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Description of the statistical model of the Mendelian randomization analysis.
Mendelian randomization (MR) is a method to address the causal effects of exposures to outcomes. MR follows the principles based on Mendel’s laws of inheritance and instrumental variable estimation methods and makes it possible to infer causal influences while unobserved confounding factors exist. Genetic variation, usually implemented using single nucleotide polymorphisms (SNPs), is applied in MR based on instrumental variable (IV) analysis. [1-3] 
In this study, we tried to evaluate the causal effect of TMAO on IS. Therefore, TMAO was regarded as the exposure, while IS was regarded as the outcome. In order to eliminate the interference of confounding factors, we extracted SNPs of TMAO from the GWAS database [4] with P-values less than 5 × 10-5, and performed linkage disequilibrium (LD) clumping; then the extracted SNPs were used as instrumental variables (IVs). The SNPs of IS were then extracted from the IEU GWAS database (id: ebi-a-GCST006908) [5]). Next, the SNPs of both the exposure (TMAO) and outcome (IS) were harmonized for MR analysis. Five methods (IVW, MR-Egger, Maximum likelihood, Weighted median, and Weighted mode) were employed in the MR analysis of this study with the aim of minimizing potential bias. The relationship between TMAO SNPs and IS outcome was visualized through a scatter plot. The Wald ratio for single SNPs and their combined effects were illustrated with a forest plot. The horizontal pleiotropy was evaluated by MR-Egger regression and a funnel plot. The heterogeneity was estimated using IVW and MR-Egger analysis. Leave-one-out analysis was conducted to determine the effect of each single SNP on the MR results.
The Mendelian randomization analysis in this study was performed using the TwoSampleMR package of R (https://github.com/MRCIEU/TwoSampleMR). 
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Fig. S1 Quality assessment of the included studies for meta-analysis. The evidence levels of identified studies were assessed according to the criteria by the Centre for Evidence-Based Medicine in Oxford, UK [6]. 
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Fig. S2 Leave-one-out analysis indicated that no single SNP was driving the association of MR analysis. 
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Fig. S3 The funnel plot for visually inspection for horizontal pleiotropy of MR analysis. 
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Fig. S4 The Radial plots for classification of outliers in the SNPs. 
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