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This is a review describing all the current trials regarding EGFR TKIs. Although it does not offer any

additional knowledge it may serve as a document that puts all the trials together. I believe that the

authors should reshape a little the discussion making it smaller and giving a more clear and personal

line on what should be first or second line treatment for EGFR mutant patients
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Manuscript NO: 02494640 Manuscript title: “EGFR-TKIs for EGFR-mutated NSCLC”. In this
manuscript, the authors reviewed the therapeutic role of EGFR-TKIs such as gefitinib and erlotinib in
the treatment of patients with NSCLCs that carry activating mutations in the EGFR gene since these
tumors frequently are susceptible to these inhibitors. They point out that although NSCLC patients
initially respond to the above mentioned “first generation” inhibitors, they usually become
irresponsive with further treatment. Based on this therapeutic problem, the authors discuss the
potential benefits of “second generation” TKIs such as afatinib and dacomitinib in the treatment of
“first generation” TKl-resistant NSCLCs. In general, the topic is of high clinical significance and a
comprehensive review of this field could help the practicing physician in the evaluation of possible
treatment options for patients with NSCLC. The authors list and discuss different trials and conclude
it is currently unclear if TKIs should be used as monotherapy or in combination. In addition, they
point out that more studies are required to evaluate the molecular changes that occur during
resistance development. Since the manuscript does not contain any illustrating figures just tables, it
would positively add to the readability of this manuscript, if a figure is included that graphically
summarizes the major points, i.e. the different TKIs, EGFR_mut-expressing NSCLC, post-therapeutic
development of resistance etc. There are some minor grammatical errors and the authors should
proofread the manuscript thoroughly.
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COMMENTS TO AUTHORS

This is a well written review of 1st and 2nd generation EGFR-TKIs current role in treatment of

NSCLC with EGFR mutations. The authors have included and comment on all relevant clinical

studies and have interestingly included the ongoing trials and concordant questions to be answered

by their results. As a minor comment, the authors should include more mechanistic molecular details

on the mechanisms of resistance to 1st generation TKIs and how 2nd generation EGFR TKIs can

contribute to abrogation of this resistance.
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COMMENTS TO AUTHORS
Asami and Atagi present an interesting review on EGFR-antagonist based therapy for NSCLC. The

literature is properly described and the manuscript is well written.

Comments: Authors should

include at least one figure showing the signaling pathways involved in lung cancer harboring

EGFR-mutations and the pathways involved in the acquired resistance.




