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Table S1. Pleiotropic effects assessed by the Egger intercept

outcome exposure egger intercept | se pval

Sepsis || id:ieu-b-4980 Coronary artery disease || id:ebi-a-GCST005195 -7.624907e-03 | 0.0049898332 | 0.131834390

Sepsis (under 75) || id:ieu- | Coronary artery disease || id:ebi-a-GCST005195 -1.502968e-03 | 0.0035211787 | 0.670296304

b-5066

Sepsis || id:ieu-b-4980 Type 2 diabetes || id:ebi-a-GCST006867 3.396944¢e-03 | 0.0039442673 | 0.390964803

Sepsis (under 75) || id:ieu- | Type 2 diabetes || id:ebi-a-GCST006867 6.861293e-03 | 0.0026346257 | 0.009852028

b-5066

Sepsis || id:ieu-b-4980 Low density lipoprotein cholesterol levels || id:ebi-a- | 5.708032e-04 | 0.0014272844 | 0.689498147
GCST90002412

Sepsis (under 75) || id:ieu- | Low density lipoprotein cholesterol levels || id:ebi-a- 1.370252e-03 | 0.0009729818 | 0.159579300

b-5066 GCST90002412

Sepsis || id:ieu-b-4980 Total cholesterol || id:ieu-a-301 -4.415564e-03 | 0.0032798242 | 0.182062323

Sepsis (under 75) || id:ieu- | Total cholesterol || id:ieu-a-301 -2.586982e-03 | 0.0020665018 | 0.212504829

b-5066

Sepsis || id:ieu-b-4980 HDL cholesterol || id:ieu-b-109 -3.197818e-03 | 0.0016313927 | 0.050848066

Sepsis (under 75) || id:ieu- | HDL cholesterol || id:ieu-b-109 -2.970854e-03 | 0.0010653861 | 0.005452755

b-5066

Sepsis || id:ieu-b-4980 triglycerides || id:ieu-b-111 3.007001e-03 | 0.0016475727 | 0.069069148

Sepsis (under 75) || id:ieu- | triglycerides || id:ieu-b-111 2.355312e-03 | 0.0010918139 | 0.031417297

b-5066

Sepsis || id:ieu-b-4980 basophil cell count || id:ieu-b-29 -5.515146e-06 | 0.0023524431 | 0.998131927

Sepsis (under 75) || id:ieu- | basophil cell count || id:ieu-b-29 -9.561529¢-05 | 0.0017018184 | 0.955225078

b-5066

Sepsis || id:ieu-b-4980 white blood cell count || id:ieu-b-30 2.058647e-03 | 0.0015868131 | 0.195172155

Sepsis (under 75) || id:ieu- | white blood cell count || id:ieu-b-30 2.231359¢-03 | 0.0011316586 | 0.048940240

b-5066

Sepsis || id:ieu-b-4980 monocyte cell count || id:ieu-b-31 1.472980e-03 | 0.0013344256 | 0.270233784

Sepsis (under 75) || id:ieu- | monocyte cell count || id:ieu-b-31 1.049036¢-03 | 0.0008833097 | 0.235284120

b-5066

Sepsis || id:ieu-b-4980 lymphocyte cell count || id:ieu-b-32 1.064920e-03 | 0.0016121856 | 0.509227351




Sepsis (under 75) || id:ieu- | lymphocyte cell count || id:ieu-b-32 1.665002e-03 | 0.0010898727 | 0.126921174
b-5066
Sepsis || id:ieu-b-4980 eosinophil cell count || id:ieu-b-33 2.909164e-03 | 0.0017120268 | 0.090045408
Sepsis (under 75) || id:ieu- | eosinophil cell count || id:ieu-b-33 2.404079¢-03 | 0.0011793352 | 0.041825461
b-5066
Sepsis || id:ieu-b-4980 neutrophil cell count || id:ieu-b-34 1.061408e-04 | 0.0017200903 | 0.950827984
Sepsis (under 75) || id:ieu- | neutrophil cell count || id:ieu-b-34 -9.033837e-04 | 0.0012056778 | 0.453915889
b-5066
Sepsis || id:ieu-b-4980 C-Reactive protein level || id:ieu-b-35 2.491974e-03 | 0.0040258867 | 0.538679686
Sepsis (under 75) || id:ieu- | C-Reactive protein level || id:ieu-b-35 -9.359418e-04 | 0.0023158482 | 0.686934924
b-5066
Sepsis || id:ieu-b-4980 systolic blood pressure || id:ieu-b-38 -8.854039¢-04 | 0.0020362944 | 0.663922161
Sepsis (under 75) || id:ieu- | systolic blood pressure || id:ieu-b-38 -6.660858e-04 | 0.0013430421 | 0.620056686
b-5066
Sepsis || id:ieu-b-4980 diastolic blood pressure || id:ieu-b-39 -8.659759¢-04 | 0.0018741405 | 0.644267973
Sepsis (under 75) || id:ieu- | diastolic blood pressure || id:ieu-b-39 4.632451e-04 | 0.0012841181 | 0.718375005
b-5066
Sepsis || id:ieu-b-4980 body mass index || id:ieu-b-40 4.674823e-04 | 0.0019272542 | 0.808447963
Sepsis (under 75) || id:ieu- | body mass index || id:ieu-b-40 4.798772e-04 | 0.0013140627 | 0.715053763

b-5066




Table S2. Heterogeneity statistics for MR estimates

outcome exposure method Q Q df | Q pval
Sepsis (under 75) || Coronary artery disease || id:ebi-a-GCST005195 | Inverse variance 151.72757 | 116 | 0.014506234
1d:1ieu-b-5066 weighted

Sepsis (under 75) || Type 2 diabetes || id:ebi-a-GCST006867 Inverse variance 280.14378 | 215 | 0.001853379
id:ieu-b-5066 weighted

Sepsis (under 75) || Low density lipoprotein cholesterol levels || Inverse variance 668.60749 | 579 | 0.005738515
id:ieu-b-5066 1d:ebi-a-GCST90002412 weighted

Sepsis (under 75) || Total cholesterol || id:ieu-a-301 Inverse variance 141.40085 | 156 | 0.792677352
id:ieu-b-5066 weighted

Sepsis (under 75) || HDL cholesterol || id:ieu-b-109 Inverse variance 696.65017 | 639 | 0.056477407
id:ieu-b-5066 weighted

Sepsis (under 75) || triglycerides || id:ieu-b-111 Inverse variance 581.23934 | 553 | 0.196258591
id:ieu-b-5066 weighted

Sepsis (under 75) || basophil cell count || id:ieu-b-29 Inverse variance 408.07170 | 375 | 0.115458256
id:ieu-b-5066 weighted

Sepsis (under 75) || white blood cell count || id:ieu-b-30 Inverse variance 971.17125 | 909 | 0.074694839
1d:ieu-b-5066 weighted

Sepsis (under 75) || monocyte cell count || id:ieu-b-31 Inverse variance 910.74854 | 939 | 0.739936639
1d:1ieu-b-5066 weighted

Sepsis (under 75) || lymphocyte cell count || id:ieu-b-32 Inverse variance 893.90226 | 945 | 0.881363967
1d:1ieu-b-5066 weighted

Sepsis (under 75) || eosinophil cell count || id:ieu-b-33 Inverse variance 870.84367 | 807 | 0.058724761
1d:ieu-b-5066 weighted

Sepsis (under 75) || neutrophil cell count || id:ieu-b-34 Inverse variance 859.26162 | 787 | 0.037119223
1d:1ieu-b-5066 weighted

Sepsis (under 75) || C-Reactive protein level || id:ieu-b-35 Inverse variance 121.98218 | 105 | 0.123125765
1d:ieu-b-5066 weighted

Sepsis (under 75) || systolic blood pressure || id:ieu-b-38 Inverse variance 829.56486 | 845 | 0.641148837

id:ieu-b-5066

weighted




Sepsis (under 75) || diastolic blood pressure || id:ieu-b-39 Inverse variance 806.20195 | 863 | 0.916545180
id:ieu-b-5066 weighted

Sepsis (under 75) || body mass index || id:ieu-b-40 Inverse variance 992.77033 | 953 | 0.180410136
id:ieu-b-5066 weighted

Sepsis (under 75) || Coronary artery disease || id:ebi-a-GCST005195 | MR Egger 151.48757 | 115 | 0.012771529
id:ieu-b-5066

Sepsis (under 75) || Type 2 diabetes || id:ebi-a-GCST006867 MR Egger 271.53798 | 214 | 0.004708623
id:ieu-b-5066

Sepsis (under 75) || Low density lipoprotein cholesterol levels || MR Egger 666.32112 | 578 | 0.006290604
id:ieu-b-5066 id:ebi-a-GCST90002412

Sepsis (under 75) || Total cholesterol || id:ieu-a-301 MR Egger 139.83368 | 155 | 0.803173491
id:ieu-b-5066

Sepsis (under 75) || HDL cholesterol || id:ieu-b-109 MR Egger 688.26173 | 638 | 0.082224362
id:ieu-b-5066

Sepsis (under 75) || triglycerides || id:ieu-b-111 MR Egger 576.38009 | 552 | 0.228675733
id:ieu-b-5066

Sepsis (under 75) || basophil cell count || id:ieu-b-29 MR Egger 408.06826 | 374 | 0.108615318
id:ieu-b-5066

Sepsis (under 75) || white blood cell count || id:ieu-b-30 MR Egger 967.03066 | 908 | 0.085054184
id:ieu-b-5066

Sepsis (under 75) || monocyte cell count || id:ieu-b-31 MR Egger 909.33810 | 938 | 0.743177457
id:ieu-b-5066

Sepsis (under 75) || lymphocyte cell count || id:ieu-b-32 MR Egger 891.56838 | 944 | 0.887694457
id:ieu-b-5066

Sepsis (under 75) || eosinophil cell count || id:ieu-b-33 MR Egger 866.37689 | 806 | 0.068863584
1d:ieu-b-5066

Sepsis (under 75) || neutrophil cell count || id:ieu-b-34 MR Egger 858.64832 | 786 | 0.036294222
id:ieu-b-5066

Sepsis (under 75) || C-Reactive protein level || id:ieu-b-35 MR Egger 121.79090 | 104 | 0.112156942
id:ieu-b-5066

Sepsis (under 75) || systolic blood pressure || id:ieu-b-38 MR Egger 829.31889 | 844 | 0.634266510

id:ieu-b-5066




Sepsis (under 75) || diastolic blood pressure || id:ieu-b-39 MR Egger 806.07181 | 862 | 0.913262741
id:ieu-b-5066
Sepsis (under 75) || body mass index || id:ieu-b-40 MR Egger 992.63127 | 952 | 0.175290185
id:ieu-b-5066
Sepsis || id:ieu-b-4980 | Coronary artery disease || id:ebi-a-GCST005195 | Inverse variance 81.01250 | 60 | 0.036688592
weighted
Sepsis || id:ieu-b-4980 | Type 2 diabetes || id:ebi-a-GCST006867 Inverse variance 155.79688 | 112 | 0.003943788
weighted
Sepsis || id:ieu-b-4980 | Low density lipoprotein cholesterol levels || Inverse variance 370.83543 | 301 | 0.003697171
1d:ebi-a-GCST90002412 weighted
Sepsis || id:ieu-b-4980 | Total cholesterol || id:ieu-a-301 Inverse variance 100.26666 | 80 | 0.062310558
weighted
Sepsis || id:ieu-b-4980 | HDL cholesterol || id:ieu-b-109 Inverse variance 390.69071 | 319 | 0.003728371
weighted
Sepsis || id:ieu-b-4980 | triglycerides || id:ieu-b-111 Inverse variance 317.54052 | 276 | 0.043220827
weighted
Sepsis || id:ieu-b-4980 | basophil cell count || id:ieu-b-29 Inverse variance 182.31801 | 187 | 0.583008868
weighted
Sepsis || id:ieu-b-4980 | white blood cell count || id:ieu-b-30 Inverse variance 456.35907 | 454 | 0.460064975
weighted
Sepsis || id:ieu-b-4980 | monocyte cell count || id:ieu-b-31 Inverse variance 513.16670 | 469 | 0.077692702
weighted
Sepsis || id:ieu-b-4980 | lymphocyte cell count || id:ieu-b-32 Inverse variance 494.69819 | 472 | 0.226971679
weighted
Sepsis || id:ieu-b-4980 | eosinophil cell count || id:ieu-b-33 Inverse variance 439.90576 | 403 | 0.099296194
weighted
Sepsis || id:ieu-b-4980 | neutrophil cell count || id:ieu-b-34 Inverse variance 417.72110 | 393 | 0.187379738
weighted
Sepsis || id:ieu-b-4980 | C-Reactive protein level || id:ieu-b-35 Inverse variance 87.24648 | 52 | 0.001590383
weighted
Sepsis || id:ieu-b-4980 | systolic blood pressure || id:ieu-b-38 Inverse variance 464.31055 | 422 | 0.075908577

weighted




Sepsis || id:ieu-b-4980 | diastolic blood pressure || id:ieu-b-39 Inverse variance 439.47552 | 431 | 0.378478618
weighted
Sepsis || id:ieu-b-4980 | body mass index || id:ieu-b-40 Inverse variance 511.01674 | 476 | 0.129304360
weighted
Sepsis || id:ieu-b-4980 | Coronary artery disease || id:ebi-a-GCST005195 | MR Egger 77.92832 | 59 | 0.050017442
Sepsis || id:ieu-b-4980 | Type 2 diabetes || id:ebi-a-GCST006867 MR Egger 154.76272 | 111 | 0.003853988
Sepsis || id:ieu-b-4980 | Low density lipoprotein cholesterol levels || MR Egger 370.63783 | 300 | 0.003354764
1d:ebi-a-GCST90002412
Sepsis || id:ieu-b-4980 | Total cholesterol || id:ieu-a-301 MR Egger 98.01787 | 79 | 0.072380954
Sepsis || id:ieu-b-4980 | HDL cholesterol || id:ieu-b-109 MR Egger 386.02648 | 318 | 0.005355240
Sepsis || id:ieu-b-4980 | triglycerides || id:ieu-b-111 MR Egger 313.74024 | 275 | 0.053891042
Sepsis || id:ieu-b-4980 | basophil cell count || id:ieu-b-29 MR Egger 182.31800 | 186 | 0.562592700
Sepsis || id:ieu-b-4980 | white blood cell count || id:ieu-b-30 MR Egger 454.66975 | 453 | 0.469093062
Sepsis || id:ieu-b-4980 | monocyte cell count || id:ieu-b-31 MR Egger 511.83413 | 468 | 0.078981709
Sepsis || id:ieu-b-4980 | lymphocyte cell count || id:ieu-b-32 MR Egger 494.24034 | 471 | 0.221618352
Sepsis || id:ieu-b-4980 | eosinophil cell count || id:ieu-b-33 MR Egger 436.76857 | 402 | 0.112016409
Sepsis || id:ieu-b-4980 | neutrophil cell count || id:ieu-b-34 MR Egger 417.71704 |1 392 | 0.178055556
Sepsis || id:ieu-b-4980 | C-Reactive protein level || id:ieu-b-35 MR Egger 86.59591 | 51 0.001373894
Sepsis || id:ieu-b-4980 | systolic blood pressure || id:ieu-b-38 MR Egger 464.10214 | 421 | 0.072100970
Sepsis || id:ieu-b-4980 | diastolic blood pressure || id:ieu-b-39 MR Egger 439.25742 |1 430 | 0.368385172
Sepsis || id:ieu-b-4980 | body mass index || id:ieu-b-40 MR Egger 510.95345 | 475 | 0.123067904




Table S3. MR results for traits and sepsis

outcome exposure method OR 95C1 pval
Sepsis || id:ieu-b-4980 Coronary artery disease || id:ebi-a-GCST005195 MR Egger 1.08 [0.95- 0.227
1.23]
Sepsis || id:ieu-b-4980 Coronary artery disease || id:ebi-a-GCST005195 Weighted median 0.97 [0.89- 0.583
1.07]
Sepsis || id:ieu-b-4980 Coronary artery disease || id:ebi-a-GCST005195 Inverse variance 0.99 [0.93- 0.848
weighted 1.06]
Sepsis (under 75) || id:ieu- | Coronary artery disease || id:ebi-a-GCST005195 MR Egger 1.01 [0.93- 0.758
b-5066 1.11]
Sepsis (under 75) || id:ieu- | Coronary artery disease || id:ebi-a-GCST005195 Weighted median 0.95 [0.89- 0.187
b-5066 1.02]
Sepsis (under 75) || id:ieu- | Coronary artery disease || id:ebi-a-GCST005195 Inverse variance 1[0.95-1.04] | 0.908
b-5066 weighted
Sepsis || id:ieu-b-4980 Type 2 diabetes || id:ebi-a-GCST006867 MR Egger 1.02 [0.91- 0.771
1.13]
Sepsis || id:ieu-b-4980 Type 2 diabetes || id:ebi-a-GCST006867 Weighted median 1.06 [1-1.13] | 0.063
Sepsis || id:ieu-b-4980 Type 2 diabetes || id:ebi-a-GCST006867 Inverse variance 1.06 [1.01- 0.016
weighted 1.11]
Sepsis (under 75) || id:ieu- | Type 2 diabetes || id:ebi-a-GCST006867 MR Egger 0.99 [0.92- 0.821
b-5066 1.06]
Sepsis (under 75) || id:ieu- | Type 2 diabetes || id:ebi-a-GCST006867 Weighted median 1.05[1-1.1] 0.051
b-5066
Sepsis (under 75) || id:ieu- | Type 2 diabetes || id:ebi-a-GCST006867 Inverse variance 1.08 [1.04- <0.001
b-5066 weighted 1.11]
Sepsis || id:ieu-b-4980 Low density lipoprotein cholesterol levels || id:ebi-a- | MR Egger 1.04 [0.98- 0.211
GCST90002412 1.12]
Sepsis || id:ieu-b-4980 Low density lipoprotein cholesterol levels || id:ebi-a- | Weighted median 0.99 [0.92- 0.851
GCST90002412 1.07]
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Sepsis || id:ieu-b-4980 Low density lipoprotein cholesterol levels || id:ebi-a- | Inverse variance 1.05[1-1.11] | 0.051
GCST90002412 weighted

Sepsis (under 75) || id:ieu- | Low density lipoprotein cholesterol levels || id:ebi-a- | MR Egger 1.02 [0.97- 0.448

b-5066 GCST90002412 1.07]

Sepsis (under 75) || id:ieu- | Low density lipoprotein cholesterol levels || id:ebi-a- | Weighted median 0.99 [0.93- 0.849

b-5066 GCST90002412 1.06]

Sepsis (under 75) || id:ieu- | Low density lipoprotein cholesterol levels || id:ebi-a- | Inverse variance 1.04 [1-1.08] | 0.035

b-5066 GCST90002412 weighted

Sepsis || id:ieu-b-4980 Total cholesterol || id:ieu-a-301 MR Egger 1.04 [0.93- 0.47
1.17]

Sepsis || id:ieu-b-4980 Total cholesterol || id:ieu-a-301 Weighted median 0.97 [0.86- 0.593
1.09]

Sepsis || id:ieu-b-4980 Total cholesterol || id:ieu-a-301 Inverse variance 0.98 [0.91- 0.615

weighted 1.05]

Sepsis (under 75) || id:ieu- | Total cholesterol || id:ieu-a-301 MR Egger 1.03 [0.96- 0.425

b-5066 1.1]

Sepsis (under 75) || id:ieu- | Total cholesterol || id:ieu-a-301 Weighted median 0.98 [0.91- 0.643

b-5066 1.06]

Sepsis (under 75) || id:ieu- | Total cholesterol || id:ieu-a-301 Inverse variance 0.99 [0.95- 0.789

b-5066 weighted 1.04]

Sepsis || id:ieu-b-4980 HDL cholesterol || id:ieu-b-109 MR Egger 1.01 [0.9- 0.918
1.12]

Sepsis || id:ieu-b-4980 HDL cholesterol || id:ieu-b-109 Weighted median 0.96 [0.86- 0.5
1.08]

Sepsis || id:ieu-b-4980 HDL cholesterol || id:ieu-b-109 Inverse variance 0.92 [0.86- 0.031

weighted 0.99]

Sepsis (under 75) || id:ieu- | HDL cholesterol || id:ieu-b-109 MR Egger 1.02 [0.95- 0.612

b-5066 1.1]

Sepsis (under 75) || id:ieu- | HDL cholesterol || id:ieu-b-109 Weighted median 1.02 [0.94- 0.621

b-5066 1.1]

Sepsis (under 75) || id:ieu- | HDL cholesterol || id:ieu-b-109 Inverse variance 0.94 [0.9- 0.012

b-5066 weighted 0.99]

Sepsis || id:ieu-b-4980 triglycerides || id:ieu-b-111 MR Egger 1[0.89-1.11] | 0.944

11



Sepsis || id:ieu-b-4980 triglycerides || id:ieu-b-111 Weighted median 1[0.89-1.12] | 0.946
Sepsis || id:ieu-b-4980 triglycerides || id:ieu-b-111 Inverse variance 1.07 [1-1.15] | 0.052
weighted
Sepsis (under 75) || id:ieu- | triglycerides || id:ieu-b-111 MR Egger 0.98 [0.92- 0.664
b-5066 1.06]
Sepsis (under 75) || id:ieu- | triglycerides || id:ieu-b-111 Weighted median 1[0.92-1.09] | 0.992
b-5066
Sepsis (under 75) || id:ieu- | triglycerides || id:ieu-b-111 Inverse variance 1.04 [1-1.09] | 0.076
b-5066 weighted
Sepsis || id:ieu-b-4980 basophil cell count || id:ieu-b-29 MR Egger 0.96 [0.8- 0.705
1.17]
Sepsis || id:ieu-b-4980 basophil cell count || id:ieu-b-29 Weighted median 0.99 [0.84- 0.879
1.17]
Sepsis || id:ieu-b-4980 basophil cell count || id:ieu-b-29 Inverse variance 0.96 [0.87- 0.458
weighted 1.06]
Sepsis (under 75) || id:ieu- | basophil cell count || id:ieu-b-29 MR Egger 0.99 [0.86- 0.907
b-5066 1.14]
Sepsis (under 75) || id:ieu- | basophil cell count || id:ieu-b-29 Weighted median 1.03 [0.92- 0.593
b-5066 1.16]
Sepsis (under 75) || id:ieu- | basophil cell count || id:ieu-b-29 Inverse variance 0.99 [0.92- 0.748
b-5066 weighted 1.06]
Sepsis || id:ieu-b-4980 white blood cell count || id:ieu-b-30 MR Egger 0.93 [0.81- 0.262
1.06]
Sepsis || id:ieu-b-4980 white blood cell count || id:ieu-b-30 Weighted median 0.96 [0.86- 0.473
1.07]
Sepsis || id:ieu-b-4980 white blood cell count || id:ieu-b-30 Inverse variance 1[0.94-1.07] | 0.975
weighted
Sepsis (under 75) || id:ieu- | white blood cell count || id:ieu-b-30 MR Egger 0.95[0.87- 0.319
b-5066 1.05]
Sepsis (under 75) || id:ieu- | white blood cell count || id:ieu-b-30 Weighted median 1.01 [0.93- 0.888
b-5066 1.08]
Sepsis (under 75) || id:ieu- | white blood cell count || id:ieu-b-30 Inverse variance 1.04 [0.99- 0.128
b-5066 weighted 1.08]

12



Sepsis || id:ieu-b-4980 monocyte cell count || id:ieu-b-31 MR Egger 0.93 [0.85- 0.104
1.01]
Sepsis || id:ieu-b-4980 monocyte cell count || id:ieu-b-31 Weighted median 0.92 [0.85-1] | 0.039
Sepsis || id:ieu-b-4980 monocyte cell count || id:ieu-b-31 Inverse variance 0.97 [0.92- 0.214
weighted 1.02]
Sepsis (under 75) || id:ieu- | monocyte cell count || id:ieu-b-31 MR Egger 0.94 [0.88- 0.024
b-5066 0.99]
Sepsis (under 75) || id:ieu- | monocyte cell count || id:ieu-b-31 Weighted median 0.95 [0.89- 0.096
b-5066 1.01]
Sepsis (under 75) || id:ieu- | monocyte cell count || id:ieu-b-31 Inverse variance 0.96 [0.93-1] | 0.03
b-5066 weighted
Sepsis || id:ieu-b-4980 lymphocyte cell count || id:ieu-b-32 MR Egger 0.95[0.83- 0.455
1.09]
Sepsis || id:ieu-b-4980 lymphocyte cell count || id:ieu-b-32 Weighted median 0.9 10.81- 0.064
1.01]
Sepsis || id:ieu-b-4980 lymphocyte cell count || id:ieu-b-32 Inverse variance 0.99 [0.93- 0.725
weighted 1.05]
Sepsis (under 75) || id:ieu- | lymphocyte cell count || id:ieu-b-32 MR Egger 0.93 [0.85- 0.098
b-5066 1.01]
Sepsis (under 75) || id:ieu- | lymphocyte cell count || id:ieu-b-32 Weighted median 0.96 [0.89- 0.203
b-5066 1.03]
Sepsis (under 75) || id:ieu- | lymphocyte cell count || id:ieu-b-32 Inverse variance 0.99 [0.94- 0.508
b-5066 weighted 1.03]
Sepsis || id:ieu-b-4980 eosinophil cell count || id:ieu-b-33 MR Egger 0.87[0.78- 0.028
0.98]
Sepsis || id:ieu-b-4980 eosinophil cell count || id:ieu-b-33 Weighted median 0.94 [0.85- 0.197
1.03]
Sepsis || id:ieu-b-4980 eosinophil cell count || id:ieu-b-33 Inverse variance 0.96 [0.9- 0.144
weighted 1.02]
Sepsis (under 75) || id:ieu- | eosinophil cell count || id:ieu-b-33 MR Egger 0.87 [0.81- 0.001
b-5066 0.95]
Sepsis (under 75) || id:ieu- | eosinophil cell count || id:ieu-b-33 Weighted median 0.96 [0.9- 0.184
b-5066 1.02]
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Sepsis (under 75) || id:ieu- | eosinophil cell count || id:ieu-b-33 Inverse variance 0.94 [0.9- 0.004
b-5066 weighted 0.98]
Sepsis || id:ieu-b-4980 neutrophil cell count || id:ieu-b-34 MR Egger 0.99 [0.86- 0.896
1.14]
Sepsis || id:ieu-b-4980 neutrophil cell count || id:ieu-b-34 Weighted median 0.96 [0.85- 0.456
1.07]
Sepsis || id:ieu-b-4980 neutrophil cell count || id:ieu-b-34 Inverse variance 0.99 [0.93- 0.874
weighted 1.07]
Sepsis (under 75) || id:ieu- | neutrophil cell count || id:ieu-b-34 MR Egger 1.05 [0.94- 0.391
b-5066 1.16]
Sepsis (under 75) || id:ieu- | neutrophil cell count || id:ieu-b-34 Weighted median 1.04 [0.96- 0.34
b-5066 1.13]
Sepsis (under 75) || id:ieu- | neutrophil cell count || id:ieu-b-34 Inverse variance 1.01 [0.96- 0.675
b-5066 weighted 1.06]
Sepsis || id:ieu-b-4980 C-Reactive protein level || id:ieu-b-35 MR Egger 0.99 [0.86- 0.893
1.14]
Sepsis || id:ieu-b-4980 C-Reactive protein level || id:ieu-b-35 Weighted median 1.07 [0.95- 0.296
1.2]
Sepsis || id:ieu-b-4980 C-Reactive protein level || id:ieu-b-35 Inverse variance 1.02 [0.93- 0.639
weighted 1.12]
Sepsis (under 75) || id:ieu- | C-Reactive protein level || id:ieu-b-35 MR Egger 1.01 [0.94- 0.717
b-5066 1.1]
Sepsis (under 75) || id:ieu- | C-Reactive protein level || id:ieu-b-35 Weighted median 1.02 [0.95- 0.568
b-5066 1.1]
Sepsis (under 75) || id:ieu- | C-Reactive protein level || id:ieu-b-35 Inverse variance 1[0.95-1.06] | 0.92
b-5066 weighted
Sepsis || id:ieu-b-4980 systolic blood pressure || id:ieu-b-38 MR Egger 1.01 [0.99- 0.395
1.02]
Sepsis || id:ieu-b-4980 systolic blood pressure || id:ieu-b-38 Weighted median 1[0.99-1.01] | 0.678
Sepsis || id:ieu-b-4980 systolic blood pressure || id:ieu-b-38 Inverse variance 1[1-1.01] 0.258
weighted
Sepsis (under 75) || id:ieu- | systolic blood pressure || id:ieu-b-38 MR Egger 1.01 [1-1.02] | 0.143

b-5066
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Sepsis (under 75) || id:ieu- | systolic blood pressure || id:ieu-b-38 Weighted median 1[1-1.01] 0.19

b-5066

Sepsis (under 75) || id:ieu- | systolic blood pressure || id:ieu-b-38 Inverse variance 1[1-1.01] 0.012

b-5066 weighted

Sepsis || id:ieu-b-4980 diastolic blood pressure || id:ieu-b-39 MR Egger 1[0.98-1.02] | 0.813

Sepsis || id:ieu-b-4980 diastolic blood pressure || id:ieu-b-39 Weighted median 1[0.99-1.01] | 0.801

Sepsis || id:ieu-b-4980 diastolic blood pressure || id:ieu-b-39 Inverse variance 1[0.99-1.01] | 0.657
weighted

Sepsis (under 75) || id:ieu- | diastolic blood pressure || id:ieu-b-39 MR Egger 1[0.98-1.01] | 0.766

b-5066

Sepsis (under 75) || id:ieu- | diastolic blood pressure || id:ieu-b-39 Weighted median 1[0.99-1.01] | 0919

b-5066

Sepsis (under 75) || id:ieu- | diastolic blood pressure || id:ieu-b-39 Inverse variance 1[0.99-1.01] | 0.941

b-5066 weighted

Sepsis || id:ieu-b-4980 body mass index || id:ieu-b-40 MR Egger 1.49 [1.18- <0.001

1.88]
Sepsis || id:ieu-b-4980 body mass index || id:ieu-b-40 Weighted median 1.5[1.29- <0.001
1.74]

Sepsis || id:ieu-b-4980 body mass index || id:ieu-b-40 Inverse variance 1.53[1.4- <0.001
weighted 1.67]

Sepsis (under 75) || id:ieu- | body mass index || id:ieu-b-40 MR Egger 1.48 [1.26- <0.001

b-5066 1.73]

Sepsis (under 75) || id:ieu- | body mass index || id:ieu-b-40 Weighted median 1.4[1.27- <0.001

b-5066 1.55]

Sepsis (under 75) || id:ieu- | body mass index || id:ieu-b-40 Inverse variance 1.52 [1.43- <0.001

b-5066 weighted 1.61]
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Table S4. Results from LDSC analy

S

Outco Exposur nsnp h2 1 h2 1 Lambda_G MeanChi int_ int_1 Ratio Ratio_1 h2 2 h2 2 Lambda_G MeanChi int_ int_ 2 Ratio Ratio_2 g rg_s rg_p int_ int_bi h2 1 p h2 2 p
me e se C1 21 1 se 1 se se c2 22 2 se 2 se e bi se
Sepsis Coronar 10817 0.10 0.007 1.3101 1.4397 1.03 0.011 0.07 0.0268 0.00 0.001 1.0375 1.0385 1.01 0.006 0.396 0.17 0.42 0.12 9.000 0.04 0.004
y artery 69 33 3 08 8 24 0 53 5 3 51 77 0e-04 67 8 1.84947 1.63950
disease le-45 Te-02
Sepsis Type 2 92968 0.04 0.003 1.4602 1.6833 1.05 0.018 0.075 0.0275 0.00 0.001 1.0375 1.0399 1.00 0.008 0.140 0.2043 0.32 0.08 6.090 0.06 0.007
diabetes 1 60 0 12 8 33 1 56 1 1 93 21 9e-05 27 3 457874 2.69979
5e-53 6e-03
Sepsis Low 10802 0.18 0.020 1.6259 2.8654 1.28 0.106 0.150 0.0572 0.00 0.001 1.0345 1.0386 1.01 0.006 0.374 0.1692 0.10 0.07 1.531 - 0.006
density 50 07 0 09 7 6 25 0 44 5 4 93 65 0e-01 0.00 6 1.64002 1.24193
lipoprote 65 4e-19 3e-02
in
cholester
ol levels
Sepsis Total 95460 0.21 0.043 1.0135 1.228 0.86 0.058 <0 0.00 0.001 1.0375 1.039 1.01 0.006 0.301 0.1778 0.08 0.08 3.133 - 0.004
cholester 7 54 2 06 3 28 0 17 9 3 15 09 0e-01 0.00 9 6.16067 5.11026
ol 43 2e-07 1e-03
Sepsis HDL 96113 0.19 0.015 1.9218 3.0129 1.39 0.140 0.197 0.0697 021 0.006 27872 3.9316 1.01 0.028 0.005 0.0096 - 0.02 4.955 - 0.018 1.25004
cholester 2 45 8 82 2 8 40 6 56 3 041 73 0Oe-51 0.28 8 7.98977 1e-230
ol 08 73 8e-35
Sepsis triglyceri 10872 0.16 0.017 1.7648 2.7756 1.20 0.076 0.115 0.0433 0.00 0.001 1.0375 1.0386 1.01 0.006 0.385 0.1671 0.19 0.12 1.306 0.02 0.008
des 75 85 8 55 8 7 25 0 49 4 7 02 59 0e-01 36 1 2.89953 1.24193
Te-21 3e-02
Sepsis basophil 10871 0.06 0.006 1.3135 1.7114 1.09 0.029 0.134 0.0409 0.00 0.001 1.0375 1.0386 1.01 0.006 0.383 0.1666 - 0.10 4438 0.01 0.006
cell 06 42 7 54 1 2 25 0 48 4 7 0.08 67 0e-01 05 9.51010 1.24193
count 17 9e-22 3e-02
Sepsis white 10871 0.18 0.011 1.9383 3.3968 1.27 0.050 0.116 0.0212 0.00 0.001 1.0375 1.0385 1.01 0.006 0.384 0.1677 - 0.07 1.425 0.02 0.007
blood 28 43 5 87 9 3 25 0 48 5 9 0.10 02 0e-01 75 8.40089 1.24193
cell 3 Se-58 3e-02
count
Sepsis monocyt 10871 0.20 0.019 1.7609 3.4676 1.43 0.090 0.174 0.0367 0.00 0.001 1.0375 1.0385 1.01 0.006 0.384 0.1669 - 0.06 3.832 0.01 0.006
e cell 03 19 7 08 6 6 25 0 48 4 2 0.05 65 0e-01 2 4 1.19907 1.24193
count 8 4e-24 3e-02
Sepsis lymphoc 10871 0.19 0.014 1.9013 3.4254 1.27 0.064 0.112 0.0264 0.00 0.001 1.0375 1.0385 1.01 0.006 0.383 0.167 - 0.05 3.367 0.00 0.006
yte cell 39 91 3 39 1 9 25 0 48 4 7 0.05 99 0e-01 08 7 4.58722 1.24193
count 76 8e-44 3e-02
Sepsis eosinoph 10870 0.19 0.020 1.6754 3.2399 1.23 0.063 0.106 0.0285 0.00 0.001 1.0375 1.0385 1.01 0.006 0.383 0.1666 - 0.07 1.399 0.01 0.007
il cell 79 54 3 81 8 3 25 0 48 4 3 0.11 93 0e-01 08 3 6.23324 1.24193
count 71 6e-22 3e-02
Sepsis neutroph 10871 0.15 0.011 1.7569 2.881 121 0.045 0.116 0.024 0.00 0.001 1.0375 1.0385 1.01 0.006 0.386 0.1677 - 0.07 8.140 0.03 0.007
il cell 34 52 1 94 2 7 25 0 49 5 0.13 87 0e-02 09 1 2.00816 1.24193
count 72 Ge-44 3e-02
Sepsis C- 97849 0.11 0.022 1.2531 1.5001 1.02 0.046 0.059 0.092 0.00 0.001 1.0375 1.0389 1.01 0.007 0336 0.181 0.37 0.12 3.500 0.00 0.007
Reactive 8 39 4 96 1 27 0 31 1 36 81 0e-03 9 1 3.67972 6.93394
protein le-07 8e-03
level
Sepsis systolic 10792 0.14 0.006 2.0812 3.1261 1.08 0.032 0.040 0.015 0.00 0.001 1.0375 1.0386 1.01 0.006 0353 0.1694 - 0.07 9.813 0.00 0.007 6.31559
blood 64 03 0 52 1 26 0 37 5 7 0.00 38 0e-01 63 2 4e-121 9.32237
pressure 17 6e-03
Sepsis diastolic 10808 0.13 0.006 2.0344 3.1317 1.10 0.032 0.047 0.0154 0.00 0.001 1.0345 1.0386 1.01 0.006 0.350 0.1706 - 0.06 6912 0.00 0.006 242024
blood 48 58 2 16 9 7 26 0 35 6 1 0.02 68 0e-01 89 8 9e-106 9.32237
pressure 65 6e-03
Sepsis body 96120 021 0.006 27872 3.9316 1.01 0.028 0.005 0.0097 0.00 0.001 1.0375 1.0402 1.01 0.006 0.440 0.1696 0.54 0.13 4.706 0.02 0.008 1.25004
mass 1 40 6 56 3 3 23 0 77 8 9 79 46 3e-05 83 8 1e-230 2.14482
index 2e-02
Sepsis Coronar 10817 0.10 0.007 1.3101 1.4397 1.03 0.011 0.07 0.0268 0.00 0.002 1.0345 1.0332 1.00 0.005 0.146 0.175 043 0.09 2.138 0.03 0.005
(under y artery 68 33 3 08 8 70 1 49 8 3 44 17 5e-06 98 1.84947 8.58120
75) disease le-45 Te-04
Sepsis Type 2 92968 0.04 0.003 1.4602 1.6833 1.05 0.018 0.075 0.0275 0.00 0.002 1.0375 1.0354 1.00 0.007 0.021 0.2215 0.29 0.08 2.000 0.06 0.006
(under diabetes 1 60 0 12 8 79 4 08 8 3 41 0e-04 53 7 4.57874 9.95955
75) 5e-53 8e-04
Sepsis Low 10802 0.18 0.020 1.6259 2.8654 1.28 0.106 0.150 0.0572 0.00 0.002 1.0345 1.033 1.00 0.006 0.127 0.1829 0.08 0.05 1.216 - 0.006
(under density 50 07 0 09 7 6 72 1 42 8 94 77 0e-01 0.00 1.64002 6.06766
75) lipoprote 41 4e-19 8e-04
in
cholester
ol levels
Sepsis Total 95460 0.21 0.043 1.0135 1.228 0.86 0.058 <0 0.00 0.002 1.0345 1.0338 1.00 0.006 0.095 0.199 0.08 0.07 2216 - 0.004
(under cholester 6 54 3 06 3 76 2 32 7 7 78 19 0e-01 0.00 8 6.53839 5.51221
75) ol 19 1e-07 3e-04
Sepsis HDL 10872 0.20 0.015 1.9218 3.0001 1.36 0.118 0.181 0.0591 0.00 0.002 1.0345 1.0332 1.00 0.006 0.137 0.1808 - 0.07 5.000 - 0.006
(under cholester 77 15 5 34 3 7 71 2 45 2 0.25 38 0e-04 0.03 5 1.22343 1.24976
75) ol 62 69 3e-38 3e-03
Sepsis triglyceri 10872 0.16 0.017 1.7648 2.7756 1.20 0.076 0.115 0.0433 0.00 0.002 1.0345 1.0332 1.00 0.006 0.135 0.1804 0.19 0.08 1.620 0.02 0.006
(under des 74 85 8 55 8 7 71 2 45 34 05 0e-02 64 9 2.89953 1.24976
75) Te-21 3e-03
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Sepsis basophil 10871 0.06 0.006 1.3135 1.7114 1.09 0.029 0.134 0.0409 0.00 0.002 1.0345 1.0331 1.00 0.006 0.117 0.1809 - 0.08 3.533 0.01 0.005

(under cell 05 42 7 54 1 2 73 2 39 5 0.08 86 0e-01 55 9 9.51010 9.06054

75) count 22 9e-22 9e-04

Sepsis white 10871 0.18 0.011 1.9383 3.3968 1.27 0.050 0.116 0.0212 0.00 0.002 1.0345 1.0331 1.00 0.006 0.121 0.1816 - 0.06 1.463 0.02 0.006

(under blood 27 43 5 87 9 3 72 2 4 0.08 02 0e-01 69 4 8.40089 1.06515

75) cell 75 5e-58 2e-03
count

Sepsis monocyt 10871 0.20 0.019 1.7609 3.4676 1.43 0.090 0.174 0.0367 0.00 0.002 1.0345 1.0331 1.00 0.006 0.120 0.181 - 0.05 2.867 0.01 0.005

(under ecell 02 19 7 08 6 6 72 2 4 1 0.06 78 0e-01 07 8 1.19907 1.06515

75) count 15 4e-24 2e-03

Sepsis lymphoc 10871 0.19 0.014 1.9013 3.4254 1.27 0.064 0.112 0.0264 0.00 0.002 1.0345 1.0331 1.00 0.006 0.120 0.1816 - 0.05 3.341 - 0.006

(under yte cell 38 91 3 39 1 9 72 2 4 6 0.05 61 0e-01 0.00 6 4.58722 1.06515

75) count 42 04 8e-44 2e-03

Sepsis eosinoph 10870 0.19 0.020 1.6754 3.2399 1.23 0.063 0.106 0.0285 0.00 0.002 1.0345 1.0331 1.00 0.006 0.118 0.1807 - 0.06 1.523 0.01 0.007

(under il cell 78 54 3 81 8 3 73 2 39 2 0.09 98 0e-01 43 6 6.23324 9.06054

75) count 99 6e-22 9e-04

Sepsis neutroph 10871 0.15 0.011 1.7569 2.881 1.21 0.045 0.116 0.024 0.00 0.002 1.0345 1.0331 1.00 0.006 0.121 0.1816 - 0.06 8.590 0.03 0.006

(under il cell 33 52 1 94 2 7 72 2 4 4 0.11 52 0e-02 07 4 2.00816 1.06515

75) count 19 6e-44 2e-03

Sepsis C- 97849 0.11 0.022 1.2531 1.5001 1.02 0.046 0.059 0.092 0.00 0.002 1.0345 1.0335 1.00 0.006 0.118 0.1934 0.28 0.10 7.900 0.00 0.006

(under Reactive 7 39 4 96 1 74 2 4 5 1 49 72 0e-03 98 3.67972 7.69228

75) protein 1e-07 2e-04
level

Sepsis systolic 10792 0.14 0.006 2.0812 3.1261 1.08 0.032 0.040 0.015 0.00 0.002 1.0345 1.0332 1.00 0.006 0.125 0.1827 - 0.06 3.713 0.02 0.007 6.31559

(under blood 64 03 0 52 1 72 2 42 1 9 0.05 41 0e-01 07 4e-121 1.06515

75) pressure 73 2e-03

Sepsis diastolic 10808 0.13 0.006 2.0344 3.1317 1.10 0.032 0.047 0.0154 0.00 0.002 1.0345 1.0331 1.00 0.006 0.106 0.1826 - 0.05 2216 0.01 0.006 2.42024

(under blood 48 58 2 16 9 7 73 2 35 8 0.07 86 0e-01 62 8 9e-106 9.06054

75) pressure 17 9e-04

Sepsis body 94287 0.21 0.006 2.7872 3.93 1.02 0.027 0.007 0.0093 0.00 0.002 1.0345 1.0344 1.00 0.006 0.233 0.1896 0.48 0.10 1.292 0.03 0.007 1.09041

(under mass 9 12 6 13 1 3 65 2 8 5 4 6 04 Te-06 46 9 6e-224 3.13130

75) index 0e-03

Note: trait]l = exposure, trait2=outcome, h2 1 = observed scale h2 for trait 1 (Heritability of trait 1), h2 1 se = standard error for

h2 1, int_1 = single-trait LD Score regression intercept for trait 1, MeanChi2 = mean chi-square statistic, Lambda GC is
median(chi*2)/0.4549;
Ratio is (intercept-1)/(mean(chi*2)-1), which measures the proportion of the inflation in the mean chi*2 that the LD Score regression
intercept ascribes to causes other than polygenic heritability. The value of ratio should be close to zero, though in practice values of
10-20% are not uncommon, probably due to sample/reference LD Score mismatch or model misspecification (e.g., low LD variants
have slightly higher h"2 per SNP).

rg = genetic correlation; int_bi = cross-trait LD Score regression intercept.
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