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Supplementary Figure 1. Venn diagram showing the number of individuals and the overlap between the cannabis-GWAS and the CAD-GWAS
[image: ]
Based on the data provided in Pasman[1] et al and Nikpay et al[2], only the ECGUT study (Estonian Genome Center University of Tartu (N=3,735)) contributed to both GWAS.


Supplementary Figure 2. Flow chart of selection of studies included in our meta-analysis 
[image: ]
Details for research strategy can be found in Supplementary Table 12. *sum of subtotal studies are not equal to total studies because some studies accounts for different outcomes.

Supplementary Figure 3. Meta-analysis and forest plot of observational studies reporting an association between lifetime cannabis use and risk of coronary artery disease
[image: ]
Random-effect meta-analysis was calculated using DerSimonian and Laird methods (DL). Boxes are scaled according to the weight of the study in the random-effect model. 
Supplementary Figure 4. Meta-analysis and forest plot of observational studies reporting an association between lifetime cannabis use and risk of ischemic stroke
[image: ]
Random-effect meta-analysis was calculated using DerSimonian and Laird methods (DL). Boxes are scaled according to the weight of the study in the random-effect model. 

[bookmark: _Hlk149758319]Supplementary Figure 5. Meta-analysis and forest plot of prospective observational studies reporting an association between lifetime cannabis use and risk of arteriosclerotic cardiovascular disease
[image: ]
Random-effect meta-analysis was calculated using DerSimonian and Laird methods (DL). Boxes are scaled according to the weight of the study in the random-effect model.
21

Supplementary Figure 6. Pair-wise association plot of the SNPs associated with cannabis use and risk of CAD
[image: ]
The red line represents the regression slope of the causal effects estimates (derived by the inverse-variance weighted approach as proposed by Bowden et al.).14



Supplementary Figure 7. Pair-wise association plot of the 10 SNPs associated with cannabis use and risk of IS
[image: ]
The red line represents the regression slope of the causal effects estimates (derived by the inverse-variance weighted approach as proposed by Bowden et al.).14



Supplementary Figure 8. Scatter plot of the genetic association with cannabis use against genetic association with coronary artery disease 
[image: ]
The conventional Mendelian randomization (Conventional MR in red), Egger Mendelian randomization (MR-Egger in blue) causal effects estimates are presented as regression slopes. The constant and its 95% CI (obtained by bootstrap resampling 10,000 times) derived from Egger regression are shown as the blue square and vertical bar, respectively. 




Supplementary Figure 9. Scatter plot of the genetic association with cannabis use against genetic association with acute ischemic stroke 

[image: ]

The conventional Mendelian randomization (Conventional MR in red), Egger Mendelian randomization (MR-Egger in blue) causal effects estimates are presented as regression slopes. The constant and its 95% CI (obtained by bootstrap resampling 10,000 times) derived from Egger regression are shown as the blue square and vertical bar, respectively. 
[bookmark: _Hlk149758247]Supplementary Figure 10. Meta-analysis of observational studies reporting an association between use of cannabis and risk of atherosclerotic cardiovascular disease without Sun et al study.
[image: ]
Meta-analysis without Sun et al study as part of the ASCVD sub-group. Studies are sorted by type of outcome (coronary artery disease, ischemic stroke or global ASCVD analysis).  Relative risks (RR) and 95% confidence intervals (CI) express the risk of ASCVD for “ever use of cannabis” (compared with never use). For additional information on each study, see Supplementary Table 1. Supplementary Figure 4 and 5 provide meta-analysis stratified by outcome and type of risk ratio. 
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 Meta-analysis and forest plot of observational studies reporting an association
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 Meta-analysis and forest plot of observational studies reporting an association
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 Meta-analysis and forest plot of prospective observational studies reporting an association between
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