


2

n
atu

re
p

o
rtfo

lio
|

rep
o

rtin
g

su
m

m
ary

M
a

rch
2021

Data
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

Field-specific reporting
Please select the one below that is the best fit for your research. If you are not sure, read the appropriate sections before making your selection.

Life sciences Behavioural & social sciences Ecological, evolutionary & environmental sciences

For a reference copy of the document with all sections, see nature.com/documents/nr-reporting-summary-flat.pdf

Life sciences study design
All studies must disclose on these points even when the disclosure is negative.

Sample size

Data exclusions

Replication

Randomization

Blinding

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.

Materials & experimental systems

n/a Involved in the study

Antibodies

Eukaryotic cell lines

Palaeontology and archaeology

Animals and other organisms

Human research participants

Clinical data

Dual use research of concern

Methods

n/a Involved in the study

ChIP-seq

Flow cytometry

MRI-based neuroimaging

The de-identified raw sequence data and associated clinical variables data generated in this study have been deposited in the European Genome-Phenome Archive
(EGA) database under accession code EGAS00001005556 as indicated in Supplementary Data 3 and 9. The de-identified raw sequence data and associated clinical
variables data are available under restricted access where informed consent was provided for the release and publication of raw sequence data under an
Institutional Review Board approved protocol, access can be obtained by contacting the PGDx elio tissue complete Validation Data Access Committee (https://ega-
archive.org/dacs/EGAC00001002278) and will be made available for a minimum of one year. The raw sequence data where informed consent was not provided for
release and publication are protected and are not available due to data privacy laws. In such cases, as well as those for which raw data is made available through
EGA, the processed raw sequence data can be made available through a hosted PGDx elio tissue complete user interface, access can be obtained by contacting the
PGDx elio tissue complete Validation Data Access Committee (https://ega-archive.org/dacs/EGAC00001002278). The public web resources used in this paper are
listed here: the Surveillance, Epidemiology, and End Results (SEER) Program (https://seer.cancer.gov); dbSNP (v138, https://www.ncbi.nlm.nih.gov/projects/SNP/
snp_summary.cgi?view+summary=view+summary&build_id=138); ExAC (v1, https://gnomad.broadinstitute.org/downloads#exac-variants); gnomAD (v2.0.2,
https://gnomad.broadinstitute.org/downloads); COSMIC (v72, https://cancer.sanger.ac.uk/cosmic/download); and Synapse (syn7214402, https://www.synapse.org/
#!Synapse:syn7214402/wiki/405297). The remaining data are available within the Supplementary Information and Source Data files. Source data are provided with
this paper.

Sample sizes were selected per Clinical and Laboratory Standards Institute (CLSI) guidelines for analytical validation.

Data not passing laboratory or bioinformatics quality control metrics are not included in the analytical accuracy, limit of blank, limit of
detection, precision and reproducibility analyses.

After alteration-type specific novel algorithms were developed and custom software was adapted to the elio tissue complete targeted panel
using a training dataset, validation of the analytical performance was assessed using an independent dataset. The analytical performance of
the training and validation datasets is included for TMB (sequence mutations) and MSI analyses, while analytical performance for the
validation set is listed for sequence and structural variant analyses.

Samples were allocated to variant-type specific studies based on the alterations identified through pre-screening and/or orthogonal testing.

Investigators were blinded to the orthogonal test results for the validation studies. Investigators were not blinded to the orthogonal test
results for training studies, which were designed to enable optimization of method-specific algorithms utilizing these data.




