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Mendelian randomization study on the causal association between secreted

frizzled—related protein 5 and atrial fibrillation

LIU Hui ZHANG Yuqing TAO Qin KONG Fanling SHI Peiging JIANG Kun
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[Abstract] Objective To investigate the causal relationship between secreted frizzled-related protein 5 (SFRPS) and
atrial fibrillation (AF) using Mendelian randomization (MR) analysis. Methods An MR approach was employed to
utilize  GWAS data, with SFRP5 as the exposure factor and AF as the outcome indicator. Single nucleotide
polymorphisms ~ (SNPs) significantly associated with SFRP5 levels were selected as instrumental variables. Inverse
variance weighted (IVW) served as the primary analytical approach, supplemented with simple median, weighted
median, simple mode, and weighted mode methods. The robustness of the findings was assessed using Cochran’s (
test, the intercept of MR-Egger regression method, the MR-PRESSO global test, and the leave—one—out analysis.
Steiger directionality test was applied to determine the correct causal direction. Results The IVW analysis results
showed that there was a causal relationship between the decreased level of SFRP5 and the increased risk of AF
(OR=0.902, 95%CI: 0.880-0.925, P=2.88E-16). The simple median, weighted median, simple mode, and weighted
mode methods upported the above results. IVW analysis: Cochran’s (=7.14, P=0.890; MR—Egger regression method:
Cochran’s (=3.85, P=0.990. Both methods suggested no heterogeneity (P>0.05); the MR-Egger intercept method
and the MR-PRESSO global test indicated no horizontal pleiotropy (P>0.05). The funnel plot was drawn to show that
the distribution of the included SNPs was basically uniform and relatively symmetrical on both sides, suggesting a
small degree of bias and a robust result. The leave—one—out analysis showed that a single SNP would not have a
significant impact on the result. The Steiger directionality test indicated that the direction was correct (R%mps =R,
P < 0.05), verifying the reliability of this result. Conclusion SFRP5 is negatively associated with AF in a causal

manner, where decreased SFRPS levels are linked to an increased risk of AF. SFRP5 may represent a novel target for

[(E£TB] /M at i vn T KA & B i-R135 B (2020SHSY AF  prevention and treatment, although its precise

0114), mechanisms require further investigation.
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