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[Abstract] BACKGR OUND: Biliary tract malignancy (BTC) is an extremely malignant tumour with a 5—year
survival rate usually below 5%. Inflammation plays an important role in the pathogenesis of BTC, but there is
still a paucity of studies on the causal relationship between inflammation and BTC. OBJECTIVE: The aim of
this study was to assess the potential causal relationship between inflammation—associated proteins and BTC by
two—sample bidirectional Mendelian randomisation analysis. METHODS: We used genetic variants (SNPs)
from GWAS data as instrumental variables and screened for valid instrumental variables based on association,
independence and exclusivity assumptions. Data on inflammation—related proteins were obtained from the
GWAS Catalog (including 14,824 Europeans), while data on BTC were obtained from the IEU database
(including 196,084 East Asians). Instrumental variable screening criteria were SNP threshold P < 5 x 107,
exclusion of effects of linkage disequilibrium, and F-—statistic > 10. Analyses were performed using the R
package, which includes the IVW method, the WM method, and MR —Egger regression. Sensitivity analyses
tested for heterogeneity by Cochran's Q statistic, and horizontal pleiotropy was assessed using MR —Egger
regression and MR—PRESSO. RESULTS: We found a significant causal relationship between seven
inflammation—related proteins and BTC, four of which were risk factors for BTC, including CD40L receptor,
fibroblast growth factor 23 (FGF23), glial cell-derived neurotrophic factor (GDNF), and interleukin 7 (IL—7);
and three of which were protective factors for BT'C, including nerve growth factor beta (beta— NGF), S100A12
protein (S100—A12) and interferon gamma (INF vy ). CONCLUSION: These findings are important guidelines
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for a deeper understanding of the pathogenesis of BTC and its prevention and treatment strategies.

[Key words] Mendelian randomisation; inflammation—related proteins; biliary malignancies; GWAS data;
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