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Responses to the comments of reviewer #2:

1. In the submitted manuscript, Inoue et al. analyses the state of art of epidermal
growth factor receptors (EGFRs) family and asthma. This is an interesting paper
summarizing the different role that each EGFR family member play in asthma
pathogenesis. However, there are some aspect that make difficult to read and follow
the information presented.

Response: We are grateful to the reviewer for this comment. The strength of this review
was to elucidate pathogenesis of asthma in relation between airway epithelial dysfunction
and epidermal growth factor receptors. We have revised the manuscript as the reviewer
pointed out.

2. It is clear that this review has been written by different authors, it is possible to
see that the style followed is different in each section. However, as a main concern
is that when you are reading a review you expect that all of the sections follow as
only one. From the beginning to the section 3.2 is difficult to read it whereas from
3.2to end the information presented is clearer and more organized. Therefore, the
authors should revise and unify the manuscript style.

Response: Thank you for that suggestion. We have revised the style of the manuscript by
adding subsections from 3.1.1 to 3.1.7 and organized the style of manuscript to improve
the readability of the main text (page 1-6).

3. In line with this general comment, there are some issues in this part of the review
that should be corrected.

Abstract, lines 14 to 17. These first and second sentences are duplicated, because
both are making reference to the same meaning.

Response: Thank you for the suggestion. We have corrected this duplication in the
abstract (page 1, line 16).

4. Introduction, lines 43 and 43. “Epithelial EGFRs as classical however potentially
novel therapeutic targets”.

Response: Thank you for pointing out this. We have revised this sentence as shown in
page 2, line 48.

5. In the section 3.1, there are several sentences difficult to understand:

Line 99: “The ligands of EGFR also increase in asthmatic airways as ligands of
EGFR”

Response: Thank you for pointing out this error. We have revised this sentence as shown
in page 3, line 114.

6. Line 135: “which was inhibited by EGFR specific inhibitor treatment by AG1478”
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Response: Thank you for this comment. We have revised the manuscript as shown in
page 4, line 157.

7. Lines 180-181: “was inhibited by the treatment of EGFR inhibitor [37].” What
inhibitor was used?

Response: Thank you for this comment. The EGFR inhibitors used here are erlotinib and
osimertinib. We have revised the manuscript as shown in page 6, line 274.

8. Use of the “treatment of EGFR inhibitor” (line 189). It is more correct use
“treatment with the EGFR inhibitor”. This type of sentence is used often in the text
as in line 117, “treatment of erlotinib ameliorated”, it is more correct use again
“treatment with erlotinib ameliorated”

Response: Thank you for this suggestion. We have corrected the corresponding
sentences to “treatment with” as shown in page 4: line 133, line 135, line 140, line 162,
page 6: line 267, line 274, page 7: line 278, line 282, and page 8: line 326.

9. It is necessary use linking words helping both, authors and reader, to connect the
ideas and sentences not only present the information as a simple string of ideas
such as in lines 136 and 137 of the section 3.1.

Response: Thank you for the suggestion. We have revised the manuscript to present the
ideas clearly as the reviewer pointed out (page 4, Line 154, page 2, line 61, page 3, line 98
and 106, page 6, line 262).



