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COMMENTS TO AUTHORS 

This is a well written review. Future perspectives should be better described. 
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COMMENTS TO AUTHORS 

The review “Oncogenic fingerprint of EGFR pathway and emerging EGFR blockade resistance in 

colorectal cancer” by Zain A Sobani et al. is concerned with anti-EGFR resistance in colorectal cancer 

with KRAS, BRAF, PIK3CA or PTAN mutations. The authors suggest that alterations in the EGFR 

pathway might have an impact on anti-EGFR resistance in KRAS wt patients, a subject that warrants 

further studies.  The short introduction provides the essential information for starting the first 

chapter on the oncogenic signature of EGFR pathway, with signaling activating several prosurvival 

pathways. In cancer cells the initial trigger via EGFR is not required for KRAS activation. P13K is 

another pathway that may become independent of the EGFR. The authors next introduce BRAF, src 

and STAT. In the following the authors focus on chimeric anti-EGFR antibodies as therapeutic 

strategy, which promote internalization and can inhibit RTK activity. It follows a somewhat lengthy 

description of clinical trials that may benefit from some shortening. Building on early signs of 

emerging resistance the authors proceed with studies concerned with the underlying mechanisms. 

One of the prime reasons are KRAS mutations, followed possibly by BRAF. A contribution of loss of 
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Pten and increased MET activity also require further confirmation. This section is merely descriptive 

and does not add information beyond that in the chapter on the oncogenic signature. In the last 

chapter the authors focus on the mechanisms underlying therapy resistance in wild type KRAS 

patients. They report on studies describing emergence of mutations or outgrowth of distinct clones or 

introduction of resistance by distinct RTK pathways. The main message of the conclusion is the 

requirement of studies elaborating genomic alterations during antibody therapy. References would 

benefit from being updated. Few citations are included beyond 2012. In brief, as the review remains 

mostly on the level of listing results of clinical studies being very descriptive, I suggest that it will be 

interesting mostly for clinicians considering optimal patients’ treatment. Taking this into account, a 

considerably shortened version will be more attractive. 
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