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51 inflammatory biomarkers and the risk of colorectal cancer: an atlas of evidence from

Mendelian randomization DANG Jie', FAN Jing-chun®, HE Zhi-yun® 1. Central Sterile Supply Depart-
ment, Second Hospital of Lanzhou University , Lanzhou 730030, China; 2. School of Public Health , Gansu
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[ Abstract] Objective To summarize the causal relationship between inflammatory biomarkers and risk of colorectal cancer
(CRC) based on published Mendelian randomization (MR) studies. Methods A computer-based search in databases was conducted
on CNKI, Wanfang, VIP, China Biomedical Literature Database, PubMed, Embase, and Web of Science. The search dates were from
database establishment to February 1, 2025. Studies that employed MR methods to explore the potential causal relationship between in-
flammatory biomarkers and CRC risk were included. The quality of the studies was evaluated based on the three core assumptions of
MR. The results of the comprehensive analysis were presented using both charts and text. Results A total of 10 studies were included.
There were 68 research items that investigated the relationship between inflammatory biomarkers and CRC risk. Among these, 50 stud-
ies met the three core assumptions of MR. CX3C motif chemokine ligand 1, interleukin (IL) -2 receptor subunit §, IL-6 receptor sub-
unit a, [L-17F, IL-31, macrophage colony-stimulating factor, and tumor necrosis factor were negatively associated with CRC risk. IL-
10 and IL-12p70 were positively associated with CRC risk. The results of C-reactive protein, IL-2, IL-7, IL-9, and IL-13 varied across
different studies. Conclusions There is a potential causal relationship between inflammatory biomarkers and CRC risk.
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Dong(2024) (4] IL-1a GWAS 2 3301 FinnGen  293646(6509/287137) IVW  1.07(0.77 ~1.51) 0.679 A
Dong(2024) [4] 1L-2 GWAS 4 3301 FinnGen  218792(3022/215771) IVW  0.76(0.63 ~0.92) 0.004 A
Dong(2024) (4] 1L-3 GWAS 3 3301 FinnGen  218792(3022/215772) IVW  0.99(0.79 ~1.25) 0.952 A
Dong(2024) (4] 1L-4 GWAS 5 3301 FinnGen  218792(3022/215773) IVW  0.98(0.79 ~1.21) 0.816 A
Dong (2024) (4] IL-5 GWAS 2 3301 FinnGen  218792(3022/215774) IVW  1.16(1.00 ~1.36) 0.055 A
Dong (2024) (4] IL-6 GWAS 4 3301 FinnGen  218792(3022/215775) IVW 1.10(0.90 ~1.34) 0.349 A
Dong(2024) (4] IL-7 GWAS 5 3301 FinnGen  218792(3022/215776) IVW  1.02(0.89 ~1.16) 0.799 A
Dong(2024) (4] 1L-8 GWAS 4 3301 FinnGen  218792(3022/215777) IVW 0.88(0.71 ~1.08) 0.229 A
Dong(2024) (4] 1L-9 GWAS 2 3301 FinnGen  218792(3022/215778) IVW 0.96(0.70 ~1.32) 0.803 A
Dong(2024) (4] IL-10 YFS FINRISK 3 7681 FinnGen  218792(3022/215779) IVW  1.40(1.18 ~1.65) <0.001 A
Dong(2024) (4] IL-11 GWAS 2 3301 FinnGen  218792(3022/215780) IVW 0.82(0.66 ~1.02) 0.08 A
Dong(2024) (4] IL-13 GWAS 4 3301 FinnGen  218792(3022/215781) IVW 0.88(0.72~1.09) 0.247 A
Dong(2024) (4] IL-17A GWAS 3 3301 FinnGen  218792(3022/215782) IVW 1.13(0.80~1.60) 0.477 A
Dong(2024) (4] IL-17F GWAS 5 3301 FinnGen  218792(3022/215783) IVW 0.78(0.64 ~0.95) 0.015 A
Dong(2024) (41 IL-17 %4k A GWAS 3 3301 FinnGen  218792(3022/215784) IVW 1.13(0.97 ~1.31) 0.111 A
Dong(2024) (41 IL-17 %k B GWAS 4 3301 FinnGen  218792(3022/215785) IVW 0.94(0.84 ~1.06) 0.322 A
Dong(2024) (41 IL-17 Z{k C GWAS 2 3301 FinnGen  218792(3022/215786) IVW 1.20(0.83~1.51) 0.46 A
Dong(2024) (41 IL-17 /K D GWAS 3 3301 FinnGen  218792(3022/215787) IVW 1.03(0.91 ~1.15) 0.681 A
Dong(2024) (4] IL-18 YFS FINRISK 8 3636 FinnGen  218792(3022/215788) IVW 0.96(0.86 ~1.07) 0.478 A
Dong(2024) (4] IL-21 GWAS 4 3301 FinnGen  218792(3022/215789) IVW  0.90(0.77 ~1.06) 0.191 A
Dong(2024) (4] 1L-23 GWAS 5 3301 FinnGen  218792(3022/215790) IVW  1.12(0.98 ~1.28) 0.097 A
Dong(2024) (4] IL-24 GWAS 2 3301 FinnGen  218792(3022/215791) IVW  0.96(0.74 ~1.23) 0.721 A
Dong(2024) (4] 1L-27 GWAS 3 3301 FinnGen  218792(3022/215792) IVW 1.11(0.89~1.39) 0.339 A
Dong (2024) (4] IL-31 GWAS 3 3301 FinnGen  218792(3022/215793) IVW 0.88(0.79 ~0.98) 0.023 A
Dong (2024) (4] IL-32 GWAS 2 3301 FinnGen  218792(3022/215794) IVW  1.09(0.78 ~1.52) 0.611 A
Dong(2024) (4] IL-34 GWAS 3 3301 FinnGen  218792(3022/215795) IVW 0.94(0.82~1.08) 0.373 A
Dong(2024) (4] IL-36a GWAS 3 3301 FinnGen  218792(3022/215796) IVW 0.89(0.80~1.00) 0.057 A
Dong(2024) (4] IL-36+y GWAS 4 3301 FinnGen  218792(3022/215797) IVW 1.13(0.88 ~1.44) 0.35 A
Dong(2024) (4] IL-37 GWAS 3 3301 FinnGen  218792(3022/215798) IVW  0.93(0.79 ~1.09) 0.37 A
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Fan(2025) (7 IL-2 SZ RT3 B GWAS 11 14824  GWAS 185616 IVW  0.90(0.82~0.99) 0.038 B
Fan(2025) (7 CX3CHFE TR L GWAS 17 14824  GWAS 185616 IVW  0.92(0.86~0.99) 0.022 B
Ren(2024) (%) IL-7 GWAS 12 8293  FimGen 218722(3022/215700) IVW 1.06(0.88~1.27) 0.524 B
Ren(2024) 18] FE I3 24 2 % 5 PR GWAS 12 8293  FinnGen 218722(3022/215700) IVW 0.88(0.80~0.98) 0.017 B
Chen(2024) [ IL-7 # 11 3409  FinnGen 293646(6509/287137) IVW 1.10(1.02~1.19) 0.015 C
Chen(2024) 1 IL-9 # 6 3634  FinnGen 293646(6509/287137) IVW 1.16(1.01~1.32) 0.032 C
Chen(2024) [ IL-13 # 12 3557  FinnGen 293646(6509/287137) IVW 1.09(1.03~1.16) 0.005 C
Cornish(2020) 113 C RNEH GWAS 14 \ \ 67878(26397/41481)  IVW  0.95(0.83~1.10) 0.53 D
Cornish(2020) [13 1L-6 Z I o GWAS 1 \ \ 67878(26397/41481)  WR  0.98(0.96~1.00) 0.035 \
Kong(2023) 1] THhE y # 10 \ FinnGen ~ 218792(3022/215770) IVW  1.03(0.82~1.29) 0.787 E
Kong(2023) 14 FIHE v FEFEA 10 # 10 \ FinnGen 218792(3022/215770) IVW 1.00(0.84~1.19) 0.966 E
Kong(2023) 14 TR v FFH AT # 16 \ FinnGen  218792(3022/215770) IVW 1.01(0.85~1.20) 0.878 E
Kong(2023) 114 IL-1B # 4 \ FinnGen ~ 218792(3022/215770) IVW  0.93(0.63 ~1.36) 0.703 E
Kong(2023) [+ I.-2 # 11 \ FinnGen ~ 218792(3022/215770) IVW  1.04(0.91~1.19) 0.599 E
Kong(2023) 114 IL-4 # 12 \ FinnGen  218792(3022/215770) IVW  0.94(0.75~1.16) 0.542 E
Kong(2023) {14 IL-5 # 6 \ FinnGen  218792(3022/215770) IVW  1.14(0.80 ~1.62) 0.466 E
Kong(2023) {14 IL-6 # 8 \ FinnGen  218792(3022/215770) IVW  1.20(0.91~1.57) 0.199 E
Kong(2023) [14) IL-7 # 12 \ FinnGen  218792(3022/215770) IVW  1.19(1.02~1.39) 0.024 E
Kong(2023) [14] IL-8 # 4 \ FinnGen ~ 218792(3022/215770) IVW  0.95(0.76 ~1.19) 0.682 E
Kong(2023) [14] IL-9 # 8 \ FinnGen  218792(3022/215770) IVW  0.94(0.78 ~1.13) 0.483 E
Kong(2023) [14] IL-10 # 11 \ FinnGen  218792(3022/215770) IVW  1.23(1.01~1.49) 0.037 E
Kong(2023) [14] 1L-12p70 # 14 \ FinnGen ~ 218792(3022/215770) IVW  1.27(1.13~1.43) <0.001 E
Kong(2023) [14) IL-13 # 12 \ FinnGen  218792(3022/215770) IVW  1.15(1.02~1.30) 0.028 E
Kong(2023) [14) IL-16 # 11 \ FinnGen  218792(3022/215770) IVW  1.09(0.95~1.25) 0.226 E
Kong(2023) 4] IL-17 # 11 \ FinnGen  218792(3022/215770) IVW  0.89(0.74~1.07) 0.209 E
Kong(2023) 4] IL-18 # 18 \ FinnGen  218792(3022/215770) IVW  0.99(0.88 ~1.11) 0.817 E
Kong(2023) [+ A RN 1 # 14 \ FinnGen  218792(3022/215770) IVW  1.00(0.87 ~1.16) 0.963 E
Kong(2023) 14 HEAEREEA 3 # 4 \ FinnGen  218792(3022/215770) IVW  1.12(0.96~1.30) 0.159 E
Kong(2023) 14 FIE R MR la # 6 \ FinnGen  218792(3022/215770) IVW  1.09(0.91~1.31) 0.349 E
Kong(2023) 14 EVEA AR R 18 # 20 \ FinnGen  218792(3022/215770) IVW  0.99(0.92~1.07) 0.796 E
Kong(2023) 14 L0 LA R R # 11 \ FinnGen  218792(3022/215770) IVW 0.98(0.74~1.29) 0.868 E
Kong(2023) 114 KRN o # 8 \ FinnGen  218792(3022/215770) IVW  0.99(0.90~1.08) 0.736 E
Kong(2023) 14 R RL AN L R # 16 \ FinnGen  218792(3022/215770) IVW  1.03(0.90~1.17) 0.653 E
Kong(2023) {14 IRRPEA T o # 5 \ FinnGen  218792(3022/215770) IVW  0.92(0.76 ~1.11) 0.391 E
Kong(2023) [14] IhRRSER T B # 5 \ FinnGen  218792(3022/215770) IVW  1.00(0.88 ~1.14) 0.987 E
Wang(2019) 1] C R H \ 19 53325 GECCUC‘CCF?{RM‘ 53324(30480/22844)  IVW  1.04(0.97~1.12) 0.256 B
Si(2021)[16] C RN CHARGE 57 200000  UKB \ IVW  0.85(0.76 ~0.97) <0.05 D
Yuan(2020) 17 IR IRFEIH GWAS 3 30912 UKB  367643(5486/362157) IVW  0.20(0.09 ~0.45) <0.001 \
Nimptsch(2015) * (18] C RNEH EPIC 5 1475 EPIC 1475(721/754) LR 1.74(1.06~2.85) <0.05 \
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