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Statistics

For all statistical analyses, confirm that the following items are present in the figure legend, table legend, main text, or Methods section.
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The exact sample size (n) for each experimental group/condition, given as a discrete number and unit of measurement
A statement on whether measurements were taken from distinct samples or whether the same sample was measured repeatedly

The statistical test(s) used AND whether they are one- or two-sided
Only common tests should be described solely by name; describe more complex techniques in the Methods section.
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A description of all covariates tested
A description of any assumptions or corrections, such as tests of normality and adjustment for multiple comparisons

Afull description of the statistical parameters including central tendency (e.g. means) or other basic estimates (e.g. regression coefficient]
AND variation (e.g. standard deviation) or associated estimates of uncertainty (e.g. confidence intervals)

For null hypothesis testing, the test statistic (e.g. F, t, r) with confidence intervals, effect sizes, degrees of freedom and Pvalue noted
Give P values as exact values whenever suitable.

For Bayesian analysis, information on the choice of priors and Markov chain Monte Carlo settings

For hierarchical and complex designs, identification of the appropriate level for tests and full reporting of outcomes
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Estimates of effect sizes (e.g. Cohen's d, Pearson's r) indicating how they were calculated

Our web collection on statistics for biologists contains articles on many of the points above.

Software and code

All studies must disclose on these points even when the disclosure is negative

Sample size No power calculations were performed, as we used all the relevant UK Biobank data which was available. The final sample size was n=11,995
individuals for the derivation set and n=395,393 individuals for the validation set.

Data exclusions  We excluded participants who were not of British white ancestry (according to the principal component analysis), participants without
matching genotypes, participants who had withdrawn their consent, and participants with self-reported stroke at age <20 years due to the
potential unreliability of such records. We excluded genetic markers from the UK10K/1000Genomes imputation reference panel due to
known issues with these markers, as well as single nucleotide polymorphisms with MAF<0.1%

Replication The polygenic risk scores were based on studies that did not include the UK Biobank. The polygenic risk scores were tuned on a derivation
subset of the UK Biobank. The final stroke metaGRS was evaluated on the validation set, which did not include the derivation set

Randomization  There was no randomisation as the UK Biobank is an observational study. The analyses controlled for covariables including sex, 10 genetic
principal components, and genotyping chip. The survival analysis also adjusted for age using an age-as-time-scale approach.

Blinding Blinding is not relevant to this study as no interventions were performed.
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Data collection No new data was collected. We used PLINK 1.9 (v2018-02-21) to perform genetic quality control, LD thinning, and to generate polygenic
risk scores. We used KING v2.1.4 to perform genetic relatedness analysis.

Data analysis Data was analysed using R v3.2.2, including the packages glmnet (v2.0-16) and survival (v2.43-1).

For manuscripts utilizing custom algorithms or software that are central 1o the research but not yet described in published iterature, software must be made available to editors reviewers.
We strongly encourage code deposition in a community repository (e.g. GitHub). See the Nature Research guidelines far submitting code & software for further information
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This study used data from the publicly available UK Biobank project. The stroke metaGRS is freely available at https://dx.doi.org/10.6084/mS figshare 8202233,
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Population characteristics | We used the UK Biobank phase 2 genotype data, together with linked phenotype information (either self reported, collected at
UK Biobank assessment, or from hospital records), out of which we selected the British white individuals from principal
component analysis (n=407,388 after sample excusions).

Recruitment Participants were recruited by the UK Biobank project

Ethics oversight Analyses were approved by the UK Biobank under project 26865.

Note that fullinformation on the approval of the study protocol must also be provided in the manuscript.




