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Causal relationship between gastroesophageal reflux disease and risk of depression: a Mendelian

randomization study in a European population
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[ Abstract] Objective To evaluate the risk of gastroesophageal reflux disease (GERD) and depression in a European
population using Mendelian randomization. Methods Data were collected from the genome-wide association study (GWAS)
pooled dataset, including 602,6004 cases of GERD and 357,957 cases of depression. A total of 77 genetic loci closely
related to gastroesophageal reflux disease were selected as instrumental variables. Five methods, namely MR Egger,
Weighted median, Inverse variance weighted, Simple mode and Weighted mode, were used for the two-sample Mendelian
randomization analysis. The OR value was used to evaluate the causal relationship between gastroesophageal reflux disease
and the risk of depression. At the same time, heterogeneity test, pleiotropy test and leave-one-out were used for sensitivity
analysis. Results The analysis results of MR Egger method showed that there was a significant positive correlation between
the risk of GERD and depression, and the odds ratio (OR) was 1.257[95% confidence interval (CI): 1.067-1.479; P <0.007].
Weighted median analysis showed a similar causality ratio (OR) of 1.227[95% confidence interval (CI): 1.192-1.263; P <
0.007]. In addition, horizontal pleiotropy and heterogeneity were not observed in funnel plot, scatter plot and forest plot.
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Conclusion There is a positive causal relationship between gastroesophageal reflux disease and the risk of depression.

[ Keywords] Gastroesophageal reflux disease; Depression; Mendelian randomization
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