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raw counts for colorectal cancer are available for download from https://gdac.broadinstitute.org/. The selected functional event mutation annotations for TCGA
tumors are available from the Ciriello lab32 http://ciriellolab.org/select/pancan23_dataset.zip. The PDX gene expression data used in this study are available in the
GEO database under accession code GSE7640258 [https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE76402]. The CALGB/SWOG 80405 RNAseq data
previously generated and used in this study are available in the GEO database under accession code GSE196576 [https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?
acc=GSE196576]. The CALGB/SWOG 80405 ctDNA data generated in this study have been deposited in the dbGAP database under accession code phs002941
[https://www.ncbi.nlm.nih.gov/projects/gap/cgi-bin/study.cgi?study_id=phs002941.v1.p1]. The data is available under restricted access due to them containing
information that could compromise research participant privacy/consent. Access can be obtained by submitting a request to Xueping Qu (qu.xueping@gene.com).
Individual-level data from the genotyped cohorts will be made available to researchers for academic purposes only following an approved analysis proposal for 1
year. Review timelines may vary but once approved access should be granted within a week. Real-world data in this study refers to observational data generated
during routine clinical practice and collected outside regulated clinical trials by Flatiron Health and Foundation Medicine clinic-genomic database. Restrictions apply
to the availability of the real-world data underlying the analysis for Foundation Medicine, Inc and Flatiron Health-Foundation Medicine CRC clinico-genomic
database. For further details on Roche’s Global Policy on the Sharing of Clinical Information, and how to request access to related clinical study documents, see
https://www.roche.com/research_and_development/who_we_are_how_we_work/clinical_trials/our_commitment_to_data_sharing.htm. The remaining data are
available within the Article, Supplementary Information or Source Data file.

Sample size was determined per the original clinical trial (https://jamanetwork.com/journals/jama/fullarticle/2632502) and further subset on
patients with biomarker data. Biomarker data was generated among patients who consent to future studies and with tissue available in the
biobank.

No replication was done to the biomarker data due to limited patient specimens.

No replication was done to the biomarker data due to limited patient specimens.

From November 2005 to September 2009 patients were randomized 1:1:1 to receive cetuximab, bevacizumab, or both of these biologic
treatments in combination with either the mFOLFOX6 or FOLFIRI regimen. Thereafter, patients were randomized 1:1 to cetuximab or
bevacizumab biologic treatment. At randomization, the primary physician indicated whether the treatment goal was palliative or potentially
curative. Randomization was stratified by (1) chemotherapeutic regimen administered (mFOLFOX6; FOLFIRI), (2) receipt of prior adjuvant
chemotherapy, and (3) prior pelvic radiation. Treatment assignments were generated according to randomly permuted blocks within strata. A
fixed-block size of 9 was used prior to the study amendment that stopped enrollment into the double biologic group. Afterward, a block size
of 6 was used.

The CALGB 80405 study was an open-label, multicenter study. The treating physicians and patients were not blinded to the treatment
assignment. During the biomarker generation, the laboratories which generate the biomarker data were blinded to the treatment
assignments.




