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geo/query/acc.cgi?acc=GSM3704421]. Segmented copy number data, determined by analysis of the Affymetrix genome-wide human SNP array 6.0, were retrieved
from Broad Institute TCGA Genome Data Analysis Center, (2016-01-28 release date, using RTCGA package, version 1.16.0). The remaining data are available within
the Article, Supplementary Information or Source Data file.

The prevalence of undiagnosed cancer cases in this prospectively collected cohort was expected to be high (approximately 30 cancers per 100
non-cancer individuals). Assuming a noninvasive test for cancer with a specificity of 0.85 in a study of nearly 400 participants, our study would
provide an estimate of sensitivity with a margin of error of 0.05 or smaller.

3 subjects were excluded due to failure in the sequencing step and no data were able to be retrieved from the sequencer, therefore no data
were available for analysis. The above is a pre-established requirement for inclusion of samples in the the cohorts analyzed.

We replicated our findings in a cohort of 431 independently collected and processed samples.

Cancer and non-cancer individuals were prospectively collected in this cohort. Every library preparation batch and cfDNA extraction batch
included cancer and non-cancer individuals. Due to the prospective study design and the random allocation of cancer and non-cancer samples
to each batch, we expect that both known and unknown confounders would be similar across the collection of batches.

The investigators were not blinded to diagnosis for the LUCAS cohort since this cohort was used for training of the machine learning model.
While the investigators that prepared the libraries for the validation cohort had to know the diagnosis of each individual used to randomize
the samples across library preparation, the person that performed the machine learning model development was blinded to diagnosis of the
validation cohort.




