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SUPPLEMENTARY METHODS SM1 

 

Clinical cohorts 

 

1. Discovery cohort 

Patients were recruited during 2005-2012 from three European centers: Beaumont Hospital (Dublin, 

Ireland, n=26), Paris Descartes Hospital (Paris, France, n=48) and Queen University Belfast (Belfast, 

UK, n=106). The resulting cohort was composed of a total of n=180 stage III CRC patients. The 

following exclusion criteria were applied sequentially: i) incomplete clinical and follow-up 

information (n=5), ii) loss to follow-up or recurrence and/or death within 31 days from surgical 

resection (n=1), iii) no chemotherapy administration (n=2) and iv) no clean resection margins (n=17, 

8 of which were missing data), resulting in n=155 patients. Measurements to derive apoptosis 

modelling-based signatures were conducted on 156 primary tissue samples of which 120 belonged to 

patients who also met the above inclusion criteria (left hand side of the CONSORT diagram, Suppl. 

Methods 1 Fig. SM1.1). Clinicopathological information and patient demographic data were 

collected from histopathology reports and clinical files (Suppl. Table ST1). 

This study was approved by the ethics committees of the participating hospitals. 

 

2. Expansion cohort 

The expansion dataset is a French multi-center study of colon cancer (1). Dataset was downloaded on 

February 9th, 2016 from the Gene Expression Omnibus repository under accession GSE39582. We 

included in our analysis n=157 patients that had i) measurements from which apoptosis modelling-

based signatures could be computed, ii) were stage III, iii) had follow-up metadata, iv) were not lost 

to follow-up or relapsed and/or died within 1 month from study entry date with v) available status for 
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microsatellite and BRAF mutation (center of the CONSORT diagram, Suppl. Methods 1 Fig. 

SM1.1). 

 

3. Validation cohort 

We validated results using a publically available dataset of stage I-IV colon cancer patients (COAD) 

from The Cancer Genome Atlas (TCGA). Clinical records and molecular data to compute the 

apoptosis modelling-based signatures were downloaded using the data matrix tool from the TCGA 

data portal (https://tcga-data.nci.nih.gov/tcga/) on June 19th, 2015. Clinicopathological, demographic, 

and follow-up information were collated from the Biotab version (files: 

“nationwidechildrens.org_clinical_patient_coad.txt” and 

“nationwidechildrens.org_clinical_follow_up_v1.0_coad.txt”). We applied the following inclusion 

criteria: i) complete staging information, ii) clear resection margins (R0), iii) survival data available, 

iv) no loss to follow-up and no recurrence and/or death within 31 days from diagnosis and v) 

protein/mRNA data availability for tumor samples (right hand site of the CONSORT diagram, Suppl. 

Methods 1 Fig. SM1.1). 

Consensus molecular subtyping (CMS) data for the COAD cohort were retrieved from the 

supplementary files of Guinney and colleagues (2). 
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Supplementary Methods 1 Figure SM1.1. CONSORT flow diagram of the patient datasets 

included in this study. 
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The discovery dataset was composed of in-house patients collected as part of a multi-center study (left 

hand side, in blue). The expansion (GSE39582 dataset, center, in orange) and validation (TCGA 

COAD, right hand side, in green) cohorts were obtained from publically available studies that met the 

inclusion criteria. The flow chart illustrates the reasons for exclusions and the number of patients that 

were disregarded at each stage of the data processing, the number of patients included in each analysis 

and the corresponding figures and tables. 
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