59"'
| | | | |
72.6 72.8 73 73.2 73.4

Position on chri1 (Mb)
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OSM (OSM) [chr17:38137033_A_G (rs3859189) (A/G) N=14729)

95%-Cl (common) (random)

= 0.12 [0.08;0.16]

- 0.03 [-0.04; 0.10]

0.10 [-0.02; 0.22]
—s—— 0.19 [0.10;0.27]
——~——  0.15 [0.05;0.25]
—~——=—— 0.18 [0.09;0.27]

: -0.03 [-0.20; 0.14]
e 0.10 [0.05;0.15]

Study TE SE(TE)
INTERVAL (4896) 0.120  0.02
BioFinder (1496) 0.031 0.04
EGCUT (487) 0.099  0.06
KORA (1064) 0.189  0.04
NSPHS (866) 0.149  0.05
ORCADES (982) 0.176  0.05
RECOMBINE (441)  -0.031  0.09
STABILITY (2951) 0.101  0.03
STANLEY (344) 0.025 0.08
STANLEY (300) 0.083 0.07
VIS (902) 0.113  0.05

Common effect model
Random effects model

0.03 [-0.12:0.17]

0.08 [-0.06; 0.23]

———— 0.1 [0.02;0.20]

< 0.11 [0.09; 0.13]
< 0.11 [0.08; 0.14]
|

-0.2 -0.1
Heterogeneity: I? = 34%, 1° = 0.0008, p=013

|
0.1 0.2

Weight Weight
32.9%  20.6%
10.3% 11.8%

3.5% 5.3%
7.3% 9.4%
5.5% 7.7%
6.5% 8.6%
1.8% 3.0%
21.0% 17.3%
2.4% 3.9%
2.4% 3.9%
6.5% 8.6%
100.0% -
-- 100.0%

~logys(p-value)

(COKi2—~ PPPIRIB—~ GRB7—
e - -

OSM (OSM)-rs3859189

ZPBP2—> GSDMA—
- -

r$3850189

THRA-» RAPGEFL1- CDC6—> < TOP2A
- "ea - LRt

- NEUROD2 MIR4728—~ -—GSDMB  CSF3—~ MSL1—~ WIPF2—» «—GJD3 <+ TNS4
. ' - ' L e . .
STARD3—~ «—IKZF3 <« ORMDL3 < MED24 CASC3—~ RARA—> IGFBP4—

e W - -t . - -

TC/}P-’ LRRC.BC-* <—N§IDX Q-RAR.A-ASI

PNA! T— PSIL‘I‘):!—’ MIRGI866—~

o PE.AP.? -~ MIRG884 MIRGEE7 >

ERBB2~~> - SNORD124
neass '
- M:EN 1
| I | | |
378 38 38.2 384

Position on chr17 (Mb)

38.6

- 100

(/o) 2lel uoBuUIqUoDaY



PD-L1 (CD274)-rs822335

PD-L1 (CD274) [chr9:5448218 C_T (rs822335) (T/C) N=14736]

Weight Weight 30 <=

Study TE SE(TE) 95%-CIl (common) (random) P i 100
INTERVAL (4896) -0.092 0.02 i -0.09 [-0.14; -0.05] 30.2% 11.5%
BioFinder (1496) -0.083 0.04 —— -0.08 [-0.16; -0.01] 9.6% 10.2%
EGCUT (487) -0.168  0.07 — -0.17 [-0.30; -0.03] 3.1% 7.7%
KORA (1064) -0.002 0.04 ) —— -0.00 [-0.09; 0.08] 7.7% 98% 2
NSPHS (866) -0.229 0.05 —— -0.23 [-0.33; -0.13] 5.4% 9.1% ¢
ORCADES (982) -0322 005 —— | -0.32 [-0.41; -0.23] 6.5% 9.5% £
RECOMBINE (448) -0.141 0.05 —— -0.14 [-0.24; -0.04] 5.6% 9.2% &
STABILITY (2951) -0.097 0.08 - -0.10 [-0.15; -0.05] 21.9% 11.2% |
STANLEY (344) -0.207 0.09 ; -0.21 [-0.38; -0.04] 1.9% 6.3%
STANLEY (300) -0.161 0.09 -0.16 [-0.33; 0.01] 1.9% 6.2%
VIS (902) -0.301 0.05 —=— | -0.30 [-0.40; -0.21] 6.2% 9.4%
Common effect model < -0.13 [-0.15; -0.11] 100.0% - , |
Random effects model = -0.16 [-0.22; -0.10] -=100.0% . JAK2—>  «INSLE <ALN2 <PLGRKT  PDCDILG2~ RICI-— MLANA=> |
! ! ! | INS!J—— - Fl."LNI CD£Z4 - *.-E.?.M.f’
-04 -0.2 0 0.2 0.4 ~KIAAZG26

Heterogeneity: I = 80%, t° = 0.0080, p < 0.01 : : : ‘
5 5.2 54 586 58
Position on chr9 (Mb)

{Q/N2) 218l UDEUIgWOoaY



SCF (KITLG) [chr16:56993161_A_G (rs12149545) (A/G) N=14736]

Study TE SE(TE)
INTERVAL (4896) 0.101  0.02
BioFinder (1496) 0.136  0.04
EGCUT (487) 0.110  0.07
KORA (1064) 0.068 0.05
NSPHS (866) 0.168  0.06
ORCADES (982) 0.213  0.05
RECOMBINE (448) 0.043  0.08
STABILITY (2951) 0.102  0.03
STANLEY (344) -0.010  0.08
STANLEY (300) 0.164  0.08
VIS (902) 0.151  0.05

Common effect model
Random effects model

95%-Cl (common) (random)

0.10 [0.06;0.14]
— 0.14 [0.06;0.21]

. 0.11 [-0.02; 0.25]
: 0.07 [-0.02; 0.16]

————  0.17 [0.06;0.28]
\—s——  0.21 [0.12;0.30]
g 0.04 [-0.11;0.19]
e 0.10 [0.05;0.15]
: -0.01 [-0.17; 0.15]
: 0.16 [0.00;0.33]
—— 0.15 [0.05;0.25]
<> 0.11 [0.09; 0.14]
.o 0.11 [0.09; 0.14]

-0.3-0.2-0.1 0 0.1 02 0.3
Heterogeneity: 1° = 13%, 1° < 0.0001, p = 0.32

Weight Weight
323%  32.3%
10.7%  10.7%

3.2% 3.2%
7.1% 7.1%
4.6% 4.6%
7.4% 7.4%
2.6% 2.6%
21.6%  21.6%
2.2% 2.2%
2.2% 2.2%
6.1% 6.1%
100.0% -
-- 100.0%

~logyo(p-value)

SCF (KITLG)-rs12149545

- rs12149545 = 1oo§
3
=3
-
0
z
™
o
B
=
=
=
OGFOD1—> MT2A—> NUP93~>  MIR6863~> NLRC5-» < FAMI92A <PLLP CCL22—>
Rl ] Pt eE ) i UL ] L] | el -
«BBS2 MT3— «MTIG MIR138-2—  CETP— CPNE2—> ARL2BP-=  CX3CL1-»
L UL 1 1 ' ree I ] - -
MT4—> MT18~» SLC12A3~ RSPRY1~» COL17—+
. ' L ] L ] -
MTIL— HERPUD - « CIAPINT |
] . -
MT1E—~ COAI™ 3 genes
MTI.M-» omitted
MT1JP->
MT1A->
MT1DP->
MT1F~=
| | ] | |
56.6 56.8 57 57.2 57.4

Position on chri6 (Mb)



SCF (KITLG)-rs55781197

SCF (KITLG) [chr16:67940350_A_G (rs55781197) (A/G) N=14736] Weight Weight

Study TE SE(TE) 95%-Cl (common) (random) 2 "f"f”” 3 ‘°°§

e 3
INTERVAL (4896) -0.157  0.03 B -0.16 [-0.22;-0.09]  29.2%  23.1% = 2
BioFinder (1496) -0.287 0.05 e -0.29 [-0.39; -0.18] 98%  10.9% L 5
EGCUT (487) -0.152  0.09 e -0.15 [-0.32; 0.02] 3.9% 49% : 8
KORA (1064) -0.226 0.06 —°— -0.23 [-0.35; -0.10] 7.7% 89% g
NSPHS (866) -0.120 0.07 —— -0.12 [-0.25; 0.01] 6.4% 7.6% -
ORCADES (982) -0.144  0.06 —— -0.14 [-0.27; -0.02] 72%  8.4% €
RECOMBINE (448) -0.164  0.10 — i -0.16 [-0.37; 0.04] 2.7% 3.5% |+~ ZDHHCT CTCF-» <GFOD2 TSNAXIP1— <-CTAL <DDX28 _ NFATC3->  SLC7A6->
STABILITY (2951 ) -0.115 0.04 e -0.12 [—0.1 9; —005] 22.8% 19.9% HSD1182~> CARMIL2 «—CENPT  «LCAT DUS2—+ «ESRP2 PRMT7—
o ol o S A R R e

-V. 5 —U. —-U.00,; —U, .17 .07
VIS (902) -0.173  0.07 —— -0.17 [-0.32; -0.03] 56%  6.8% T s T T e R
: - LOCI&OSO5942 -— EIgKDl NULI:?—’ = Df.EP2 - SLCZABOS
Common effect model S -0.17 [-0.20; -0.13]  100.0% - RIECRI  GHogNGEs ' il
Random effects model < -0.17 [-0.21; -0.13] -- 100.0% PSKH1 >
| | | | *PS:WBIO
-04 -02 0 02 04 «—LOC100131303
Heterogeneity: I = 1%, 1° = 0.0007, p = 0.43 . . o : .
67.6 67.8 68 68.2 68.4

Position on chri6 (Mb)



SCF (KITLG) [chr19:54793830_C_G (rs798893) (C/G) N=14725]

Study TE SE(TE)
INTERVAL (4896) 0.128  0.02 e
BioFinder (1496) 0.072 0.04 —o-—
EGCUT (487) 0.030 0.08 —

KORA (1064) 0.057 0.06 ——
NSPHS (866) 0.138  0.05 —
ORCADES (982) 0.099 0.05 N —
RECOMBINE (437) 0.061 0.08
STABILITY (2951) 0.076 0.03 —
STANLEY (344) 0.222  0.08 S
STANLEY (300) -0.106  0.09 :

VIS (902) 0.078  0.08 :
Common effect model <>
Random effects model e <|> —_—

-0.3
Heterogeneity: 1° = 16%, 1° = 0.0002, p = 0.29

-0.1 0 010203

95%-Cl (common) (random)

0.13 [0.08;0.18]
0.07 [-0.01; 0.16)
0.03 [-0.13; 0.19]
0.06 [-0.06; 0.17)]
0.14 [0.03;0.25]
0.10 [0.01; 0.21]
0.06 [-0.10; 0.22]
0.08 [0.02;0.13]
0.22 [0.07;0.38]

-0.11 [-0.28: 0.07]
0.08 [-0.08; 0.24]

0.10 [0.07;0.12]
0.09 [0.06;0.12]

Weight Weight
322%  28.8%
10.8% 11.5%

2.9% 3.3%
5.6% 6.2%
6.7% 7.3%
6.6% 7.3%
3.0% 3.3%
23.8%  22.6%
3.1% 3.6%
2.5% 2.9%
2.9% 3.3%
100.0% -
-= 100.0%

~loga(p-value)

-—NLRPI2
vt

SCF (KITLG)-rs798893

rs798893

CACNGQ-’ =~ 0OSCAR RPS9~» =-LILRA3 TTYHI=>=  KIR3DX1-» LILRB4~>
- " " " o - Ld
MYADM—»  MIR935~~ NDUFA3 -~ - LILRB3 - LILRA4 LENG8—~ LILRA2-~ LILRP2~>
- ' L — “ - Ll L
PRKCG—+~ CACNG6—~ <TFPT - LILRAG —LAIRT < LENGS LILRAT— KIR3DL3—~
- Laanl - - L L) - Lol

— 100

CACNG7—~ «— VSTM1 CNOT3— <LILRBS «—LENG8-AST LILAB1— KIR2DL3—~
— L aal . - L] —- Ll
-— TARM! < TMC4 ~—LILRB2 <« CDC42EP5 MIRB0E1—
" - o - |
PRPL.? - MIR4.752—* LAIﬁZ—- -—LOC10 192880?
<« LENGT < LILRAS KIR2DL 1>
L ] " L
- MBOAT7
-
TSE/:BJ-O
T T T ]
54.4 54.6 54.8 55 55.2

Position on chr19 (Mb)

(Quy/o) 21Bs UDNBUIGLLODSY



SCF (KITLG)-rs6073958

SCF (KITLG) [chr20:44551855_C_T (rs6073958) (T/C) N=14730] Weight Weight .
S

- - - o]
Study TE SE(TE) 95%-Cl (common) (random) 2 g [
INTERVAL (4896) -0.364 0.02 = . -0.36 [-0.41; -0.32] 33.6% 14.4% ‘;‘ §
BioFinder (1496) -0.196 0.04 r—°— -0.20 [-0.28;-0.11] 10.2% 112% < ;
EGCUT (487) -0.338 0.07 ————— -0.33 [-0.48; -0.19] 3.7% 73% ¢ ©
KORA (1064) -0.376 005 —=—t -0.38 [-0.48; -0.27] 70%  98% 2
NSPHS (866) -0.376 0.06 —r—— -0.38 [-0.50; -0.25] 5.4% 8.8% E ,. 5
ORCADES (982) -0.243  0.06 ——— -0.24 [-0.36;-0.13] 62%  9.3% (PIGT— ~EPPIN <WFDC11  ~WFDCS <SPATA2S  MMP9—~  CDd0—~ < CDH22 = ELMOZ|
RECOMBINE (442) -0.271 009 ——— -0.27 [-0.44; -0.10] 2.6% 5.9% \MIRG812—>  «~WFDC9 SPINT4-> «TNNC2  PCIEI-> SLCI2A5-> ~SLC35C2
STABILITY (2951 ) -0.183 0.03 = -0.18 [—025, -0.1 2] 20.8% 13.4% WFDC2-—> WFDC10A~> DNTTIP1-= «PLTP - NCOAS
STANLEY (344) -0200 009 « ———— -0.20 [-0.38; -0.02] 24%  55% I Vi . R
STANLEY (300) -0302 010 ——— -0.30 [-0.49; -0.11] 2.3% 5.3% ’ DY i o
VIS (902) -0.215  0.06 —— -0.21 [-0.33;-0.10] 57%  9.0% M e Sl
:‘ -— EPPIA‘!; WFDC6 - MII.?361 7 «A.C‘J‘OTa
Common effect model o -0.29 [-0.31; -0.26] 100.0% - o i
Random effects model | <>I | | -0.28 [-0.33; -0.23] -= 100.0% ZSWiM1 >
< NEURL2

04 -02 0 02 04 GrsA

Heterogeneity: I = 69%, t° = 0.0044, p < 0.01 : . : : :
442 44 .4 446 44 8 45

Position on chr20 (Mb)



SCF (KITLG)-rs705379
SCF (KITLG) [chr7:94953895 A_G (rs705379) (A/G) N=14288]

Weight Weight

Study TE SE(TE) 95%-Cl (common) (random) - ol e
® 0.8
10 -
INTERVAL (4896) 0.089 0.02 & 0.09 [0.05;0.13] 331% 33.1% dl | I
BioFinder (1496) 0.079 0.04 —F— 0.08 [0.01;0.15] 10.8% 10.8% ’2;
EGCUT (487) 0.059 0.06 —T 0.06 [-0.07;0.19] 3.4% 3.4% 8 ° :
KORA (1064) 0.072 0.04 T— 0.07 [-0.01;0.16] 7.5% 7.5% ()
NSPHS (866) 0.159  0.06 —+——— 0.16 [0.05;0.27] 4.3% 4.3% g
ORCADES (982) 0.096 0.05 |—— 0.10 [0.01;0.19] 6.7% 6.7% =
STABILITY (2951) 0.051  0.02 - 0.05 [0.00;0.10] 235%  23.5% g
STANLEY (344) 0.074 0.08 * 0.07 [-0.08; 0.23] 2.3% 2.3% |
STANLEY (300) 0.177  0.08 — 0.18 [0.02;0.34] 2.1% 2.1%
VIS (902) 0.044 0.05 —— 0.04 [-0.05; 0.14] 6.2% 6.2%
Common effect model < 0.08 [ 0.06; 0.10] 100.0% e
Random effects model < 0.08 [ 0.06; 0.10] -= 100.0%
T 1 1 1
-0.3-0.2-0.1 0 0.1 0.2 0.3 . Caille - fONe ASBes oYNGII =
Heterogeneity: /° = 0%, 1° = 0, p = 0.77 s e i

I | |

94.6 94.8 95 95.2 95.4
Pasition on chr7 (Mb)

(Qyy/o) 21Bs UDNBUIGLUIODSY



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
RECOMBINE (444)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

SCF (KITLG) [chr9:107661742_A_C (rs2740488) (A/C) N=14732]

TE SE(TE)
0.120  0.02
0.135 0.04
0.008 0.08
0.118  0.05
0.084 0.06
0.098 0.05
0.146  0.08
0.106  0.03
0219  0.09
0.087 0.10
0.146  0.06

Heterogeneity: 1> = 0%, t° = 0, p = 0.92

-0.2

0

0.2

95%-CIl (common) (random)

0.12 [0.07;0.17)
0.14 [0.06;0.22]
0.01 [-0.14;0.16]
0.12 [0.02;0.22]
0.08 [-0.04; 0.21]
0.10 [~0.01; 0.20]
0.15 [-0.02; 0.31]
0.11 [0.05;0.16]
0.22 [0.04;0.40]
0.09 [-0.11;0.28]
0.15 [0.04;0.26]

0.12 [ 0.09; 0.14]
0.12 [ 0.09; 0.14]

Weight Weight
32.7%  32.7%
10.6% 10.6%

3.0% 3.0%
7.0% 7.0%
4.6% 4.6%
6.3% 6.3%
2.5% 2.5%
236%  23.6%
2.2% 2.2%
1.8% 1.8%
5.6% 5.6%
100.0% -
-= 100.0%

~logsp(p-value)

SCF (KITLG)-rs2740488

20

r$2740488
®

OHI?FI—’ ‘-OR.ISCQ NIPSNdPJA—'
- ORI1SC4 OR L?DI-' < ABCA1
- ORI13C3 NIPSN_A;P.?B-’
OoR 1."308—-
- OR' 13C5
- OF{ 13C2

— 100

SLC44A1—>
-

| | | |
107.2 107.4 107.6 107.8
Position on ¢chrd (Mb)

108

(QN/We0) @iBd uolBLIQUIODAY



SCF (KITLG) [chr9:128807910_C_T (rs138854302) (T/C) N=14736]

Study TE SE(TE)
INTERVAL (4896) -0.137 0.04
BioFinder (1496) -0.170  0.06
EGCUT (487) -0.173  0.11
KORA (1064) -0.185 0.07
NSPHS (866) -0.284  0.11
ORCADES (982) -0.101  0.09
RECOMBINE (448)  -0.255  0.13
STABILITY (2951) -0.078 0.04
STANLEY (344) -0.267 0.13
STANLEY (300) -0.034 0.13
VIS (902) -0.131  0.08

Common effect model
Random effects model

Heterogeneity: I = 0%, 1° = 0, p = 0.73

-0.4 -0.2

0

T |
02 04

95%-CIl (common) (random)

~0.14 [-0.21; -0.07)
~0.17 [-0.30; -0.04]
~0.17 [-0.38: 0.04]
~0.19 [-0.33; -0.04]
~0.28 [-0.50; -0.07]
-0.10 [-0.27; 0.07]
~0.26 [-0.51; -0.01]
-0.08 [-0.16; 0.01]
~0.27 [-0.52; -0.01]
~0.03 [-0.29: 0.22]
~0.13 [-0.29: 0.03]

-0.14 [-0.18; -0.10]
-0.14 [-0.18; -0.10]

Weight Weight
339%  33.9%
10.1% 10.1%

3.6% 3.6%
8.0% 8.0%
3.4% 3.4%
5.4% 5.4%
2.6% 2.6%
22.0%  22.0%
2.5% 2.5%
2.4% 2.4%
6.2% 6.2%
100.0% -
-= 100.0%

~l0go{p-value)

0.8
10 - - 0.6
0.4
-0.2

- MAPKAP1

SCF (KITLG)-rs138854302

PBX3~>

rs138854302

'-LO(ESY 145

<-LOCIQI9291 16 ’—N?ON

~ 100

— 80

60

MvB128-»

128.4

128.6

128.8
Position on ¢hr9 (Mb)

T
129

1
129.2

(Qyy/o) 21Bs UDNBUIGLUIODSY



SIRT2 (SIRT2)-rs144373891

SIRT2 (SIRT2) [chr19:39379770_C_T (rs144373891) (T/C) N=14736] Weight Weight

Study TE SE(TE) 95%-Cl (common) (random) 04 7 | 144373891 - 100
INTERVAL (4896) -0591  0.09 = ~0.59 [-0.77:-0.41]  319% 131% _ = ||l .. » - 80
BioFinder (1496) -0.400 0.13 - -0.40 [-0.65; -0.15] 16.2% 12.2% % 20 0.4 ® L
EGCUT (487) -1.339 0.31 —_— -1.34 [-1.94; -0.74] 2.8% 75% 1 15 -0.2 . °
KORA (1064) -1.702 0383 ——— -1.70 [-2.35; -1.06] 2.5% 70% = ° .40
NSPHS (866) -0.642 0.32 _— -0.64 [-1.27; -0.01] 26%  7.2% © 10 °
ORCADES (982) -1.251 040 ———+ -1.25 [-2.03; -0.47] 17%  5.6% i ¢ oerl e o
RECOMBINE (448)  -0.267 0.26 5l -0.27 [-0.77; 0.23] 41%  8.7% : .
STABILITY (2951) -0.510 0.11 == -0.51 [-0.73; -0.29] 20.5% 12.6% 0 - -0
STANLEY (344) -0.801  0.29 —— -080 [-137,-028]  32%  7.9% PREDG~  —MARKI | —CAPNTZ ~MNGNPL ~FENOTT  AGH~ NCGRPI= INI=
\S/;l'é‘\ '(\IQIE)?ZT (300) —8132 g?i L [ —81; [[—00%865', 8?;% 13'24" 1?':;0? FAMSC—  LOC105372397—> +LGALS? < RINL ~—FBX027 PAKd—> < IFNL3 <GMFG
' ' e Tl e e « RASGRP4 EIF3K—> LGALS7B~> NFKBIB— «SYCN  «LRFNI

Common effect model o -0.57 [-0.67; -0.47] 100.0% - Ay TN CLEALSe:CeERe RN SPARY
Random effects model < -0.68 [-0.92; -0.44] -= 100.0% «ECHI +-SARS2 1FNL2->

! | ! ' ~SIRT2 SAMD4B—

=9 =7 0 1 2 MRPS12->
Heterogeneity: I = 63%, ©° = 0.1065, p < 0.01 ] : :

39 39.2 39.4 39.6 39.8

Position on chr19 (Mb)

(QU/N9) 2182 LOHBUIQWOISY



SLAMF1 (SLAMF1) [chr1:160636559_C_T (rs60094514) (T/C) N=14733]

Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
RECOMBINE (447)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (900)

Common effect model
Random effects model

Heterogeneity: I° = 50%, t° = 0.0034, p = 0.03

TE SE(TE)
0.261  0.03
0.123  0.05
0.253  0.08
0.370 0.06
0.123  0.07
0.209 0.07
0.063 0.10
0.173  0.03
0.331  0.10
0.200 0.11
0270 0.06

95%-CIl (common) (random)

— 0.26 [0.21;0.32]
Ce 0.12 [0.02;0.23]
———  0.25 [0.09;0.41]
i —s— 0.37 [0.25;0.49]

L= 0.12 [-0.01; 0.25]
S — 0.21 [0.08;0.34]
—t 0.06 [-0.13; 0.26]

———te
)

0.17 [0.11;0.24]
————0.33 [0.13;0.54]

0.20 [-0.02; 0.42]

| T
-04 -02 O

—s— 027 [0.15;0.39]
> 0.22 [0.19; 0.25]
< 0.22 [0.17; 0.27]
| |
02 04

Weight Weight
31.9% 16.3%
9.6% 11.2%
3.9% 6.8%
7.1% 9.7%
5.9% 8.7%
5.8% 8.6%
2.6% 5.1%
21.9% 14.9%
2.4% 4.8%
2.2% 4.4%
6.7% 9.4%
100.0% -
-= 100.0%

~l0g;o(p-value)

SLAMF1 (SLAMF1)-rs60094514

rs60094514

1 - 100

ATPIAd— <-COPA VANGL2-» - CD84 - CD48 LY9—  LOC101928372~> <~NECTING
1 L - e e - " R Ul . -
CASQ1—+ NCSTN-» «SLAMFE < SLAMF1  SLAMF7-» «CD244  =[TLN2 = TSTD1 NIT1-—>
- " - ot - - - ) -
- LOC729867 NHLH1-—» - [TLN1 —F11R =PFDN2
L) - - - —
PEA15—~ SUMO1P3— «—USF1 < DEDD|
- ' - - {
«DCAF8 < ARHGAP30
L ] -
«PEX19 KLHDC9—>
UFCT—>.
~
USP21—>
-
PPOX—>
| ) | | |
160.2 160.4 160.6 160.8 161

Position on chr1 (Mb)

(Qu/wo) 1. uoneuIgquLIoDaY



Study

INTERVAL (4896)
BioFinder (1496)

EGCUT (487)
KORA (1064)
NSPHS (866)

ORCADES (982)
RECOMBINE (448)

STANLEY (344)
STANLEY (300)
VIS (900)

Common effect model
Random effects model

Heterogeneity: /% = 0%, t° = 0, p = 0.49

SLAMF1 (SLAMF1) [chr12:112007756_C_T (rs653178) (T/C) N=11783]

TE SE(TE)
-0.118  0.02
-0.088  0.04
-0.017  0.07
-0.132  0.04
-0.031  0.05
-0.118  0.05
-0.119  0.07
-0.004  0.07

0.001  0.08
-0.100  0.05

‘
i

i
—_—
'

'
———

B —

————

09

[ o T

-0.2 -

A 0 0.1

0.2

95%-CI (common) (random)

-0.12 [-0.16; —0.08]
~0.09 [-0.16;-0.02]
~0.02 [-0.15; 0.11]
-0.13 [-0.21; —0.05]
~0.03 [-0.13; 0.07]
-0.12 [-0.21; -0.03]
~0.12 [-0.25: 0.01]
~0.00 [-0.15; 0.14]
0.00 [-0.16; 0.16]
~0.10 [-0.19; -0.01]

-0.10 [-0.12; -0.07]
-0.10 [-0.12; -0.07]

Weight Weight
415%  41.5%
12.6% 12.6%

4.0% 4.0%
9.8% 9.8%
6.9% 6.9%
8.1% 8.1%
4.0% 4.0%
3.3% 3.3%
2.5% 2.5%
7.4% 7.4%
100.0% e
-- 100.0%

~logyg(p-value)

SLAMF1 (SLAMF1)-rs653178

15

= - 100
rs653178
e ®
08 e °
- 0.6 ® 80
0.4 o)
- <]
10 0.2
(o] -
o » 60
® fe)
LY o0 o
o — 40

cuxz— SH2B3—~ < BRAP ALDH2—~  ADAMIA—» ERP29—~
. [T raean ' "
MIRG6760-> -« ATXN2 ACAD10-~ MAPKAPKS - - NAA25
1 L L ] [EEICRT RN 1] [ LI ITYRY
- FAM109A MIR6761~» - TMEM116
L ' L e
*MAPKA.PKS-ASI - MIR3657
| | |
111.6 1118 112 112.2 1124

Position on chr12 (Mb)

(Quy/wa) 21es uoneuIquooay



SLAMF1 (SLAMF1)-rs200489612
SLAMF1 (SLAMF1) [chr17:7106378_A_G (rs200489612) (A/G) N=6778]

12 —— 1$200489612 1008
& 8
5 0 g
g 8 1
Weight Weight g 6 S
Study TE SE(TE) 95%-Cl (common) (random) g 4 o
| 2 %
INTERVAL (4896) 0.719 0.12 . = 0.72 [0.48; 0.96] 85.0%  85.0% 0 : g
ORCADES (982) 1.157 040 : 1.16 [0.37; 1.95] 8.1% 8.1% \~SLCI3AS ALOX12P2—~  ALOX12-» <-ASGR2 <-DLG4 < YBX2 TNKi-» «ZBIB4 SENP3—~ < TP53|
VIS (900) 0934 0.44 e 0.93 [0.08; 1.79] 6.9% 6.9% XAF1-> ~ALOX12-AS1 «ASGR!  SLC2A4-» <-PLSCR3 POLR2A-» <-FXR2
: FBX039-> RNASEK > ACADVL—+  ACAP1—= FGFI1—> TNFSF12—
Common effect model - 0.77 [0.54; 0.99] 100.0% - « TEKT1 RNASEK-C170rtd9—> —MIR324 +~GPS2  NLGN2-> TNFSF13->
Random effects model < 0.77 [0.54; 0.99] -— 100.0% o ' : X S :
, , C170rtag—> ~DVL2 <NEURLE TMEM102~>  EIF4A1— 18'g0nss
1 0 1 — MIR497HG <PHF23  KCTDi1—>  SLC35G6—> CDGs—> omitted
Heterogeneity: /* = 0%, t° = 0, p = 0.54 e s Sy e vl
< MIR497 < CTDNEP SPEMI-> SNORA48—~
BCLGB-> ELPS-> TMEM9S— TNFSF12-TNFSF13->
SLCT6AI3—> - CLON? Ct7ori74»  SNORDIO->
| | | | |
6.8 7 7.2 7.4 7.6

Position on chr17 (Mb)



SLAMF1 (SLAMF1) [chr17:79220224 C_G (rs2725405) (C/G) N=10271]

Study TE SE(TE)
INTERVAL (4896) 0.088 0.02 ——
BioFinder (1496) 0.140 0.04 B
EGCUT (487) 0.097 0.07 g
NSPHS (866) 0.056 0.05 ——»—-—
ORCADES (982) 0.089 0.05 —_—
STANLEY (344) 0.163 0.07 =
STANLEY (300) -0.017 0.08 ,
VIS (900) 0.043 0.05 —_—
Common effect model <§
Random effects model <
I T T T T |
-03-02-01 0 01 02 0.3

Heterogeneity: /° = 0%, 1% < 0.0001, p = 0.53

95%~Cl (common) (random)

0.09 [0.05;0.13]
0.14 [0.07;0.21]
0.10 [0.03; 0.23]
0.06 [-0.04: 0.15]
0.09 [0.00;0.18]
0.16 [0.02;0.31]
-0.02 [-0.17; 0.14]
0.04 [-0.05: 0.14]

0.09 [0.06;0.12]
0.09 [0.06;0.12]

Weight Weight
47.5%  47.3%
14.8% 14.9%

4.6% 4.6%
8.1% 8.2%
9.7% 9.7%
3.7% 3.7%
3.0% 3.0%
8.6% 8.6%
100.0% -
-- 100.0%

~loga(p-value)

RPTOR~»

SLAMF1 (SLAMF1)-rs2725405

rs2725405
@

*-LO(.J!O’928855

CHMPG—»
-

- BAIA??-ASI

BAIAPZ -
Lttt Bl 1]

- AATK =-TEPSIN <LOC100130370
_-—— - L

-—MIRE57 NDUF;AF'B—’
MIR3065—~ «SLC38A10
b (Rt
~ MIR338
- Mﬂl? 1250
LoC 105?7 1925~

«CEPI31 < TMEMI05 <MIR3186
Ll L ]

«—MIR4740 Q—AQTGI

— 100

- NPLOC4 HGS-»
PO -

FSCN2-+» TSPAN10-»
) =

AATK-AST—+ <—LINC0O0482 BAHCC1-—+= < FAAPI00 < PDE6G
[ " - ™ ”

- O).(LDY
CCD(E 137—
-Afl7L 16
MIR6.786->
MRPE 12~
SLC?SAI_O".

78.8

I

79.2
Position on chri7 (Mb)

79.4

79.6

(QWy/o) S1Bs UDNBUIGLLIODSY



SLAMF1 (SLAMF1) [chr5:95263427 A_G (rs570025519) (A/G) N=10894]

Study TE SE(TE)
INTERVAL (4896) 0.132 0.03
BioFinder (1496) 0.138 0.04
EGCUT (487) 0.148 0.09
KORA (1064) 0.135 0.06
STABILITY (2951) 0.126  0.03

Common effect model
Random effects model

Heterogeneity: I? = 0%, 1 = 0, p=1.00

T 3
-0.3-0.2 -0.1

0 01 02 03

95%~-CI (common) (random)

0.13 [0.08;0.18]
0.14 [0.06;0.22]
0.15 [-0.02; 0.32]
0.14 [0.03;0.24]
0.13 [0.07;0.19]

0.13 [0.10; 0.16]
0.13 [0.10; 0.16]

Weight Weight
43.1%  43.1%
15.4% 15.4%

3.7% 3.7%
8.8% 8.8%
29.0%  29.0%
100.0% -
-= 100.0%

~log;o(p-value)

15 4 0.8

SLAMF1 (SLAMF1)-rs570025519

rs570025519
s ®

FAM8IB—> ARSK-» = SPATA9 - GLRX ~ELL2 MIR583~> = PCSK1
e »" L e ] ' Lo
-TTC37  GPR150~> RHOBTB3~» LOC101929710-~
AR SRS 18 ' L e L ]
RFESD—~ LINCQ1554 -~
" "
| | | |
95 95.2 95.4 95.6

Pasition on chrs (Mb)

100

(QN/W2) @1B) uoHRUIQWOD3Y



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (874)
ORCADES (982)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

Heterogeneity: /2 = 76%, > = 0.0046, p < 0.01

ST1A1 (SULT1AT1) [chr16:28561581_C_T (rs149278) (T/C) N=11345]

TE SE(TE)
-0.118  0.02
-0.253  0.04
-0.333 0.06
-0.332  0.05
-0.273  0.05
-0.167  0.05
-0.193  0.08
-0.139  0.08
-0.180  0.05

1
[ S
g

——————— b

o

.<|>

l
-0.4

T
-0.2

0

T
0.2

0.4

95%-CI (common) (random)

-0.12 [-0.16; -0.08]
~0.25 [-0.32; -0.18]
-0.33 [-0.45; -0.21]
~0.33 [-0.42; -0.24]
-0.27 [-0.37;-0.17]
~0.17 [-0.26; —0.08]
~0.19 [-0.35; -0.04]
~0.14 [-0.29: 0.01]
-0.18 [-0.27; -0.09]

-0.19 [-0.21; -0.16]
-0.22 [-0.27; -0.16]

Weight Weight
42.7% 15.8%
13.7% 13.4%

4.7% 9.4%
8.4% 11.7%
7.2% 11.1%
8.8% 11.9%
2.9% 7.3%
3.1% 7.6%
8.4% 11.7%
100.0% -
-=100.0%

~log,p(p-value)

_-;Gscrt

- XPO6
L

ST1A1 (SULT1A1)-rs149278

rs149278

SBKT— —EIF3CL ATXN2L—~ CDI9—
r—a - L)
«NPIPBS «CLN3 SGF29— NPIPB9—~ SH2Bi—  SPNS1—»
Pt - it e - L]
—EIF3C ~TUFM  NFATC2IP—
- - . L
< MIR6862-1 <MIR4721  MIR4517->
<« MIR6862-2 ATP2A1—  LAT—
L 2 ] L)
APOBR— < SULTIAT «— ATP2A1-AS1
" " 1
«L27 - SULTIAZ « RABEP2
e " -
«NUPR1  NPIPB8—
L] e
| ] | | |
28.4 28.6 28.8 29

28.2

Position on chri6 (Mb)

- 100

(QW/We) 2iBl UoHBUIGUICDaY



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
ORCADES (982)
RECOMBINE (442)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

Heterogeneity: I? = 0%, 1° =0, p = 0.65

ST1A1 (SULT1A1) [chr4:187161211_C_T (rs66530140) (T/C) N=10913]

TE SE(TE)
-0.165  0.02
-0212  0.04
-0.226 0.07
-0.130  0.04
-0.186  0.05
-0.039 0.10
-0.098 0.08
-0.134  0.07
-0.172  0.05

o ———
|
—_—
'
—— e

N T 1
-0.3-0.2-0.1 0 0.1 0.2 0.3

95%-CI (common) (random)

~0.17 [-0.20; -0.13]
~0.21 [-0.28; -0.14]
-0.23 [-0.35; -0.10]
~0.13 [-0.21; -0.05]
-0.19 [-0.28; -0.10]
~0.04 [-0.24: 0.16]
~0.10 [-0.25; 0.05]
~0.13 [-0.27: 0.01]
-0.17 [-0.27; -0.08]

-0.17 [-0.19; -0.14]
-0.17 [-0.19; -0.14]

Weight Weight
451%  45.1%
14.4% 14.4%

4.3% 4.3%
10.4% 10.4%
8.9% 8.9%
1.8% 1.8%
3.3% 3.3%
3.6% 3.6%
8.3% 8.3%
100.0% -
-=100.0%

~logyp(p-value)

30 -

20

ST1A1 (SULT1A1)-rs66530140

rs66530140 r
& 0s
L ] 06
8 04
&

~ SORBS2 ] TLR3—~ «FLI576  _ —FI1-AS! « FAT!

FAM149A—~ F11—> ~MTNRIA
Haes . L
CYP4V2—>
-
KLKB1~»
Lo ]
| | | |
186.8 187 187.2 187.4 187.6

Position on chr4 (Mb)

- 100

80

— 60

- 40

(Quy/wa) aies uoneuIquosay



TGF-alpha (TGFA)-rs72912115

TGF-alpha (TGFA) [chr2:70774295_A_T (rs72912115) (A/T) N=14728]

Weight Weight 15 ——
Study TE SE(TE) 95%-Cl (common) (random) P
INTERVAL (4896) 0.151 0.03 —— 0.15 [0.09; 0.21] 353% 29.1% =
BioFinder (1496) 0.190 0.06 ———— 0.19 [0.07;0.31] 8.5% 9.5% ;5
EGCUT (487) 0.049 0.09 -— 0.05 [-0.13; 0.23] 4.2% 5.0% %
KORA (1064) 0.056 0.07 —_— 0.06 [-0.08; 0.19] 7.3% 8.3% 2
NSPHS (866) 0.129 0.10 - 0.13 [-0.06; 0.32] 3.5% 4.2% =
ORCADES (979) 0.177  0.07 : 0.18 [0.04; 0.31] 7.1% 8.1%
RECOMBINE (443) 0.101 0.11 0.10 [-0.12; 0.32] 2.6% 3.2%
STABILITY (2951) 0.193 0.04 ——— 0.19 [0.11;0.27] 20.9% 20.1%
STANLEY (344) -0.063 0.14 -0.06 [-0.34; 0.21] 1.8% 2.2% SRR T
STANLEY (300) -0.051 0.13 . -0.05 [-0.30; 0.19] 2.2% 2.6% ';;;PH “,;;YOXH
VIS (902) 0.054 0.07 -— 0.05 [-0.08; 0.19] 6.8% 7.8% *'mem :S'N -
Common effect model < 0.14 [0.10;0.17]  100.0% - iR, TaRagIoeA
Random effects model | | | I<> | | 0.13 [0.09; 0.17] -= 100.0%

-0.3-02-0.1 0 0.1 0.2 0.3
Heterogeneity: 1° = 12%, 1° = 0.0005, p = 0.33 ‘ :

rs72912115

< TGFA
oy

«— TGFA-IT1
—

«—FIGLA

- ADD2 - CD207 VAX2—~
Ve . ——

ATPEVIBT—
-

< CLEC4F ANKRD53—~
LU L

LINCO.I 143>
«ATPG&{!BI-ASI
- TEX261
-
OR7E9 iP;v

70.4 70.6

T
70.8
Position on chr2 (Mb)

71

71.2

- 100

(QU/N9) 2182 LOHBUIQWOISY



TNFB (LTA) [chr12:111865049_C_G (rs7310615) (C/G) N=11344]

Study TE SE(TE)
INTERVAL (4896) 0.151 0.02
BioFinder (1496) 0.125 0.04
EGCUT (487) 0.162 0.06
KORA (1064) 0.155 0.04
NSPHS (874) 0.091 0.05
ORCADES (981) 0.093 0.05
STANLEY (344) 0.137 0.07
STANLEY (300) 0.153 0.08
VIS (902) 0.108 0.05
Common effect model

Random effects model

Heterogeneity: I? = 0%, 1° =0, p=0.94

| 1
-0.3 -0.2 -0.1

0 01 02 03

95%-~-CI (common) (random)

0.15 [0.11;0.19]
0.13 [0.05;0.20]
0.16 [0.04;0.29]
0.16 [0.07;0.24]
0.09 [-0.01;0.19]
0.09 [0.00;0.18]
0.14 [-0.00; 0.28]
0.15 [-0.00; 0.31]
0.11 [0.01;0.20]

0.14 [0.11; 0.16]
0.14 [0.11; 0.16]

Weight Weight
43.4%  43.4%
13.4% 13.4%

4.3% 4.3%
9.5% 9.5%
7.0% 7.0%
8.5% 8.5%
3.5% 3.5%
2.8% 2.8%
7.6% 7.6%
100.0% -
-= 100.0%

-10go(p-value)

25

20 -

TNFB (LTA)-rs7310615

IS 157310615
- 0.8 ® ¢ o o
- 0.6 ® ® Oy
04 @ Q
o
. 0.2 o
o ©

.LINCOMOS—’

MIR6760—~ SH2B3—~ «—BRAP ALDH2—>
' 4 e sl
« LOC105369980 <~ FAM109A <~ ATXN2 ACAD10—~ MAPKAPK5—>
" b BH—— el st 1} -
cux2-» MIR6761—>
- MAPKA'PKS—AS 1
ADAMIA. -
| | | |
1114 111.6 111.8 112 112.2

Position on chr12 (Mb)

- 100

— 80

60

(QW/Wo) a1es uoiEuIQUOdaY



TNFB (LTA)-rs2364485
TNFB (LTA) [chr12:6514963_A_C (rs2364485) (A/C) N=11344]

152364485 - 1008

Weight Weight 20 - ® g
Study TE SE(TE) 95%-Cl (common) (random) B . | ol 2 §
INTERVAL (4896) 0.174  0.03 = 0.17 [0.12;0.23]  454% 454% 2 2
BioFinder (1496) 0.187 0.05 _ 0.19 [0.08;0.29] 12.4% 12.4% g ©
EGCUT (487) 0.164  0.08 _— 0.16 [0.01;0.32) 5.9% 5.9% | 2
KORA (1064) 0.265 0.08 ———— 0.27 [0.12;0.41] 6.3%  6.3% g
NSPHS (874) 0.184 0.07 —:0— 0.18 [0.04;0.33] 6.8% 6.8% = ANO2 CD9—> PLEKHGE—> < CD27-AS1 <-NOP2 «ING4 <MLF2 P3H3—~
ORCADES (981) 0.150 0.06 — 0.15 [0.03;0.28] 8.8% 8.8% e VW «TNFASFIA  CD27-» <-IFFOT <-ACRBP  PTMS-—> USP5-
STANLEY (344) 0.186 0.12 0.19 [-0.04; 0.41] 2.7% 2.7% < SNORA120 «<SCNNIA +-VAMPI ~ «CHD4 «PANP  CDd—
STANLEY (300) 0.245 0.1 ; 0.25 [0.03; 0.46] 30%  30% i SR O G R
VIS (902) 0.108  0.06 =+ 0.11 [-0.02;0.23]  87%  87% S oo -
Common effect model <> 0.18 [0.14;0.21]  100.0% e NeARRz~ wAEE  NE | Loiied
Random effects model < 0.18 [0.14; 0.21] -- 100.0% GEARNATOSE oAz
I | I I GAPDH—> ~SPSB2,
-04 -02 O 02 04 «LOC105369632 |
Heterogeneity: I? = 0%, 1° =0, p=0.92 RPLI3PS~
6.2 6.4 6.6 6.8 7

Position on chri2 (Mb)



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (874)
ORCADES (981)
RECOMBINE (448)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

TNFB (LTA) [chr6:31540757_A_C (rs2229092) (A/C) N=11792]

TE SE(TE)
1397 0.04
1.248  0.07
1387 0.1
1579  0.08
1343  0.15
1.358  0.11
0.700 0.16
1342 0.7
1296  0.17
1260 0.08

95%-Cl (common) (random)

[1.32; 1.47]
[1.11:1.39]
[1.17: 1.60]
[1.42:1.73]
[1.05; 1.64]
[1.14:1.58]
[0.39: 1.01]
[1.00; 1.68]
[0.96: 1.63]
[1.10: 1.42]

1.36 [1.31; 1.41]
1.31 [1.19; 1.43]

1 1 |
-15-1-05 0 05

Heterogeneity: 1° = 70%, 1° = 0.0271, p < 0.01

1

Weight Weight
46.1% 14.0%
13.0% 12.4%

5.3% 10.1%
10.3% 11.9%
2.9% 8.0%
5.2% 10.0%
2.6% 7.7%
2.2% 6.9%
2.3% 7.1%
10.1% 11.9%
100.0% -
-- 100.0%

TNFB (LTA)-rs2229092

s2229092
®

MICB~> LTA-» = BAG6 =-CLIC! HSPAIB-> (C2- CdA—~
e ' - o L] ] ram

~ 80

{Q/N2) 21el uoHEUIqWOIaY

o= C'601"5 ‘—HliA-C MIQ.A—’
PSORSIC1-—= - HLA-B HCP5~» TNF=> APOM-» MSH5-» «NEU! CFB-> =-TNXB!
L . L} L] " L2l " L] L] LA
- C.?SN - le‘76891 HCG:?G" - l:TB CSNI:?B i S VJ‘VA? > 3L£44A4 - D'XO
«—PSORS1C2 LINCO1149— LSTI—+ «LY6G5C < VARS <EHMTZ2 STKI9—~
' “ . . L2l L - '
‘—C%Cﬁl MCC.DT—’ AIFJ—’ LYGG.GF'-’ ‘—L§M2 *28.7'512 C’4-B~‘_2.'" 17 genes
TCF.19-> *012(398 <—C6.0!/47 SAPC.DV-’ '-CZ};—AS’ omitted
- pq‘USFI ‘-ATPSVYE‘?-DDX.?QB * Mle4646 - HS.'PA 1w L NgLFE
‘—PSO.‘RSYC:’ - SNOﬁD’ 17 ‘-GP.ANKI HSP)’ TA-> "’M/f'?'236
HCG..27 - - SNQRD&‘ LYGG'5B - C60(I48 - SKi ‘42‘- -
DDX398-AS1—+ < ABHDI6A SNORD48~~> C48—~
' L ' - -
| | | | |
31.2 314 316 31.8 32

Paosition on chré (Mb)



TNFRSF9 (TNFRSF9)-rs34557412
TNFRSF9 (TNFRSF9) [chr17:16852187_A_G (rs34557412) (A/G) N=9867]

- 34557412 s
rs
Weight Weight ® .
Study TE SE(TE) 95%-CIl (common) (random) 10 06 |- 80
- ® 04
INTERVAL (4896) -0.661 0.11 - -0.66 [-0.89; -0.44] 62.7% 62.7% - 8- 02
BioFinder (1496) -0.496 0.22 —— -0.50 [-0.93;-0.07] 17.2% 172% 3 g . - 60
KORA (1064) 0.116 042 —r— 0.12 [-0.70; 0.93] 4.7% 47% & 6 o
NSPHS (866) -0.861 0.28 — e -0.86 [-1.41; -0.31] 10.6% 106% g
STANLEY (344) -0.396 0.89 ; -0.40 [-2.14; 1.35] 1.0% 1.0%
STANLEY (300) -1.110 0.66 -1.11 [-2.41; 0.19] 1.9% 1.9%
VIS (901) -0.096 0.67 : -0.10 [-1.41; 1.21] 1.9% 1.9%
Common effect model < -0.61 [-0.79; -0.43] 100.0% -
Random effects model < -0.61 [-0.79; -0.43] -= 100.0% :
| | | | _&RRC?SA-AS!—» CM* <-TN£-;R_.§F 138 M.:H - «QQ.{J‘SS
=2 I | 0 1 2 \«<-LRAC75A  <ZNFb24 USP32P1-» «PLDE NT5M->
Heterogeneity: I?=0%,1°=0, p =048 ~2ZNF287 FAM1Q6CP~~ ~FLCN
0—KR;I’16P2
16.4 16.6 16 8 17 17.2

Position on chr17 (Mb)

(Quy/wa) 21es uoneuIquosay



TNFRSF9 (TNFRSF9) [chr1:7972201_A_G (rs1776354) (A/G) N=11784]

Study TE SE(TE)
INTERVAL (4896) -0.144  0.02
BioFinder (1496) ~0.134  0.04
EGCUT (487) -0.125  0.07
KORA (1064) -0.174  0.04
NSPHS (866) -0.084 0.05
ORCADES (982) ~0.112  0.05
RECOMBINE (448)  -0.059  0.05
STANLEY (344) ~0.059  0.07
STANLEY (300) -0.207 0.08
VIS (901) -0.110  0.05

Common effect model
Random effects model

Heterogeneity: I? = 0%, 1° =0, p=0.71

———
|
———
|
[
R T Y
T
1
—_————
|

cntpsi—
—_—
'
—:—.-——
|
———
i
i
<
<
| |

l 1 1
-03 -01 0 010203

95%-CI (common) (random)

~0.14 [-0.18;-0.10]
~0.13 [-0.20; —0.06]
~0.12 [-0.25: 0.00]
~0.17 [-0.26; —0.09]
~0.08 [-0.18; 0.01]
~0.11 [-0.20; -0.02]
~0.06 [-0.17; 0.05]
~0.06 [-0.21; 0.09]
~0.21 [-0.36; —0.05]
-0.11 [-0.21; -0.01]

-0.13 [-0.16; -0.10]
-0.13 [-0.16; -0.10]

Weight Weight
40.7%  40.7%
12.8% 12.8%

3.9% 3.9%
9.2% 9.2%
7.0% 7.0%
8.2% 8.2%
5.6% 5.6%
3.0% 3.0%
2.7% 2.7%
7.0% 7.0%
100.0% o
-= 100.0%

~log,o(p-value)

25

CAMTAT -~

TNFRSF9 (TNFRSF9)-rs1776354

rs1776354

PER3~> < TNFRSF9 LINCO1714—>
LAE A s Al L L
VAMP3~» PARK7 —»
- LA aS
- UTS2 - ERRFIT
- L o
| | |
7.8 8 8.2

7.6

Pasition on chr1 (Mb)

{QW/ND) 2181 UoHRUIGWOD3Y



TNFSF14 (TNFSF14)-rs344562
TNFSF14 (TNFSF14) [chr19:6661549 C_T (rs344562) (T/C) N=11789]

Weight Weight 80 ¢ ' r$344562 1008

Study TE SE(TE) 95%~CI (common) (random)  _ A 4 4 _ 80 %
2 - 0.8 =4
INTERVAL (4896) -0.516  0.04 - -0.52 [-0.60;-0.43]  41.0% 136% 4 40 || °° e R
BioFinder (1496) -0.277 0.08 o -0.28 [-0.43; -0.12] 1%  17% 3 ‘32 o S
EGCUT (487) -0.606 0.13 -—'-—— -0.61 [-0.85; -0.36] 4 5% 929% 7 - ' - 20 §
KORA (1064) -0.352 0.09 -.—._ -0.35 [-0.53; -0.17] 8.2% 11.0% 0z Lo 2
ORCADES (82 0809 01 —— | ool sem b (RO e e WG hgeR Em
RECOMBINE (444)  -0.115  0.12  J— ~0.11 [-0.36; 0.13] 47%  9.4% L alpe o = LG T e
STANLEY (344) -0.555 0.24 - -0.56 [-1.02; -0.09] 1.3% 4.8% AN mREee S el Ch
STANLEY (300) -0.311 0.16 —*—-*— -0.31 [-0.63; 0.01] 2.7% 7.5% RPN ) T MEAS
VIS (902) -0.619  0.07 —— -0.62 [-0.76;-0.48]  133%  12.1% e Thie 10+ MBOgL2~ Boaies
:E «MIR68E5 «s:gDSA «MB.D3L3 omitted
Common effect model <& -0.48 [-0.53; -0.43] 100.0% - < MIR6790 ZNF557-»
Random effects model —— -0.46 [-0.58; -0.33] -- 100.0% e "
| | | | -t
-1 05 0 05 1 ~~MIR3540
Heterogeneity: /2 = 72%, 1° = 0.0280, p < 0.01 . "ISLC.?“"’ .
6.2 6.4 6.6 6.8 7

Position on chr19 (Mb)



TRAIL (TNFSF10)-rs174533

TRAIL (TNFSF10) [chr11:61549025_A_G (rs174533) (A/G) N=14732] Weight Weight

rs174533 — 100

Study TE SE(TE) 95%-Cl (common) (random) 3
_ 3
INTERVAL (4896) 0.081  0.02 B 0.08 [0.04;0.12]  382.0% 20.0% = =
BioFinder (1496) 0.061 0.04 -—H:— 0.06 [-0.01; 0.14] 9.7% 11.1% j'a’ S
EGCUT (487) 0.056 0.07 i 0.06 [-0.07; 0.18] 3.4% 5.2% o g
KORA (1064) 0.184 0.05 i———  0.18 [0.09; 0.28] 6.1% 8.1% T g
NSPHS (866) 0.160 0.05 -*—*— 0.16 [0.06; 0.26] 5.7% 7.7% =
ORCADES (982) 0.061 0.05 —1— 0.06 [-0.03; 0.16] 6.1% 8.1% ' =
RECOMBINE (445) -0.026  0.05 — -0.03 [-0.13; 0.08] 5.5% 7.5% [-VWCE <CPSF7  =SYT7 DAGLA> <-FADS! <-RAB3ILI INCENP—>
STABILITY (2951) 0.069 0.03 —— 0.07 [0.02;0.12] 20.8% 16.9% +-DDBI  SDHAF2—=  LOC101927495 MYRE-> < FADS3 SCGBID1~>
g?::tgz 833; 8838 888 . 883 {_ggg’ 8(2)2% ggof’ 3?:? ..T:FC—’ PPPIR32—~  RPLPOP2— - TMEM258 BEST1— SCGB2A1—~
-0.07 .07 - —.7-—.;. 6% .17 ._'- % - H“‘_ ? ._'. “_.
VIS (901) 0.114  0.05 —t 0.11 [0.02;0.21] 59%  7.9% f;gf;3 Z’:;Z:‘;: ”"Fz’f"‘:::’, i zzzz;‘:
Common effect model < 0.08 [0.05;0.10]  100.0% _— TMEN216-> FEN1—>
Random effects model < 0.08 [ 0.05; 0.11] -= 100.0% «MIR1908
I ! | ! FADS2->
02-01 0 01 02 iy
Heterogeneity: 1 = 41%, ©° = 0.0009, p = 0.08 | ; — : :
61.2 61.4 61.6 61.8 62

Position on chri1 (Mb)



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
RECOMBINE (438)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (901)

Common effect model
Random effects model

Heterogeneity: I? = 0%, =0, p=0.99

TRAIL (TNFSF10) [chr1:196710916_C_T (rs16840522) (T/C) N=14725]

TE SE(TE)
-0.141  0.03
-0.080 0.05
-0.114  0.08
-0.119  0.06
-0.098 0.08
-0.088 0.06
-0.080 0.06
-0.122  0.03
-0.148  0.11
-0.077  0.10
-0.141  0.06

[ — | —
-0.3-02-0.1 0 0.1 0.2 0.3

95%-CIl (common) (random)

~0.14 [-0.19; -0.09]
-0.08 [-0.17; 0.01]
~0.11 [-0.27; 0.04]
-0.12 [-0.23; -0.01]
~0.10 [-0.25; 0.05]
~0.09 [-0.21; 0.03]
~0.08 [-0.20; 0.04]
~0.12 [-0.18; —0.06]
~0.15 [-0.35; 0.06]
-0.08 [-0.27; 0.12]
~0.14 [-0.26; -0.02]

-0.12 [-0.15; -0.09]
-0.12 [-0.15; -0.09]

Weight Weight
325%  32.5%
10.1% 10.1%

3.3% 3.3%
7.1% 7.1%
3.8% 3.8%
5.5% 5.5%
5.4% 5.4%
220%  22.0%
1.9% 1.9%
2.2% 2.2%
6.1% 6.1%
100.0% -
-= 100.0%

~log,o(p-value)

TRAIL (TNFSF10)-rs16840522

rs16840522
&

«~KCNT2 CFH-» CFH“FIH—- CFf"I.F:2—° '—f“l.\'?B 4-.2_?.7'.8‘47
- MIR4735 CFHR3~ CFHR4~> «-ASPM CRBI1—»
' . - L L L) —
CFHRS5
-
T T i ! |
196.4 196.6 196.8 197 197.2

Pasition on chr1 (Mb)

100

{QW/ND) 2181 UoHRUIGWOD3Y



TRAIL (TNFSF10) [chr14:94844947 C_T (rs28929474) (T/C) N=14735]

Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
RECOMBINE (448)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (901)

Common effect model
Random effects model

TE SE(TE)
0.850 0.07
0.733 0.1
0.156  0.29
0465 0.22
0870 0.34
0.791  0.19
0352 0.16
0591 0.13
0.771  0.24
0280 0.24
0486 0.14

——
—r—
'
'
|
[ S S—
|
|
—!—.—
——p—
|
'
*
S
'
—r——
1
|
<

| l | |
-15 -1 -05 0 05

Heterogeneity: I° = 50%, t° = 0.0218, p = 0.03

|
1

1
1.5

95%-CIl (common) (random)

0.85 [0.70;1.00]
0.73 [0.51;0.95]
0.16 [-0.42;0.73]
0.46 [0.03;0.90]
0.87 [0.20; 1.54]
0.79 [0.42;1.16]
0.35 [0.05;0.66]
0.59 [0.34;0.84]
0.77 [0.30;1.24]
0.28 [-0.19; 0.75]
0.49 [0.22;0.75]

0.67 [0.58; 0.76]
0.61 [0.47; 0.74]

Weight Weight
34.6% 17.3%
15.5% 13.8%

2.2% 4.4%
3.9% 6.6%
1.6% 3.4%
5.5% 8.3%
8.0% 10.3%
11.6% 12.3%
3.3% 5.9%
3.4% 6.0%
10.3% 11.7%
100.0% -
-= 100.0%

~logyg(p-value)

50 -

40

TRAIL (TNFSF10)-rs28929474

rs28929474

S

|« FAM181A-AST  IF27L1— PPP4R4— «—SERPINA2 <« SERPINA12
o . PR - ' -

-0.8

06
04

- 0.2

- G'SC
FAMI81A—~ OTUB2—> < SERPINATO «-SERPINATT  SERPINAS—~> DIGIT—
. e - L - .
- ASB2 - DDX24 <~ SERPINAG < SERPINAZ SERPINA3—~
LAl S - LS LA L
- Mlll?4506 lFl%? - - SE| Q'PJNA 7 SERP.I.NAd -
L!NCO£I52 > - IFI.27L2 SERPII!A 13P—~

‘ T T T 1

94.4 94.6 94.8 95 95.2

Position on chri4 (Mb)

~ 100

—~ 80

- 60

(QW/N9) @1er uoieuIqUodaY



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
RECOMBINE (448)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (901)

Common effect model
Random effects model

Heterogeneity: 1 = 44%, 1° = 0.0120, p = 0.06

TRAIL (TNFSF10) [chr17:64224775_C_T (rs8178824) (T/C) N=14735]

TE SE(TE)
0.369  0.06
0347 0.12
0.344  0.23
0.226 0.13

-0.104  0.37
0537 0.21

~0.076 0.7
0.200 0.07

~0.055 0.30

~0.353 0.32
0.047 0.15

o PR

-0.5

0 0.5

Weight Weight

95%-Cl (common) (random)

0.37 [0.25; 0.49] 37.0% 21.0%
0.35 [0.11; 0.58] 9.7% 12.6%
0.34 [-0.11; 0.80] 2.5% 5.0%
0.23 [-0.04; 0.49] 7.7% 11.0%
-0.10 [-0.84; 0.63] 1.0% 2.2%
0.54 [0.13;0.94] 3.2% 6.0%
-0.08 [-0.42; 0.27] 4.5% 7.8%
0.20 [0.06; 0.34] 25.9% 19.1%
-0.06 [-0.64; 0.53] 1.5% 3.3%
-0.35 [-0.98; 0.27] 1.3% 2.9%
0.05 [-0.26; 0.35] 5.7% 9.1%
0.26 [0.18;0.33] 100.0% -
0.22 [0.11; 0.33] -- 100.0%

~logsofp-value)

TRAIL (TNFSF10)-rs8178824

2
12 - rs8178824
0.8 0.
- 0.6 e ®
10 - 0.4
- 0.2
8 -
6 —
° 09
4 ¢ ® 9
0g ® ¢
3 (o) °© ~°O °

~ 100

— 80

60

- 40

- CEP112 PRKCA—
= APOH <~ PRKCA-AST
) -
| | ) | |
63.8 64 64.2 64.4 64.6

Position on chr17 (Mb)

(Qyy/o) 21Bs UDNBUIGLUIODSY



TRAIL (TNFSF10) [chr18:29804863_A_T (rs654488) (A/T) N=14735]

Study TE SE(TE)

INTERVAL (4896) -0.129 0.02 =

BioFinder (1496) -0.056 0.04 —

EGCUT (487) -0.060 0.07 .

KORA (1064) -0.121 0.04 e

NSPHS (866) -0.088 0.05 —_—

ORCADES (982) -0.090 0.04 —

RECOMBINE (448) -0.040 0.05 ————

STABILITY (2951) -0.074 0.02 —

STANLEY (344) 0.145 0.08 : .

STANLEY (300) -0.174  0.08 :

VIS (901) -0.055 0.05 s

Common effect model >

Random effects model | | I<> | | |
-0.3-02-0.1 0 0.1 0.2 0.3

Heterogeneity: /° = 42%, t° = 0.0007, p = 0.07

95%-Cl (common) (random)

~0.13 [-0.17; -0.09]
-0.06 [-0.13; 0.02]
~0.06 [-0.19: 0.07]
-0.12 [-0.20; -0.04]
~0.09 [-0.19: 0.01]
~0.09 [-0.18; -0.00]
~0.04 [-0.14; 0.086]
-0.07 [-0.12; -0.02]
0.15 [-0.01; 0.30]
-0.17 [-0.33;-0.02]
~0.06 [-0.15; 0.04]

-0.09 [-0.11; -0.07]
-0.08 [-0.11; -0.05]

Weight Weight
323%  20.9%
9.3% 10.9%
3.1% 4.6%
7.2% 9.1%
4.9% 6.8%
6.8% 8.7%
5.5% 7.4%
21.2% 17.5%
2.1% 3.3%
2.1% 3.2%
5.6% 7.5%
100.0% —-—
-= 100.0%

~loga(p-value)

10

0_

TRAIL (TNFSF10)-rs654488

rs654488

0.8
-06
04

~ 100

— 80

< KLHL14
e

< SLC25A52 RNF125-» MEP1B— < GAREM1
) Lt | L -»
- TRAPPCS RANF138-> WBP11P1 >
L A e e L e ] . .
| | | |
29.4 29.6 29.8 30

Position on chr18 (Mb)

30.2
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TRAIL (TNFSF10) [chr19:44153100_A_G (rs4760) (A/G) N=14287]

Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (901)

Common effect model
Random effects model

TE SE(TE)
0424  0.03
0.293  0.05
0479  0.08
0252  0.07
0.228 0.07
0.351  0.06
0.363  0.03
0276  0.11
0.345  0.10
0.161  0.07

Weight Weight
95%-Cl (common) (random)
o 0.42 [0.37;0.48] 35.6% 16.2%
—- 0.29 [0.19; 0.39] 10.5% 12.2%
———— 0.48 [0.32; 0.64] 3.8% 7.6%
e 0.25 [0.11;0.39] 5.2% 9.1%
—a—l 0.23 [0.09; 0.37] 5.1% 9.0%
—— 0.35 [0.23;0.47] 71% 10.5%
: » 0.36 [0.30; 0.43] 22.7% 15.1%
L —— 0.28 [0.06; 0.49] 2.2% 5.3%
————  0.35 [0.15;0.54] 2.6% 5.9%
—] 0.16 [0.02; 0.30] 5.1% 9.0%
o 0.36 [0.32;0.39] 100.0% -
< 0.33 [0.27; 0.38] --  100.0%

| | T | I 1

-06-04-02 0 02 04 06

Heterogeneity: 1° = 61%, ° = 0.0048, p < 0.01

~logq(p-value)

120 —1-

100

TRAIL (TNFSF10)-rs4760

= 154760
@

+ 100

- 80

— 60

(Qu/wo) 1. uoneuIgquLIoDaY

[« PSG5 PRGI—>  =-LYPD3 <XRCC! <PLAUR <KCNN4 <ZNF404 ZNF155-> ZNF224-»
" ' - " - ] " - -
«PSG4 CD177-  «PHLDB3 <IRGQ IRGC—+ =-LYPD5  <ZNF45 ZNF222-»

" - Lan il = . - e "
« LOC284344 TEX101—> <—ETHE! «—2ZNF428  «—SMG9 2ZNF283—  ZNF221—+ ZNF223—
- " " (2] Ll " - -
—PSGY ZNF575—> «LOC100505715 ZNF284—>
r-—t . - e
PINLYP-> ~LOC101928063
ZNF576—+ ZNF230->
. -
SRAMS > «L0C100379224 |
- CADM4 ZNF225~>
- »a
ZNF234-»)
T T | 1 1 "
43.8 44 442 44.4 446

Position on chr19 (Mb)



TRAIL (TNFSF10) [chr3:172274232_A_C (rs574044675) (A/C) N=13173]

Study TE SE(TE)
INTERVAL (4896) 0.569 0.06
BioFinder (1496) 0.644 0.12
EGCUT (487) 0376 0.21
KORA (1064) 0916 0.14
NSPHS (866) 0.693 0.16
ORCADES (982) -0.140 0.45
RECOMBINE (431) 0.620 0.22
STABILITY (2951) 0.480 0.09

Common effect model
Random effects model

Heterogeneity: I = 37%, 1° = 0.0050, p = 0.14

——
'
———

———
)

[}
Lo

+
<
<

| | | |
05 0 05 1

-1

95%-Cl (common) (random)

0.57 [0.45; 0.68]
0.64 [0.41:0.88]
0.38 [-0.04; 0.79]
0.92 [0.63:1.20]
0.69 [0.38;1.01]
-0.14 [-1.02; 0.74]
0.62 [0.19;1.05]
0.48 [0.31:0.65]

0.58 [ 0.50; 0.66]
0.59 [0.49; 0.69]

Weight Weight
46.8%  32.7%
11.0% 14.1%

3.6% 5.5%
7.6% 10.7%
6.1% 8.8%
0.8% 1.3%
3.3% 5.1%
209%  21.8%
100.0% -
-- 100.0%

~loga(p-value)

50

40

TRAIL (TNFSF10)-rs574044675

FNDC3B~»

rs574044675

- TNFSF10 =~ NCEH1
. L B
- G:fSR

ECT2~~
weiie ww

0.8
06
04
- 0.2

~ 100

— 80

- SPATAT6 !

171.8

172

|
172.2
Pasition on chr3 (Mb)

T
172.4

172.6
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Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (901)

Fixed effect model
Random effects model

TRAIL (TNFSF10) [chr3:186449122 A_G (rs5030044) (A/G) N=14287]

TE seTE

0.32 0.0327
0.26 0.0611
0.22 0.0935
0.28 0.0711
0.30 0.0710
0.37 0.0738
0.23 0.0394
0.29 0.1219
0.22 0.1322
0.30 0.0717

Heterogeneity: 12 = 0%, 1% = 0,p=0.79

[
-0.4

|
-02 0

02 04

0.32
0.26
0.22
0.28
0.30
0.37
0.23
0.29
0.22
0.30

0.29
0.29

95%-Cl

[ 0.25: 0.38]
[ 0.14: 0.38]
[ 0.04: 0.40]
[ 0.14: 0.42)
[ 0.16: 0.44]
[ 0.23: 0.52]
[0.15: 0.31]
[ 0.05: 0.53]

[-0.04: 0.48]
[0.16: 0.44]

[ 0.25; 0.32] 100.0% o=

[ 0.25; 0.32]

Weight Weight
(fixed) (random)
32.7% 32.7%

9.4% 9.4%
4.0% 4.0%
6.9% 6.9%
6.9% 6.9%
6.4% 6.4%
22.5% 22.5%
2.4% 2.4%
2.0% 2.0%
6.8% 6.8%
-- 100.0%

~logp(p-value)

TRAIL (TNFSF10)-rs5030044

rs5030044

= LINC02052
o

- CRYGS FETUB~—
" "
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=
DNAJB11—>
e
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-

KNG T
-a
EIF4A2—~>
5
HR_(.B - SNOI:?O? -
SNORIAG.?B-
MIR 1?48-*
SNORIA81 -
SNORAB3 -+
SNOF"TA4 -
- RFC4
L
- LINC02043
-

ADIP?O-‘

- 100

({Qu/2) 21.) uolBUIqQUICDRY

RTP.J—’]
- RPL39L
L
"LOCIOJQZQL?G
- MASP1 |
-

1 gene
omitted

186

186.2

186.4 186.6

Position on ¢hr3 (Mb)

186.8



TRANCE (TNFSF11) [chr13:43039673_A_C (rs4512994) (A/C) N=14736]

Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
RECOMBINE (448)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

Heterogeneity: I = 17%, ° = 0.0003, p = 0.28

TE SE(TE)
0.147  0.02
0.114  0.04
0239 0.07
0.049 0.05
0.096 0.05
0.103  0.04
0.073  0.08
0.094 0.03
0.092 0.08
0.012  0.08
0.158  0.05

Weight Weight

95%-Cl (common) (random)

e 0.15 [0.11;0.19] 32.7%  25.3%
—i— 0.11 [0.04;0.19] 10.3%  11.4%
————0.24 [0.11;0.37) 3.1% 4.0%
—_— 0.05 [-0.04; 0.14] 6.6% 7.9%
e 0.10 [0.00;0.19] 5.9% 7.2%
e 0.10 [0.02;0.19] 7.2% 8.5%
- 0.07 [-0.08; 0.22] 2.3% 3.0%
e 0.09 [0.04;0.14] 21.4%  19.6%

= 0.09 [-0.06; 0.25] 2.2% 2.8%

j 0.01 [-0.14;0.16] 2.2% 2.9%
——— 0.16 [0.07;0.25] 6.1% 7.3%

&> 0.12 [0.09;0.14]  100.0% -
o ? - 0.11 [0.09; 0.14] --  100.0%

-0.3

-0.1 0 0.1 0.2 0.3

~log;o(p-value)

TRANCE (TNFSF11)-rs4512994

&5 (54512994

20 — @

AKAPT 1>

Feremien

VWAB-AST >
-

LOC105370177~
L e |

DGKH-> TNFSF11->
oe—tq

0.8
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04

0.2
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a

- LIN(.,‘O 1050

| | |
42.6 428 43 43.2
Position on chr13 (Mb)
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Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
RECOMBINE (448)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

TRANCE (TNFSF11) [chr17:26694861 A_G (rs704) (A/G) N=14736]

TE SE(TE)
-0.102  0.02
-0.138  0.04

0.068 0.0
-0.116  0.05
-0.063 0.05
-0.095 0.05

0.135  0.08
-0.165  0.03
-0.162  0.08
-0.056  0.08
-0.132  0.05

-0.3 -0.2 -0.1

Heterogeneity: /2 = 61%, t° = 0.0032, p < 0.01

T
0 01

T |
02 03

95%-Cl (common) (random)

~0.10 [-0.14; —0.086]
-0.14 [-0.21; -0.07]
0.07 [-0.06; 0.20]
-0.12 [-0.21; -0.02]
~0.06 [-0.16; 0.03]
~0.10 [-0.18; -0.01]
0.14 [-0.01; 0.28]
-0.16 [-0.21;-0.12]
~0.16 [-0.31; -0.01]
-0.06 [-0.21; 0.10]
~0.13 [-0.22; -0.04]

-0.11 [-0.13; -0.09]
-0.09 [-0.13; -0.05]

Weight Weight
33.4% 14.1%
10.3% 11.2%

3.2% 6.9%
6.0% 9.3%
6.1% 9.4%
6.5% 9.6%
2.3% 5.7%
21.5% 13.3%
2.4% 5.7%
2.2% 5.4%
6.1% 9.4%
100.0% -
-= 100.0%

~10g;0(p-value)

TRANCE (TNFSF11)-rs704

'~ 100

2

(QN/N2) 218 UOHRUIGWODS

5 genes
omitted
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Position on chr17 (Mb)



TRANCE (TNFSF11) [chr3:172294500_A_G (rs79287178) (A/G) N=14719]

Study TE SE(TE)
INTERVAL (4896) -0.552 0.05
BioFinder (1496) -0.495 0.11
EGCUT (487) -0.511  0.18
KORA (1064) -0.905 0.15
NSPHS (866) -0.419 0.14
ORCADES (982) -0.706  0.13
RECOMBINE (431) -0.001 0.28
STABILITY (2951) -0.321  0.08
STANLEY (344) -0.676 0.29
STANLEY (300) -0.278 0.28
VIS (902) -0.325 0.13

Common effect model
Random effects model

Heterogeneity: /2 = 54%, ©° = 0.0191, p = 0.02

95%-CIl (common) (random)

~0.55 [-0.66; —0.45]
-0.49 [-0.71; -0.28]
~0.51 [-0.85;-0.17]
~0.90 [-1.20; -0.61]
~0.42 [-0.69; -0.15]
-0.71 [-0.97; -0.44]
~0.00 [-0.54: 0.54]
-0.32 [-0.48; -0.16]
~0.68 [-1.25; -0.11]
-0.28 [-0.82; 0.26]
~0.32 [-0.58; -0.07]

-0.50 [-0.57; -0.43]
-0.49 [-0.61; -0.37]

Weight Weight
39.7% 16.7%
10.0% 11.9%

3.8% 7.4%
5.2% 8.8%
6.3% 9.7%
6.6% 10.0%
1.5% 3.8%
17.3% 14.2%
1.4% 3.5%
1.5% 3.8%
6.7% 10.1%
100.0% -
-= 100.0%

~loga(p-value)

50 —

40 -

TRANCE (TNFSF11)-rs79287178

rs79287178
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Position on ¢chr3 (Mb)
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TRANCE (TNFSF11)-rs11713634
TRANCE (TNFSF11) [chr3:194061578_A_G (rs11713634) (A/G) N=11337]

Weight Weight P e qATis68d B
Study TE SE(TE) 95%-CIl (common) (random) 10 — » g
- 0.6 80
INTERVAL (4896) -0.119 0.02 —°-*— -0.12 [-0.16; -0.08] 44 8% 27.5% 8 0.4
BioFinder (1496) -0.115  0.04 = -0.12 [-0.20;-0.03)  127%  14.6% 02
EGCUT (487) -0.009 0.07 -0.01 [-0.15; 0.13] 4.6% 6.8% -§ — 60
KORA (1064) -0.062  0.07 - -0.06 [-0.20; 0.08] 45%  67% 4 °
NSPHS (866) -0.068 0.05 —f—'—— -0.07 [-0.16; 0.03] 10.0% 12.4% g £ L 40
ORCADES (982) -0.005 0.05 —— -0.01 [-0.11; 0.10] 8.5% 111% 4 ,
STANLEY (344) -0.045 0.09 T -0.04 [-0.22; 0.13] 3.0% 4.7%
STANLEY (300) -0.053 0.08 -0.05 [-0.22; 0.11] 3.1% 4.9%
VIS (902) -0.187 0.05 ————+ -0.19 [-0.29; -0.09] 8.7% 11.2%
Common effect model < -0.10 [-0.13; -0.07]  100.0% . ,
Random effects model < -0.09 [-0.13; -0.05] -- 100.0% N HEQI® |EINGEomRes: S i THEMIE AR LI
I I | I < DPPAZP3 «LINC02036  <~CPN2 LINCOD8B4—~ = TMEM44
-02-01 0 0.1 02 < LING02028 ~LING00887  +-ATPI3A3 «LSG1
Heterogeneity: /% = 22%, 1> = 0.0009, p = 0.24 —LRRCHS FAMA3A~
193.6 1938 194 194.2 1944

Pasition on chr3 (Mb)

(Quy/wa) 21es uoneuIquosay



TRANCE (TNFSF11)-rs2468187

TRANCE (TNFSF11) [chr8:120201029_C_T (rs2468187) (T/C) N=14735] Weight Weight

Study TE SE(TE) 95%-~CI (common) (random) g 7 100
INTERVAL (4896) -0.189  0.02 — -0.19 [-0.23; -0.15] 33.0% 21.7%
BioFinder (1496) -0.185 0.04 —s— -0.19 [-0.26; -0.11] 10.3% 11.8%
EGCUT (487) -0.313 0.06 ——— -0.31 [-0.44; -0.19] 3.5% 5.1%
KORA (1064) -0.155  0.04 — -0.15 [-0.24; -0.07] 7.2% 92% T
NSPHS (866) -0.062 0.05 —t -0.06 [-0.16; 0.04] 5.2% 72% %
ORCADES (982) -0.178 0.05 —a— -0.18 [-0.27; -0.09] 6.5% 85% <
RECOMBINE (447) -0.137  0.07 —— -0.14 [-0.28; 0.01] 2.5% 38% ¢
STABILITY (2951) -0.139  0.08 —— -0.14 [-0.19; -0.09] 21.5% 18.0% |
STANLEY (344) -0.058 0.08 ———— -0.06 [-0.21; 0.10] 2.2% 3.4%
STANLEY (300) -0.073 0.08 ——— -0.07 [-0.23; 0.08] 2.3% 3.5%
VIS (902) -0.124  0.05 —— -0.12 [-0.22; -0.03] 5.9% 7.9%
Common effect model > -0.16 [-0.18; -0.14] 100.0% - -
Random effects model < -0.16 [-0.19; -0.13] -- 100.0% | SAMD12-AS1->  <-TNFRSF118 MAL2-—> NoV-> o ENPP2
! I I I COLECI10—~> MIR§4‘8AZ-
—04 -02 0 02 04 -« LOC101927513
Heterogeneity: I = 38%, t = 0.0007, p = 0.09 | . " : : »
119.8 120 120.2 120.4 120.6

Pasition on ¢hr8 (Mb)

(QN/N2) Ble) UoHBRUIQWODaY



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

TRANCE (TNFSF11) [chr8:23085868 A_G (rs4872091) (A/G) N=14288]

TE SE(TE)
0.155  0.02
0.104  0.04
0.237 0.08
0.135  0.05
0.062 0.06
0.227 0.05
0.128  0.03
0.214  0.09
0221  0.09
0.071  0.06

Common effect model
Random effects model

Heterogeneity: /2 = 13%, t° < 0.0001, p = 0.32

——
'
———
i

i
.
R

'
—..—!—

1
—_—
1

——,—

0 ¢---

I
-0.2

0

0.2

95%-CIl (common) (random)

0.16 [0.11;0.20]
0.10 [0.02;0.19]
0.24 [0.08:0.39]
0.14 [0.03;0.24]
0.06 [-0.05; 0.17]
0.23 [0.12;0.33]
0.13 [0.07;0.19]
0.21 [0.04;0.39]
0.22 [0.05;0.39]
0.07 [-0.04;0.18]

0.14 [0.11;0.17]
0.14 [0.11;0.17]

Weight Weight
341%  34.0%
10.8% 10.9%

3.0% 3.1%
7.2% 7.2%
5.8% 5.9%
6.2% 6.3%
21.7%  21.7%
2.4% 2.4%
2.5% 2.5%
6.1% 6.2%
100.0% -
-- 100.0%

-logo(p-value)

25 -

TRANCE (TNFSF11)-rs4872091
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.
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e ]
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=

< TNFRSF100D
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Meaos o
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e
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e
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22.8

23 23.2
Pasition on chr8 (Mb)
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TWEAK (TNFSF12) [chr17:7451110_C_T (rs34790908) (T/C) N=14732]

Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
RECOMBINE (444)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

Heterogeneity: /2 = 81%, t° = 0.0097, p < 0.01

TE SE(TE)
0.234  0.02
0317 0.04
0.155  0.07
0433 0.05
0.198  0.06
0.050 0.05
0233  0.05
0.125  0.03
0.214  0.09
0.196  0.08
0.089  0.05

95%-CIl (common) (random)

B 0.23 [0.19;0.28]
i—=—  0.32 [0.24;0.40]

——— 0.16 [0.01;0.30)]
. —=— 0.43 [0.34;0.53]
—_— 0.20 [0.08;0.32]
—— 0.05 [-0.05; 0.15]
e 0.23 [0.14;0.33]

= 0.13 [0.07;0.18]

| |
-04 -02 O

—— 0.21 [0.04;0.38]
_— 0.20 [0.03;0.36]
— 0.09 [-0.01;0.19]
& 0.21 [0.19; 0.24]
< 0.21 [0.14;0.27]
| |
02 0.4

Weight Weight
32.4% 11.3%
9.9% 10.1%
3.2% 7.7%
7.4% 9.7%
4.4% 8.6%
6.1% 9.3%
7.3% 9.6%
19.0% 10.9%
2.2% 6.7%
2.3% 6.9%
5.9% 9.2%
100.0% -
-= 100.0%

~logyo(p-value)

TWEAK (TNFSF12)-rs34790908

1$34790908 3= 100§
g0 2
>
60 5
40 3
5
20 ©
=
_ 0 g
|«~CLECT0A =-DLG4 =YBX2 TNK1~» «-ZBTB4 SENP3—> - TP53 KOMEB > GUCY2D~»|
L ] »ea L J - - - - - "e
- ASGR2 ACADVL-—~ ACAP1-» FGFI11-» TNFSF12-» WRAP53-» TMEMB8~> ALOX158-»|
" . 2 - - L=} ' -
«—ASGR1 SLC2A4—» =-PLSCR3 POLR2A—+» =FXR2 EFNB3~» - NAA3S
" - - - L2 o) - ro—e
— MIR324 - GPS2 NLGNZ—» TNFSF13—» ONAH2 - CHD3—
' . e . HHAR S Ho—
'—CLVLZ ¢-N€£JRL4 TMEP.!’O2—’ EIF4.A!—o RPL2'9P2—' SCAHQIAZY—O 10 genes
<—PI;IF23 KCT?H-» SLC3'5GG-> CD?B-’ CYB§01—> omitted
- GAB.ARAP - TM§W56 SENP:J-.EIFM 1—» - LOC:?84023
-— CTQ.NEPY SPE{W 1> SNOR’A48—° - KC:VABS
EL'F:S- TMEF:495- TNFSF 12—.INFSF 13> ‘-TR;}PPCI
'-CI:DN7 C 170:174—- SNOR'DIO-’ CNTI.?-OB-
| | ] | |
7 7.2 7.4 7.6 7.8

Position on chr17 (Mb)



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

TWEAK (TNFSF12) [chr3:143021856_C_G (rs9842051) (C/G) N=14288]

TE SE(TE)
0.124  0.02
0.074 0.04
0.082  0.09
0210  0.05
0.071  0.08
0.146  0.05
0.094 0.03
0.190 0.1
0.156  0.09
0.103  0.06

Common effect model
Random effects model

Heterogeneity: /° = 0%, T° = 0, p = 0.63

0 ¢---

|
~0.4

|
-0.2

0

0.2

95%-CIl (common) (random)

0.12 [0.08;0.17]
0.07 [-0.01;0.16]
0.08 [-0.08: 0.25]
0.21 [0.12;0.30]
0.07 [-0.08: 0.22]
0.15 [0.05;0.25]
0.09 [0.03;0.15]
0.19 [-0.02; 0.40]
0.16 [-0.02; 0.34]
0.10 [-0.01;0.21]

0.12 [0.09; 0.15]
0.12 [0.09; 0.15]

0.4

Weight Weight
36.2%  36.2%
10.6% 10.6%

2.7% 2.7%
8.8% 8.8%
3.2% 3.2%
7.4% 7.4%
21.3% 21.3%
1.6% 1.6%
2.3% 2.3%
6.0% 6.0%
100.0% o
-= 100.0%

-10go(p-value)

TRPC1—>
.

- PCOLCE2
e

TWEAK (TNFSF12)-rs9842051

-— BQ.ORQ CHS.T2—°

U2SURP—
e -

Loc 10(2:5.07389*

PAQR9-AST—>
--LOC 1(2028936 1

rs9842051
®

«SLCYA9

SLCQAQ_—AS 1>

142.6

T
142.8

|
143
Position on ¢hr3 (Mb)

143.2

143.4

- 100
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TWEAK (TNFSF12)-rs73133996
TWEAK (TNFSF12) [chr3:98429219 C_G (rs73133996) (C/G) N=14288]

Weight Weight {o.J—=
Study TE SE(TE) 95%-Cl (common) (random) : fs73133996
INTERVAL (4896) 0.093 0.02 ——— 0.09 [0.05;0.13] 33.6% 33.6%
BioFinder (1496) 0.029 0.04 —— 0.03 [-0.04; 0.10] 11.2% 11.2%
EGCUT (487) 0.078 0.07 f 0.08 [-0.05; 0.21] 3.2% 3.2% )
KORA (1064) 0.055 0.04 —t——— 0.06 [-0.03; 0.14] 7.3% 7.3% s
NSPHS (866) 0.163 0.05 ——s—— 0.16 [0.07; 0.26] 5.9% 5.9% S
ORCADES (982) 0.135 0.05 —.—.— 0.14 [0.04;0.23] 6.7% 6.7% 8
STABILITY (2951) 0.073 0.03 —_— 0.07 [0.02;0.12] 21.3% 21.3%
STANLEY (344) 0.104 0.08 - 0.10 [-0.05; 0.26] 2.4% 2.4%
STANLEY (300) -0.061 0.08 - -0.06 [-0.21; 0.09] 2.4% 2.4%
VIS (902) 0.084 0.05 +— 0.08 [-0.01; 0.18] 5.9% 5.9%
COmmon eﬁect mOdel <> 0.08 [ 0-06; 0-1 0] 100.00/0 oo : OR5HE—~> OR5K3-—> OR5K2—> « CPOX «— STAGALS-AST
Random effects model < 0.08 [0.06;0.10] -~ 100.0% e " e
I ' ' I ) L LRl R}
_02 _01 0 01 02 ORS'K&’ --CL_DND! .-DCBLD2
Heterogeneity: 1 = 14%, 1° < 0.0001, p = 0.31 i e I . |
98 98.2 98.4 98.6

Pasition on chr3 (Mb)

98.8

- 100

(Quy/wa) 21es uoneuIquosay



TWEAK (TNFSF12) [chr4:103188709_C_T (rs13107325) (T/C) N=14733]

Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (982)
RECOMBINE (445)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

Heterogeneity: I = 44%, 1° = 0.0036, p = 0.06

TE SE(TE)
0214  0.04
0.233  0.09
0.114  0.16
0.168  0.08

-0.487  0.31
0.173  0.09

-0.015  0.11
0.307 0.05
0.003  0.21

-0.193  0.23
0.179  0.08

l
-1

T
-0.5

0 0.5

95%-Cl (common) (random)

0.21 [0.14;0.29]
0.23 [0.06; 0.41]
0.11 [-0.20; 0.43]
0.17 [0.01;0.33]
-0.49 [-1.09; 0.12]
0.17 [-0.01; 0.35]
-0.01 [-0.24; 0.21]
0.31 [0.21;0.41]
0.00 [0.40; 0.41]
-0.19 [-0.64; 0.25]
0.18 [0.03;0.33]

0.20 [0.16; 0.25]
0.18 [0.11; 0.25]

Weight Weight
371%  22.4%
7.1% 10.0%
2.2% 3.9%
8.1% 10.8%
0.6% 1.2%
6.7% 9.5%
4.3% 6.8%
21.9% 18.6%
1.3% 2.4%
1.1% 2.1%
9.8% 12.3%
100.0% -
-= 100.0%

~loga(p-value)

TWEAK (TNFSF12)-rs13107325

0.8
- 0.6
0.4
- 0.2

rs13107325
@
)
8
@
©
® o
o)
()
o}
© o o
® o0 ° ® o

BANK1 -

=~ SLC39A8

- LOC105377621

NFKB1~»
bttt

| | |

102.8 103 103.2 103.4
Position on chr4 (Mb)

103.6

~ 100

— 80

60

- 40

- MANBA
L T ]

(QWy/o) 21Bs UDNBUIGLLODSY



TWEAK (TNFSF12) [chr9:136154168_C_T (rs579459) (T/C) N=11785]

95%-Cl (common) (random)

—_— 0.11 [0.06:0.16]
S 0.15 [0.07;0.24]
+————— 0.24 [0.09;0.40]
e 0.08 [-0.01; 0.18]
—— 0.16 [0.03:0.29]
— 0.10 [-0.01; 0.21]

—_— ~0.00 [-0.11: 0.11]

Study TE SE(TE)
INTERVAL (4896) 0.112  0.03
BioFinder (1496) 0.154  0.04
EGCUT (487) 0.243  0.08
KORA (1064) 0.084 0.05
NSPHS (866) 0.158  0.07
ORCADES (982) 0.102  0.06
RECOMBINE (448)  -0.004  0.06
STANLEY (344) 0.042  0.10
STANLEY (300) ~0.117  0.09
VIS (902) 0.198  0.05

Common effect model
Random effects model

0.04 [-0.15; 0.23]
-0.12 [-0.29: 0.05]

i—s— 020 [0.09;0.31]

0.11 [0.08; 0.14]
0.11 [0.06; 0.16]

-0.2
Heterogeneity: 1° = 52%, ©° = 0.0031, p = 0.03

Weight Weight
38.4% 17.4%
12.2% 12.7%

3.9% 6.9%
9.7% 11.5%
5.7% 8.7%
8.1% 10.6%
7.9% 10.4%
2.6% 5.2%
3.2% 6.0%
8.2% 10.6%
100.0% -
-=  100.0%

~log;q(p-value)

TWEAK (TNFSF12)-rs579459

rs579459

GFl1B~—~ CEL-> <-GBGTI «ABO SURF2-» CACFD1-» <FAMI1638 < SARDH
- a - L L - L} LAl Ll |
SPACAg->  SNORDI41A~> - 0BP28 - SURF6 - SLC2A6 DBH~> - VAV2)|
e | . L = L an
- T7SC1 GTF3C5—~ -—MED22 - TMEM8C - DBH-AS1
B L aJ - " .
MIR548AW -~ CELP—~ RPL7A—~ ADAMTSL2—~
) . g e
SNORL? 1418— SNOI?‘DZ‘#——
-—LOC 195376306 SNOR!IJ.?GB—’
M!R6f377 - SNORL‘).?GA—’
- RALGDS SNORD36C -~
L '
- S(.IRF 1
- SURF4
(X
| I | I |
135.8 136 136.2 136.4 136.6

Position on chrd (Mb)

100 @

(QN/N2) 218 UOHRUIGWODD

3 genes
omitted



uPA (PLAU)-rs55744193
uPA (PLAU) [chr10:75672059 A G (rs55744193) (A/G) N=14286]

Weight  Weight 30 (555744193 2] 100
Study TE SE(TE) 95%-CI (common) (random) ® :
INTERVAL (4896) -0.644 0.12 — -0.64 [-0.87; -0.41] 37.3% 23.9% 32
BioFinder (1496) -0.328 0.24 P -0.33 [-0.80; 0.15] 86% 11.4% [
EGCUT (487) -1272 028 ——7 -1.27 [-1.82; -0.72] 6.5% 9.3% g2
KORA (1064) -1.072 042 — -1.07 [-1.90; -0.24] 28%  47% °
NSPHS (866) -1.157 0.41 -1.16 [-1.96; -0.36] 3.1% 51%
ORCADES (981) -1.017 0.32 —_—r— -1.02 [-1.65; -0.39] 5.0% 7.6%
STABILITY (2951) -0.825 0.14 —_— -0.82 [-1.10; -0.55] 25.7%  20.8% V = ,
STANLEY (344) -1.159  0.30 —_— -1.16 [-1.74; -0.58] 5.8% 8.6% ANy e I - R TR N Lt
STANLEY (300) -0.191  0.55 ' -0.19 [-1.28; 0.89] 1.7% 3.0% Msss1 «<SYNPO2L  FUTIT— PLAU— ~AR3M1
VIS (901) -0.722 0.38 —— -0.72 [-1.47; 0.03] 3.5% 5.7% ~PPP3CB «—AGAPS  ZSWIME—>
PPP3CB-AST— ~—BMS1P4 «— CAMKZ2G
Common effect model < -0.78 [-0.92; -0.64]  100.0% i jriinii o
Random effects model < -0.81 [-1.01; -0.62] -- 100.0% o e
| | .
_1 0 1 *ZSW!W-ASI
Heterogeneity: /° = 29%, ©° = 0.0276, p = 0.18 . l = | .
75.2 754 756 758 76

Position on chr10 (Mb)

(QW/We) 21Bl UOHBUIGUICDaY



Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (981)
RECOMBINE (445)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (901)

Common effect model
Random effects model

Heterogeneity: /> = 0%, t° = 0, p = 0.84

uPA (PLAU) [chr11:126243952 A_G (rs11220462) (A/G) N=14731]

TE SE(TE)
-0.123  0.03
-0.083 0.05
-0.162  0.08
-0.112  0.07
-0.034 0.05
-0.071  0.07
-0.103  0.06
-0.075 0.04
-0.145  0.10
-0.124  0.11
-0.206  0.07

———

'
.
—— s

e
—_——
_
—imm |

<
<

1 ) 1 1
-0.3-0.2-0.1 0 0.1 0.2 0.3

95%-Cl (common) (random)

~0.12 [-0.18; -0.086]
~0.08 [-0.18: 0.02]
~0.16 [-0.32; -0.01]
~0.11 [-0.24; 0.02]
~0.03 [-0.14: 0.07]
~0.07 [-0.20; 0.06]
~0.10 [-0.22: 0.02]
~0.07 [-0.14; -0.00]
~0.15 [-0.35; 0.06]
~0.12 [-0.34: 0.09]
-0.21 [-0.35; -0.06]

-0.10 [-0.13; -0.07]
-0.10 [-0.13; -0.07]

Weight Weight
28.7%  28.7%
9.6% 9.6%
41% 41%
6.0% 6.0%
8.7% 8.7%
6.1% 6.1%
7.1% 7.1%
205%  20.5%
2.5% 2.5%
2.1% 2.1%
4.7% 4.7%
100.0% —-—
-= 100.0%

-10go(p-value)

HYLST—>
Laal

[«-PUS3 <« CDON
- » wsew

DDX25->
L]

uPA (PLAU)-rs11220462

rs11220462

- HP.I;JS D4 DCPS—

- KIRREL3

FAM1188-> < GSEC
R LY ] L
«-SAPRA  ST3GAL4—~
L} P—d
FOXRfDI -

TIRAP~»
-

LOC101929427 —~
.-—

126 126.2 126.4

Position on chri1 (Mb)

126.6

~ 100

(QW/N9) 21e: uDBUIQUIDIaY



uPA (PLAU)-rs7406661
uPA (PLAU) [chr17:7063667_C_T (rs7406661) (T/C) N=14286]

Weight Weight — r$7406661 T 1008

Study TE SE(TE) 95%~CI (common) (random)  _ 80 g
INTERVAL (4896) -0.129  0.03 e -0.13 [-0.18;-0.08]  366%  34.0% . @
BioFinder (1496) -0.098 0.04 —— -0.10 [-0.18; -0.01] 12.8% 13.2% 8’ 08
EGCUT (487) -0.129  0.08 ; ~0.13 [-0.29; 0.04] 34%  37% - 2 3
KORA (1064) -0.271 0.07 — -0.27 [-0.41; -0.13] 4.9% 5.2% 0 2
3321%&%6?381) _gggg ggg —: -8138 {:g;.g) 882} ;ﬁg:f: ;3; Mosirs Ui MOUI AR pigl <Ypa T < sagi- B
STABILITY (2951) -0.092 0.04 — -0.09 [-0.16;-0.02)  195%  19.5% TRLgAs = LT ALGEIRAS TASGRT Stogpd —PLCRS POLGEA <l
STANLEY (344) -0.026 0.10 — -0.03 [-0.23; 0.17] 2.3% 2.5% ¥ HNASErC® AGADHL=  AGHLT raii=  TNEEIR
STANLEY (300) -0.129  0.11 -0.13 [-0.34; 0.08] 2.1% 2.2% FBXQ39— RNASEK-C170r149~> —MiR324 +GPS2  NLGNz—~ TNFSF13—=
VIS (901) -0.154 0.08 —_— -0.15 [-0.31; 0.00] 3.8% 4.1% C17ort49— “<DVL2 «NEURLY TMEMIO2->  EIF$A1—> by
; < MIR497HG <PHF23  KCTD11—>  SLC35G6—> CDES—> omitted

Common effect model < -0.11 [—0.14; -0.08] 100.0% - «—MIR195 < GABARAP <« TMEM256 SENP3-EIF4A1—
Random effects model | | < | l -0.11 [-0.14; -0.08] -= 100.0% «—MIR497 ~CTDNEP! SPEM1—> SNORA48—>

_0 4 —0 2 0 0 2 0 4 BCL.GB-' EU:"S-’ TMEI!A.%-’ TNFSFJZ-"?;NFSFI.?-.
Heterogeneity: /2 = 19%, t° = 0.0001, p = 0.27 ' ' ' ‘ Sorgaid ~CLOW7 Cl7ori7é=.  SNORD10—

6.6 6.8 7 7j2 7.4

Position on chr17 (Mb)



uPA (PLAU)-rs4800787

UPA (PLAU) [chr18:24686365_C_T (rs4800787) (T/C) N=14730]

Weight Weight s

Study TE SE(TE) 95%-Cl (common) (random) P 4800787 ~ 100
). ®
INTERVAL (4896) -0.138  0.02 = ~0.14 [-0.18:-0.09]  30.6%  21.4% E
BioFinder (1496) -0.118 0.04 —0—1— -0.12 [-0.19; -0.04] 10.2% 11.3%
EGCUT (487) -0.018 0.07 L -0.02 [-0.16; 0.12] 3.2% 4.5%
KORA (1064) -0.136 0.05 — -0.14 [-0.23; -0.04] 7.0% 85%  _
NSPHS (866) -0.080 0.05 — -0.08 [-0.19; 0.03] 53%  6.8% =
ORCADES (981) -0.083 0.05 — -0.08 [-0.18; 0.01] 6.5% 80% 1
RECOMBINE (444)  -0.034  0.05 R ~0.03 [-0.13; 0.06] 66%  82% -
STABILITY (2951) -0.057 0.03 - -0.06 [-0.11; -0.00] 20.3% 175% =
STANLEY (344) -0.038  0.08 : ~0.04 [-0.20; 0.12)] 24%  3.4%
STANLEY (300) -0.120  0.08 j' -0.12 [-0.28; 0.04] 23%  3.3%
VIS (901) -0.044 0.05 — -0.04 [-0.15; 0.06] 5.6% 7.1%
Common effect model <> -0.09 [-0.12; -0.07] 100.0% -
Random effects model < -0.09 [-0.12; -0.06] -= 100.0%
I I I I ~KCTD!1 ~AQP4 «CHST9 «-LOC105372038
-0.2 -0.1 0 0.1 0.2 <« PCAT18 AQP4-AS1-»
Heterogeneity: I = 9%, t° = 0.0006, p = 0.36 - e ; ‘
24.2 24 .4 246 24.8 25

Position on chr18 (Mb)

(Qu/Wo) 1. uoneUIGIODaY



uPA (PLAU) [chr19:44174441 C_T (rs4251805) (T/C) N=14734]

Study TE SE(TE)

INTERVAL (4896) -0.486 0.06 —_—

BioFinder (1496) -0.381 0.08 -

EGCUT (487) -0.389 0.17 —_——

KORA (1064) -0.519 0.13 ——

NSPHS (866) -0.658 0.18 ———

ORCADES (981) -0.473 0.16 ——

RECOMBINE (448) -0.228 0.10 .—.-—

STABILITY (2951) -0.488 0.08 ——

STANLEY (344) -0.427 0.20 e

STANLEY (300) -0.363 0.16 e

VIS (901) -0.2183 0.12 :

Common effect model <>

Random effects model | I<> |
-1 -0.5 0 0.5

Heterogeneity: I = 15%, t = 0.0033, p = 0.30

95%-Cl (common) (random)

~0.49 [-0.60; -0.37]
~0.38 [-0.53; -0.23]
~0.39 [-0.73; -0.05]
~0.52 [-0.77; -0.27]
~0.66 [-1.01; -0.31]
~0.47 [-0.78; -0.16]
~0.23 [-0.42; -0.03]
~0.49 [-0.64; -0.34]
~0.43 [-0.82; -0.04]
-0.36 [-0.68; -0.04]
~0.21 [-0.44: 0.02]

-0.42 [-0.48; -0.36]
-0.42 [-0.49; -0.34]

Weight Weight
285%  21.3%
16.1% 15.3%

3.2% 4.2%
5.8% 7.2%
3.0% 4.0%
3.9% 5.1%
10.0% 11.0%
16.4% 15.5%
2.5% 3.3%
3.6% 4.7%
7.0% 8.3%
100.0% -
-= 100.0%

~loga(p-value)

uPA (PLAU)-rs4251805

rs4251805 — 100

- PSGS PRG1-» - LYPD:? - XRCC1 =-PLAUR - KCNN4 = ZNF404 ZNF155->  ZNF224-» |
el ' L L L el "e-w - - " L
|~ PSG4 CD177 -~ - PHLDB3 =IRGQ IRGC—> =-LYPD5 «—ZNF45 ZNF222-~
L) " Laa il = - | ol e L
-—LOC284344 TEX101—+ < ETHE1 - ZNF428 «—SMG9 ZNF283—~ ZNF221—~» ZNF223—»
e - " - - - - -
«—PSGY ZNF575—~ —LOC100505715 ZNF284—~
e . - e
P!NI;YP» «—LOCT 9. 1928063
ZNF576—> ZNF230—~  ZNF225—>
L] - .-
SRR:WS» - LOC1 00.379224
- CADM4 ZNF234~»
- e
ZNF226-H
T T ! | !
43.8 44 442 44 .4 44.6

Position on chr19 (Mb)
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Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (866)
ORCADES (981)
RECOMBINE (443)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (901)

Common effect model
Random effects model

uPA (PLAU) [chr2:160726868_A_G (rs7564243) (A/G) N=14729]

Weight Weight
TE SE(TE) 95%-CIl (common) (random)
-0.108  0.02 —. -0.11 [-0.15; -0.07] 31.1% 22.3%
-0.079 0.04 —— -0.08 [-0.15; -0.01] 10.0% 11.2%
-0.111  0.07 ' -0.11 [-0.24; 0.02] 3.1% 4.2%
-0.156  0.04 —_— -0.16 [-0.24; -0.07] 6.9% 8.4%
-0.069 0.06 ——— -0.07 [-0.18; 0.04] 4.3% 5.6%
-0.096 0.05 — -0.10 [-0.19; -0.01] 6.2% 7.7%
-0.096 0.04 —— -0.10 [-0.18; -0.01] 6.9% 8.4%
-0.048 0.02 = -0.05 [-0.10; 0.00] 20.8% 18.1%
-0.056 0.07 — -0.06 [-0.20; 0.08] 2.5% 3.5%
-0.159  0.08 -0.16 [-0.31; -0.01] 2.2% 3.1%
0.015 0.05 i * 0.01 [-0.08; 0.11] 6.0% 7.5%
<> -0.09 [-0.11;-0.06]  100.0% -
| ' ? 1 | | -0.08 [-0.11; -0.06] -= 100.0%

-03-02-01 0 0.1 0.2 03

Heterogeneity: I = 18%, t° = 0.0005, p = 0.27

~l0g,o(p-value)

UPA (PLAU)-rs7564243

rs7564243

< BAZ2B - CD302 - [TGB6
LA

L

LOCE43072~+> MARCH7 >
' IRt

- LY75 = LOCT100505984
TR ST TRl =]

- LY75-CD302

| | |
160.4 160.6 160.8 161

Position on chr2 (Mb)

161.2

- RBMS1
e

100
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VEGF_A (VEGFA) [chr10:65071215_A_C (rs10822155) (A/C) N=14744]

Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (874)
ORCADES (982)
RECOMBINE (448)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

Heterogeneity: I = 14%, t = 0.0004, p = 0.31

TE SE(TE)
0.093  0.02
0070 0.04
0.138  0.07
0.111  0.04
0.058 0.05
0072 0.05
0.168  0.08
0.034 0.02
0.097 0.08
0230 0.07
0.120  0.05

95%-CIl (common) (random)

=5 0.09 [0.05;0.13]
e 0.07 [-0.00; 0.14]

- 0.14 [0.01;0.27]
—i— 0.11 [0.03;0.20]
- 0.06 [-0.03; 0.15]
. 0.07 [-0.02;0.16]

: 0.17 [0.02;0.32]
- 0.03 [-0.02; 0.08]

: 0.10 [-0.06; 0.25]
- 0.23 [0.09;0.37]
0.12 [0.02;0.22]

———
'

0.08 [0.06;0.11]

<>
< 0.09 [0.06; 0.11]
|

|
-0.3

-0.1 0 0.1 0203

Weight Weight
325%  24.7%
9.9% 11.1%
3.1% 41%
7.2% 8.6%
6.1% 7.5%
6.5% 7.9%
2.3% 3.1%
21.9% 19.7%
2.2% 2.9%
2.6% 3.5%
5.6% 7.0%
100.0% ——
-= 100.0%

~logyp(p-value)

VEGF_A (VEGFA)-rs10822155

rs10822155

» OPS ooy
T Y WA T

P
®
vt 3
BN 3% e
. R
: d
. >

=—-EGR2 NRBF2— ~—MIR1296 REEP3—~
] e ' b+ a
- JMJDIC
LoC l05?78330*
JMJDI(E-AS 1=
| | | |
64.6 64.8 65 65.2

Position on chri0 (Mb)

65.4

- 100
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Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (874)
ORCADES (982)
RECOMBINE (437)
STABILITY (2951)
STANLEY (344)
STANLEY (300)
VIS (902)

Common effect model
Random effects model

Heterogeneity: I = 95%, t° = 0.0252, p < 0.01

VEGF_A (VEGFA) [chr6:43925607_A_G (rs6921438) (A/G) N=14733]

TE SE(TE)
-0.480  0.02
-0.615 0.03
-0510  0.06
-0.797 0.05
-0.397 0.05
-0.283  0.04
-0.484  0.08
-0.204 0.03
-0.555  0.07
-0.504  0.07
-0.345  0.05

0.5

95%-CIl (common) (random)

~0.48 [-0.52; -0.44]
~0.62 [-0.68; -0.55]
~0.51 [-0.63; -0.39]
~0.80 [-0.90; -0.69]
~0.40 [-0.49; -0.31]
-0.28 [-0.37; -0.20]
~0.48 [-0.63; -0.33]
-0.20 [-0.26; -0.15]
~0.55 [-0.70; -0.41]
~0.50 [-0.64; -0.37]
~0.34 [-0.44; -0.25]

-0.43 [-0.46; -0.41]
-0.47 [-0.57; -0.37]

Weight Weight
34.9% 9.9%
11.8% 9.6%

3.5% 8.8%
4.5% 9.0%
6.2% 9.3%
6.8% 9.4%
2.2% 8.1%
19.2% 9.8%
2.3% 8.2%
2.8% 8.5%
5.8% 9.2%
100.0% -
-= 100.0%

VEGF_A (VEGFA)-rs6921438

TJAPI—~  POLH-»
rom |

| '-LR.RC73 '-GT-F’BPZ

—YIPF3  MAD2L1BP—»
" e

POLRIC—
-
- XPO5
P

rs6921438

VEGFA~» LINCO1512->
. P—

«—LOCT101929705 CAPN11-»
- -

CGorf-223-’

«MRPLI4  HSPS0AB!—
- -

- TCTE1
"

TMEMB38—~ < NFKBIE
- L

RSPHS— LOC101929726—~  SPATS1—>
. 1 Leaaal
«—MRPS18A SLC29A1—>
et e
O—SL93582
4—le?4647
TMEM1518->
-
- AARS2
-
I T T T
43.6 43.8 44 442

Paosition on chré (Mb)

44.4

1 100

COC5L !
L e I

MIR4642.-’

(Qu/wo) 1. uoneuIgquLIoDaY



VEGF_A (VEGFA)-rs6993770
VEGF_A (VEGFA) [chr8:106581528_A_T (rs6993770) (A/T) N=14296]

Weight Weight

Study TE SE(TE) 95%-Cl (common) (random) 20 - fssgs?no : -
INTERVAL (4896) 0.213 0.02 —— 0.21 [0.17;0.26] 35.1% 15.3%
BioFinder (1496) 0.032 0.04 — " 0.03 [-0.05; 0.12] 9.9% 11.9%
EGCUT (487) -0.044 0.07 | -0.04 [-0.19; 0.10] 3.2% 7.2%
KORA (1064) 0.151  0.05 e 0.15 [0.05;0.25] 70% 106% T
NSPHS (874) 0.122  0.06 —_— 0.12 [0.01;0.24] 5.2% 94% T
ORCADES (982) 0.014 0.05 —*— 0.01 [-0.09; 0.11] 6.8% 10.5% <
STABILITY (2951) 0.073 0.03 — 0.07 [0.02;0.13] 23.6% 14.5% g
STANLEY (344) 0.146  0.10 : 0.15 [-0.04; 0.34] 1.9%  52%
STANLEY (300) 0.148  0.08 j 0.15 [-0.01; 0.31] 26%  6.4%
VIS (902) 0.104 0.06 T 0.10 [-0.02; 0.22] 4.7% 8.9%
Common effect model < 0.12 [0.10;0.15]  100.0% =
Random effects model <|> | | 0.10 [ 0.05; 0.15] -= 100.0%
| | |

-0.3-0.2-0.1 0 0.1 0.2 0.3 e .

Heterogeneity: 2 = 73%, 1° = 0.0040, p < 0.01 i ~2FPM2-AS]

106.2 106.4 106.6 106.8 107
Pasition on chr8 (Mb)
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Study

INTERVAL (4896)
BioFinder (1496)
EGCUT (487)
KORA (1064)
NSPHS (874)
STABILITY (2951)
STANLEY (344)
STANLEY (300)

Common effect model
Random effects model
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Supplementary Figure 3. Regional association plots comparing plasma cis-pQTLs and blood
cis-eQTLs for the gene encoding the corresponding protein. ‘LocusZoom’ regional association
plots comparing the plasma cis-pQTL signals (lower panel) with the eQTL signals for the
encoding gene in whole blood from the eQTLGen data (upper panel). The sentinel variant for
the pQTL is coloured in purple. LD (r?) to the sentinel pQTL is indicated by the colour key.
Two-sided P-values are from meta-analysis of linear regression estimates.
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Supplementary Figure 4. Regional association plots comparing plasma cis-pQTLs and
disease associations. ‘LocusZoom’ regional association plots comparing the plasma cis-pQTL
signals (upper panel) with the relevant disease signals (lower panel) for the 12 protein-disease
pairs with significant GSMR results following our initial filters prior to colocalisation testing (see
Methods). The sentinel variant for the pQTL is coloured in purple. LD () to the sentinel pQTL
is indicated by the colour key. For pQTLs, two-sided P-values are from meta-analysis of linear
regression estimates. For diseases, P-values are from logistic regression.
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