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Abstract: Objective Previous studies have reported a possible association between pancreatic cancer and the gut microbiota. This study aims to explore whether
there is a causal relationship between the gut microbiota and pancreatic cancer through the Mendelian randomization method. Methods \We retrieved genome-wide
association study (GWAS) statistics on pancreatic cancer in the European population (605 patients and 218,187 controls) from published GWAS datasets. Statistical
data on the gut microbiota, encompassing 211 bacterial traits, were obtained from the largest meta-analysis of GWAS conducted by the MiBioGen Consortium. A
two-sample Mendelian randomization (MR) study was employed, utilizing the inverse-variance weighted method, MR-Egger regression, weighted median method,
and weighted mode approach to assess the causal effects between pancreatic cancer and the gut microbiota. Sensitivity analyses were also performed to validate the
robustness of the results. Reverse MR analyses were conducted on the identified associated bacteria to evaluate the potential for reverse causality with pancreatic
cancer. Resufts The results showed that Mollicutes RF9, Terrisporobacter and Erysipelotrichaceae were associated with a high risk of pancreatic cancer, while Actinom
ycetaceae, Alistipes, Lachnospiraceae UCG010, and Phascolarctobacterium were associated with a low risk of pancreatic cancer. Reverse-MR did not find a significant
effect of pancreatic cancer on the abundance of gut microbiota. Condlusion This study reveals that specific gut microbiota may be involved in the occurrence and
development of pancreatic cancer, providing new ideas for future prevention and treatment strategies of pancreatic cancer.
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