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- Accession codes, unique identifiers, or web links for publicly available datasets
- A description of any restrictions on data availability

- For clinical datasets or third party data, please ensure that the statement adheres to our policy
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Data to support our findings for the UK Biobank are available for bona fide researchers from the UK Biobank (http://www.ukbiobank.ac.uk/about-biobank-uk/), and
can be accessed by an application to the UK Biobank. The data from the NSPHS, to support the findings of this study, are available from the corresponding author
upon reasonable request and with an ethical approval.

For annotations following databases were used

CADD (version 1.3 and 1.5) database

Eigen-PC scores v1.1

GENCODE (ver. 26)

Ensembl regulatory annotations release 92

NSPHS, the primary cohort: N=1069. Sample size with WGS and biomarker data that passed QC: 872. We

UK Biobank, the secondary study cohort: N=502,682 of which N=148,435 were included in our study.

For both cohorts, we included as large sample size as possible that fulfill the inclusion criteria described in the article, and for which we had
sequencing and biomarker data available at the time. In these analyses we aimed to use the largest sample available at the time, and for that
reason no power calculations were performed.

Samples for which we did not have access to WGS or WES data or whiteout biomarker data available. In UK Biobank, non-white British
participates and related participants were excluded

The UK Biobank cohort were used for validating the main conclusions from the main analyses (heritability estimations and performance of
different SKAT models). In UK Biobank we re-estimated how much of the heritability is due to rare variants and compared and discussed
these estimates to the once from NSPHS . We also performed SKAT analyses in UK Biobank using six of the seven SKAT models from the
primary analyses, and compared the number of associations identified by each model (Figure 6).

The NSPHS have data for a much larger number of biomarkers available so all individual rare variant associations could not be tested for
replication.

No randomization was done since we are estimating genetic effects and no confounders except for population stratification and relatedness
needs to be controlled for. We used the kinship matrix or genetic principal components to adjust for such confounding in our analyses.
Covariates (sex, age and batch effects) were also adjusted for the analyses

Not applicable. This is an observational study where samples are not stratified by intervention. Blinding was therefore not considered.




