Policy information about availability of data
All manuscripts must include a data availability statement. This statement should provide the following information, where applicable:
- 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
The MANOLIS sequencing data used in this study is available at the European Genome-Phenome Archive (EGA) under accession number EGAS00001001207
[https://ega-archive.org/studies/EGAS00001001207]. The Pomak sequencing data have not been deposited to the EGA as the data and the information derived
from it are culturally and politically sensitive in the context of this religiously isolated population. We will consider requests to access the data by researchers when
an alternative cohort cannot reasonably be used for their research, and will respond to such requests within six months. Summary statistics generated in this study
are available for download in the GWAS Catalog. Accession codes and the respective hyperlinks are provided in Supplementary Data 10.
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Sample size

Sample sizes were determined so as to provide 80% power to detect single-variant associations of medium to large effect sizes down to allele
frequencies of 1%.

Data exclusions

25 samples in MANOLIS and 31 samples in Pomak were excluded from each discovery cohort due to contamination, duplication or sex
mismatches. A further 52 and 37 MANOLIS samples, and 68 and 60 Pomak samples failed vendor QC for the Neurology and Neuro-exploratory
panels, respectively, and were excluded from analysis. None of the measured serum proteins were excluded.

Replication

Replication in an independent cohort other than MANOLIS and Pomak was not carried out. Rather, we applied stringent criteria in order to
consider a variant to be significantly associated with a protein trait: variants must (i) have a p-value below the study-wide significance
threshold (P<1.05e-10); (ii) be nominally significant (P<1e-4) in both MANOLIS and Pomak; (iii) have the same direction of effect. We also
replicate previously published pQTLs (a list of studies can be found in Supplementary Data 2); 75 of 214 (35%) pQTLs replicate directly, while
an additional 50 (23%) pQTLs replicate after conditioning on previous pQTLs (see 'Novelty' in Methods).

Randomization

As this was a population cohort, samples were not divided into groups. A relatedness matrix was used in the analysis to correct for nonindependence of samples in each cohort.

Blinding

Blinding was not relevant as this is an observational study where samples were not grouped by intervention.
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