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Supplementary methods 

Baseline characteristics 

Germline-BRCA-mutation (gBRCAm) status at baseline was analyzed from case report 

forms or when missing, queried with relevant study sites. 

Biomarker analysis 

An analysis was conducted on archival tumor samples using the Dx1 bait set, which 

covers the coding sequences of 309 cancer-related genes, one promoter region, one non-

coding RNA (ncRNA) region, and selected intronic regions from 34 commonly rearranged 

genes (21 of which also include the coding exons) for a total of 324 genes often rearranged 

or altered in cancer (detailed information available at 

https://www.foundationmedicine.com/genomic-testing/foundation-one-cdx). Prior to 

database lock, the following 15 genes were considered as part of the homologous 

recombination repair mutation (HRRm) cohort: BRCA1, BRCA2, ATM, BRIP1, PALB2, 

RAD51C, BARD1, CDK12, CHEK1, CHEK2, FANCL, PPP2R2A, RAD51B, RAD51D, 

RAD54L; loss-of-function mutations were determined using Foundation Medicine, Inc 

(FMI) Clinical Laboratory Improvement Amendments (CLIA) classification rules. 

Percentage genomic loss of heterozygosity (gLOH) was determined at FMI using 

previously published methodology (1). 
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Cediranib and olaparib dose modifications 

Treatment-related adverse events were treated with the appropriate maximum supportive 

care, including dose modifications where required. The initial dose of cediranib (30 mg 

daily) could be reduced to 20 mg daily (dose reduction 1) or 15 mg daily (dose reduction 

2). The initial dose of olaparib (200 mg twice daily) could be reduced to 150 mg twice daily 

daily (dose reduction 1) or 100 mg twice daily (dose reduction 2). At the discretion of the 

investigator, the study drugs could be withheld or modified independently if the observed 

toxicity was attributed to only one of the drugs, while the patient continued to receive the 

drug not associated with the observed toxicity. The time a given drug could be withheld 

could not exceed 3 weeks. Once the dose of cediranib or olaparib had been reduced, no 

dose re-escalation was permitted. 
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