

















within 10-years of follow-up in the randomly selected subset, we included "consotrium-selected" individuals who were incident cases for the
disease under study within 10 years of follow-up. This is the largest proteomic study in the world to date.

Data exclusions  Exclusion as part of proteomic QC or due to missing data for basic demographic information (age, sex or BMI) have been described in detail in
the methods and supplementary information. For the analysis of each disease, we further excluded participants defined as prevalent cases or
with an incident event for the disease within the first 6 months of follow-up

Replication External replication was performed successfully in the EPIC-Norfolk study for all 6 diseases with sufficient sample size; in 1922 participants (a
random sub-cohort of 749 participants; a T2D case-cohort of 1173 participants).

Randomization  This study is based on a randomly selected subset of individuals from the UKB-PPP (described in detail in Sun. B et al. Nature 2023). For 25 out
of the 218 diseases under study, we additional included incident cases only from the "consortium-selected" set of participants from UKB-PPP.,
which were selected based on specific diseases of interest to the Pharma Partners and are therefore enriched in a number of prevalent
conditions. We included common clinical covariates in our models such as age, sex, body mass index, smoking status, alcohol consumption,
ethnicity and paternal or maternal history of the disease (where available).

Blinding Blinding does not apply since this is an observational study. Information on protein levels and disease status was needed to perform analyses.

Reporting for specific materials, systems and methods

We require information from authors about some types of materials, experimental systems and methods used in many studies. Here, indicate whether each material,
system or method listed is relevant to your study. If you are not sure if a list item applies to your research, read the appropriate section before selecting a response.
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Antibodies

Antibodies used A full list of proteins measured using the antibody-based Olink Explore 3072 is provided on the Olink website: https://olink.com/
products-services/explore/ All assays in Olink's panels use antigen affinity-purified polyclonal or monoclonal antibodies (or
combinations of both), with the majority being commercially available.

Validation Validation data for the Explore 3072 assay are available on the Olink website: https://olink.com/products-services/explore/
Plants
Seed stocks Report on the source of all seed stocks or other plant material used. If applicable, state the seed stock centre and catalogue number. If

plant specimens were collected from the field, describe the collection location, date and sampling procedures.

Novel plant genotypes Describe the methods by which all novel plant genotypes were produced. This includes those generated by transgenic approaches,
gene editing, chemical/radiation-based mutagenesis and hybridization. For transgenic lines, describe the transformation method, the
number of independent lines analyzed and the generation upon which experiments were performed. For gene-edited lines, describe
the editor used, the endogenous sequence targeted for editing, the targeting guide RNA sequence (if applicable) and how the editor
was applied.

Authentication Describe-any-atithentication-procedtres foreach seed stock-tised-ornovel genotype generated—Describe-any-experiments-tused-to
assess the effect of a mutation and, where applicable, how potential secondary effects (e.g. second site T-DNA insertions, mosiacism,
off-target gene editing) were examined.
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