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WES dataset is available from EGA: EGAD00001004960 (https://www.ebi.ac.uk/ega/datasets/EGAD00001004960); RRBS dataset is available from EGA:
EGAS00001004610 (https://www.ebi.ac.uk/ega/studies/EGAS00001004610); GSM983647 was retrieved from GEO (https://www.ncbi.nlm.nih.gov/geo/query/
acc.cgi?acc=GSM983647).EGAS00001004006 was downloaded from EGA (https://www.ebi.ac.uk/ega/studies/EGAS00001004006).

EGAD00001002492 (https://www.ebi.ac.uk/ega/datasets/EGAD00001002492) and EGAD00001002486 (https://www.ebi.ac.uk/ega/datasets/EGAD00001002486)
was downloaded from EGA, respectively. All other data may be found within the main manuscript or supplementary Information or available from the authors upon
request.

Sample size was not determined before the study, rather based on sample availability. Because surgical resection is not the standard of care,
there has been scarcity of resected specimens from lung adenocarcinoma precursors. The specimens were collected through international
collaborations. All available samples were subjected to the analysis. In addition, the methylation aberrations in development and progression
of lung precancers were unknown, therefore it was impossible to determine the power prior to RRBS profiling.

No data were excluded from the analyses, as all samples and RRBS library was already subjected to rigorous QC by the sequence core.

Due to scarcity of resected specimens from lung adenocarcinoma precursors, all available samples were subjected to the analysis. Replication
was not feasible.

This is not a study involving clinical trial, randomization does not apply to this study. Due to scarcity of resected specimens from lung
adenocarcinoma precursors, all available samples were subjected to RRBS profiling and the corresponding analysis.

This is not a study involving clinical trial, blinding does not apply to this study.




