Figure S1. Mendelian randomization effect size estimates (z scores) of genetically predicted sepsis and death on
circulating cytokine levels in UK biobank and FinnGen cohort when considering cis-eQTL instruments. Black boxes
indicate P-values < 0.05. The asterisks represent significance after Bonferroni correction for testing of multiple
cytokines (P<0.002 (0.05/number of cytokines)). * P<0.002, # This is only one Instrumental variables estimation, so
the wald ratio method is used.
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Figure S2. Scatter and leave-one-out plots showing influential outliers in the Mendelian
randomization analysis of MIP1a levels and the sepsis risk.

MR Test

Inverse variance weighted

/ MR Egger / Weighted median

Simple median

w 005- o
7}
o
(]
»n
c
o . *
-
(&)
uq:,) P
o 0.00 - & 3 ®
o \”—\ ®
Z -
N 2
° °s e *
oo
4 °
* °
.06+
0.1 0.2 0:53 0.4

SNP effect on MIP1a

rs6208 1560 -
rs11651338 -
rs4796217 -
rs854462 -
rs8082120 -
rs854675 -
rs 16971993 -
rs7208788 -
rs2282674 -
rs12948732 -
rs9911791 -
rs117010890 -
rs66967287 -
rs2735835 -
rs112689088 -
rs1542611 -
rs2840162 -
rs143357708 -
rs62079697 -
rs854660 -
rs854658 -
rs56121841 -
rs1127790 -
rs41389847 -
rs 16972027 -
rs7213887 -
rs1634517 -

[ I
® ¢ 9 9 ® 000 0 ¢ o 2 &

o 0 g @ ® e

All -
=0.15 =) 30 ~0.05

MR leave-one-out sensitivity for MIP1a on sepsis



Figure S3. Scatter and leave-one-out plots showing influential outliers in the Mendelian
randomization analysis of MIP1a levels and the risk of mortality at 28 days after sepsis onset.
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Figure S4. Gene coexpression network, pathways and GO analysis of sepsis trait-related genes (top 10 pathways). Each node is a
gene, which was the selected gene in our GWAS pathway analysis. The connecting lines are drawn if the two genes have a
relationship, such as co-expression, shared protein domain, physical interactions, co-localization, or pathway. The thickness of the
lines represents the degree of similarity between two genes. Gene network is produced using GeneMANIA.
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