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Analysis of the Intrinsic Mechanism of "Cardio-Gastric Correlation"
from the Genetic Association Between Depression and Functional
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[Abstract] Objective: To investigate the causal relationships between mood disorders and functional
dyspepsia (FD) at the genetic level and the underlying mechanism based on "cardio—gastric correlation". Methods:
Mendelian randomization (MR) analysis was conducted using summary data from genome—wide association studies.
The inverse variance weighting, weighted median, and MR-Egger regression were used for analysis, and sensitivity
analysis was performed to verify the robustness of the results. Bayesian colocalization analysis was used to
identify potential common genetic loci between depression and FD. Enrichment analysis was performed on
depression-related SNP-mapped genes to clarify possible pathogenic mechanisms, and MR analysis was used to
evaluate the effect of these genes on FD. Results: The results from inverse variance weighted method showed
that depression increased the risk of FD (OR=1.501, 95% CI:1.104-2.040, P=0.009). The reverse analysis did
not reveal any causal association. Enrichment analysis suggested that depression-related genes were mainly
enriched in synaptic function and calcium signaling pathways. Further MR analysis indicated that increased
expression of RSRC1 was associated with an increased risk of FD (OR=1.13, 95% CI:1.07-1.20, P<0.001).
Conclusion: This study found that depression increases the risk of FD, and the mechanism may be related to
abnormalities in synaptic function and calcium signaling pathways, with RSRC1 being a key gene in the causal

association.
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