A subset of EGFR mutation serves as key biomarkers for EGFR-targeted therapy in colorectal adenocarcinoma 
	Targeting aberrant EGFR mutants is currently used as an effective clinical strategy in treating various cancer types including lung cancer. Recently, we reported that eleven colon cancer patient-derived EGFR mutants (G63R, E114K, R165Q, R222C, S492R, P596L, K708R, E709K, G719S, G724S and L858R) are oncogenic and sensitive to anti-EGFR monocloncal antibodies, cetuximab and pantitumumab in vitro and in vivo. Notably, these results suggest that a subset of EGFR mutants may also contribute to colonic tumorigenesis, providing the rationale of patient selection for EGFR-targeted therapy. In present study, we further explored the clinical relevance of our finding using colon organoid model. To this end, we introduced cDNA of previously characterized eleven EGFR mutants to colon-derived organoid by lentiviral infection and examined whether these EGFR mutants are able to transform the organoids. We found that while the growth of control normal organoid was strictly dependent on all eight essential niche factors, the organoids harboring EGFR mutants were able to grow in the presence of minimal niche factors such as Noggin, Gastrin, n-Acetylcysteine, nicotinamide and B27. These results are consistent with our previous findings and further demonstrate that a subset of EGFR mutant function as key oncogenic drivers for development of colon cancer. We propose that these EGFR mutations serve as crucial biomarkers for EGFR-directed therapy in treatment of colon cancer.  


