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Supplementary Table S1. Genetic variants used as instruments in the analyses.  

MAF: minimum allele frequency; beta.ypp: beta for the associations with pulse pressure at age <55 years; 
se.ypp: standard error for the associations with pulse pressure at age <55 years; pval.ypp: p-value for the 
associations with pulse pressure at age <55 years; r2_ypp: variance explained by the variant in pulse 
pressure at age <55 years; beta.ymap: beta for the associations with mean arterial pressure at age <55 
years; se.ymap: standard error for the associations with mean arterial pressure at age <55 years; pval.ymap: 
p-value for the associations with mean arterial pressure at age <55 years; r2_ymap: variance explained by 
the variant in mean arterial pressure at age <55 years; beta.opp: beta for the associations with pulse 
pressure at age ≥55 years; se.opp: standard error for the associations with pulse pressure at age ≥55 years; 
pval.opp: p-value for the associations with pulse pressure at age ≥55 years; r2_opp: variance explained by 
the variant in pulse pressure at age ≥55 years; beta.omap: beta for the associations with mean arterial 
pressure at age ≥55 years; se.omap: standard error for the associations with mean arterial pressure at age 
≥55 years; pval.omap: p-value for the associations with mean arterial pressure at age ≥55 years; r2_omap: 
variance explained by the variant in mean arterial pressure at age ≥55 years. 

 

Supplementary Table S2. Mendelian randomization associations of genetically 
determined mean arterial (MAP) and pulse pressure (PP) at age ≤55 and >55 years 
with ischemic stroke, intracerebral hemorrhage, and their etiological subtypes.  

IVW: inverse variance weighted; Con-Mix: contamination mixture; MVMR: multivariable Mendelian 
randomization adjusted for both MAP and PP; IS: ischemic stroke; IS_UKB: ischemic stroke in the 
replication UK Biobank sample; ICH: intracerebral hemorrhage; ICH_UKB: intracerebral hemorrhage in the 
replication UK Biobank sample; LAS: large artery stroke; CES: cardioembolic stroke; SVS: small vessel 
stroke; DICH: deep intracerebral hemorrhage; LICH: lobar intracerebral hemorrhage. 

 

Supplementary Table S3. Mendelian randomization associations of genetically 
determined mean arterial (MAP) and pulse pressure (PP) across age deciles with 
ischemic stroke, intracerebral hemorrhage, and their etiological subtypes.  

The effect sizes are derived from multivariable Mendelian randomization (MVMR) analyses adjusting for 
both genetically determined MAP and PP. IS: ischemic stroke; ICH: intracerebral hemorrhage; LAS: large 
artery stroke; CES: cardioembolic stroke; SVS: small vessel stroke; DICH: deep intracerebral hemorrhage; 
LICH: lobar intracerebral hemorrhage. 

  



 

Supplementary Figure S1. Overlap between genetic variants associated (p<5x10-8) 
with mean arterial pressure (MAP) and pulse pressure (PP) at (A) age ≤55 and (B) 
>55 years that were used as instruments in this study. 
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Supplementary Figure S2. Associations of genetically determined mean arterial 
pressure (MAP) and pulse pressure (PP) at age ≤55 and >55 years of age with risk 
of ischemic stroke and intracerebral hemorrhage when randomly sampling 100 
variants associated with MAP and 100 variants associated with PP. 

The Odds ratios correspond to the mean odds ratios obtained after randomly selecting as instruments 100 
variants associated with MAP and 100 variants associated with PP and iterating 1000 times. Confidence 
intervals are derived based on the mean standard error of these analyses. This analysis aimed at 
attenuating the imbalance in the number of genetic instruments between MAP and PP. The effect sizes are 
derived from multivariable Mendelian randomization (MVMR) analyses adjusting for both genetically 

determined MAP and PP in MEGASTROKE.  
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Supplementary Figure S3. Associations of genetically determined mean arterial 
pressure (MAP) and pulse pressure (PP) across age deciles with risk of ischemic 
stroke and intracerebral hemorrhage in the UK Biobank. 

The effect sizes are derived from multivariable Mendelian randomization (MVMR) analyses adjusting for 
both genetically determined MAP and PP in every decile. The analyses are based on the UK Biobank and 
are restricted to incident ischemic stroke events that occurred after 55 years of age and after the blood 
pressure measurements. Trends across age were explored with linear meta-regression analyses.  
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Supplementary Figure S4. Associations of genetically determined mean arterial 
pressure (MAP) and pulse pressure (PP) at age ≤55 and >55 years of age with risk 
of ischemic stroke subtypes (large artery, cardioembolic, small vessel stroke). 

The effect sizes are derived from multivariable Mendelian randomization (MVMR) analyses adjusting for 
both genetically determined MAP and PP in MEGASTROKE. 
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Supplementary Figure S5. Associations of genetically determined mean arterial 
pressure (MAP) and pulse pressure (PP) at age ≤55 and >55 years with risk of 
deep and lobar intracerebral hemorrhage. 

The effect sizes are derived from multivariable Mendelian randomization (MVMR) analyses adjusting for 

both genetically determined MAP and PP in ISGC. 
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