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Molecular dissection of colorectal 
cancer in pre-clinical models 

identifies patterns of intra-tumour
heterogeneity and biomarkers 
predicting sensitivity to EGFR 

inhibitors



Methods for systematic next-generation 
oncology biomarker development
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NGS analysis of matching patients, patient-derived xenografts (PDX) 

and organoids (PDO) gives insight into intra-tumour heterogeneity.

1) Varying degree of concordance in somatic mutations

2) Discordances in cancer-relevant genes

Private mutation

Other mutation in same gene

* Validated by targeted seq.
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Drug sensitivity largely concordant between xenograft and organoid.

Interesting exceptions with potential implications on personalized medicine.

Drug screening using 16 compounds

Drug Sensitivity Drug sensitivity: PDX vs PDO
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Interesting case for

precision medicine:

PDO-private EGFR

mutation triggers 

drug response 



New predictive gene expression signatures by 
combining molecular and drug sensitivity data
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Cetuximab: Validation on external cohort


