Text S1 — Cross-sectional analyses results in GLACIER

In the cross-sectional analyses, 48% (36/75) of the TC SNPs, 30% (13/43) of the TG SNPs,
33% (19/58) of the LDL-C SNPs and 14% (10/73) of the HDL-C SNPs were significantly
associated (P<0.05) with their corresponding traits (Appendix Table). 90% (68/75) of the TC
SNPs, 93% (40/43) of the TG SNPs, 84% (49/58) of the LDL-C SNPs and 75% (55/73) of the
HDL-C SNPs had directionally consistent beta-coefficients as reported previously. [1] The
trait-specific GRSs showed associations in a manner consistent with the published literature
(B=0.05 mmol/l per allele, 95% Cl= 0.04, 0.06, SE=0.003, P=3.01*10°" for TC; p=0.03
mmol/l per allele, 95% CI= 0.02, 0.04, SE=0.003, P=4.58*10% for TG; p=0.05 mmol/l per
allele, 95% Cl= 0.04, 0.06, SE=0.005, P=2.44*10% for LDL-C; p=-0.01 mmol/I per allele,
95% Cl=-0.012, -0.008, SE=0.001, P=1.35*10""* for HDL-C). Using the wGRS strengthened
the associations ($=0.06 mmol/I per allele, 95% Cl= 0.05, 0.07, SE=0.003, P=2.43*10"*"* for
TC; p=0.02 mmol/l per allele, 95% CI= 0.018, 0.022, SE=0.001, P=4.24*10"* for TG; p=0.06
mmol/I per allele, 95% Cl= 0.05, 0.07, SE=0.004, P=1.17*10"° for LDL-C; p=-0.01 mmol/I
per allele, 95% CI=-0.012, -0.008, SE=0.001, P=7.06*10"** for HDL-C) (Text S1 Figure A-
D). The differences between the highest and lowest quartiles of the GRS were 0.65 mmol/l for

TC, 0.30 mmol/I for TG, 0.59 mmol/l for LDL-C and -0.14 mmol/l for HDL-C.
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Text S1 Table. Cross-sectional associations of previously associated SNPs in the GLACIER Study

Trait SNP EA EAF B (95% CI) (mmol/l) P
HDL-C rs10019888 G 0,14 0,005 (-0,025; 0,034) 0,75
HDL-C rs1042034 T 0,79 -0,023 (-0,048; 0,003) 0,08
HDL-C rs10773003 G 0,85 -0,006 (-0,034: 0,023) 0,70
HDL-C rs1084651 G 0,84 0,024 (-0,003; 0,051) 0,08
HDL-C rs10850443 G 0,49 -0,004 (-0,025; 0,017) 0,70
HDL-C rs11057408 G 0,64 -0,001 (-0,022; 0,02) 0,92
HDL-C rs1121980 A 0,43 -0,023 (-0,043; -0,002) 0,03
HDL-C rs11246602 T 0,87 -0,008 (-0,038; 0,023) 0,62
HDL-C rs11613352 C 0,71 -0,026 (-0,048; -0,003) 0,02
HDL-C rs11869286 G 0,31 -0,004 (-0,026; 0,018) 0,71
HDL-C rs12145743 T 0,71 -0,008 (-0,031; 0,014) 0,48
HDL-C rs12328675 T 0,90 -0,001 (-0,035; 0,033) 0,97
HDL-C rs12678919 A 0,92 -0,009 (-0,046; 0,028) 0,63
HDL-C rs12748152 T 0,10 -0,012 (-0,046; 0,022) 0,48
HDL-C rs12801636 G 0,75 -0,014 (-0,038; 0,009) 0,23
HDL-C rs12967135 A 0,25 -0,002 (-0,026; 0,021) 0,86
HDL-C rs13107325 T 0,03 -0,042 (-0,102; 0,018) 0,17
HDL-C rs13326165 G 0,80 -0,025 (-0,051; 0,001) 0,06
HDL-C rs1532085 G 0,56 -0,054 (-0,075; -0,034) 1.8x107
HDL-C rs1689800 G 0,33 -0,03 (-0,052; -0,008) 0,01
HDL-C rs16942887 G 0,86 -0,008 (-0,037; 0,022) 0,62
HDL-C rs17145738 c 0,86 0,011 (-0,019; 0,041) 0,48
HDL-C rs17173637 c 0,14 -0,005 (-0,035; 0,025) 0,76
HDL-C rs17404153 G 0,90 0,014 (-0,021; 0,048) 0,45
HDL-C rs174546 T 0,34 0,008 (-0,014; 0,029) 0,48
HDL-C rs17695224 A 0,23 -0,014 (-0,038; 0,01) 0,26
HDL-C rs1800961 T 0,05 -0,03 (-0,075; 0,016) 0,20
HDL-C rs181362 T 0,24 -0,02 (-0,044; 0,004) 0,10
HDL-C rs1883025 T 0,25 -0,02 (-0,043; 0,004) 0,10
HDL-C rs1936800 T 0,55 -0,011 (-0,032; 0,009) 0,29
HDL-C rs2013208 c 0,52 -0,011 (-0,032; 0,009) 0,27
HDL-C 1s2278236 G 0,50 0,002 (-0,019; 0,022) 0,88
HDL-C 1$2290547 A 0,23 -0,013 (-0,037; 0,011) 0,29
HDL-C 1s2293889 T 0,38 -0,009 (-0,03; 0,011) 0,37
HDL-C rs2602836 G 0,53 0,003 (-0,017; 0,024) 0,76
HDL-C rs2606736 T 0,62 0,005 (-0,016; 0,026) 0,61
HDL-C rs2652834 A 0,20 -0,008 (-0,033; 0,017) 0,53
HDL-C rs2814944 A 0,13 -0,023 (-0,054; 0,007) 0,13
HDL-C rs2923084 G 0,19 -0,025 (-0,052; 0,002) 0,07
HDL-C 1s2925979 T 0,32 -0,003 (-0,025; 0,019) 0,80
HDL-C r$2954029 A 0,52 -0,013 (-0,033; 0,008) 0,22
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0,003 (-0,014; 0,02)
0,029 (0,012; 0,046)
0,012 (-0,006; 0,029)
0,014 (-0,008; 0,035)
0,011 (-0,012; 0,034)
0,006 (-0,01; 0,023)

1.1x107®
0,01
0,41
0,20
3.6x10®
0,24
0,13
0,09
0,08
1.6x107°
0,09
0,75
0,64
0,34
0,02
0,59
0,03
0,14
1.7x10®
0,06
0,73
8.8x10™
0,19
0,22
0,36
0,46

95% CI - 95% confidence interval; - beta coefficient; EA - effect allele; EAF - effect allele
frequency; HDL-C - high density lipoprotein cholesterol; LDL-C - low density lipoprotein
cholesterol; InNTG - natural logarithm of triglyceride; SE - standard error; TC - total cholesterol.
P values are based on linear regression models, SNP associations were tested by fitting the
previously associated individual variants (additive model) as the independent variables with lipid
traits as dependent variables. We did not correct for multiple testing in these models given prior
evidence of association.
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