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Dear Editor,
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The manuscript has been improved according to the suggestions of reviewers:

1 Format has been updated

2 Revision has been made according to the suggestions of the reviewer
Reviewer 1

1. NSCLC is not divided into squamous and adenocarcinoma. It can, however, be divided into non-squamous and squamous.

· We have changed to ‘the latter are the more common and include squamous and adenocarcinomas.’ 

2. the sentence between references 18 and 19 should read “that smoking, alone, cannot…”

· Changed to ‘Emphysema in non-smokers is also a risk for lung cancer further reinforcing that smoking, alone, cannot explain the relationship between COPD and lung cancer.’

3. Genetic epidemiology: in the 4th line try to estimate the proportion of risk due to genetic factors.

· Added: ‘In fact, there is evidence that COPD has a heritability of 40-77% and lung cancer a heritability of 15-25%.’ 

4. In the next-to-last line say “COPD or LUNG cancer….”

· This has been added

5. Gene expression studies: in 4th line say “for LUNG cancer…”

· This has been added

6. In the 10th line it should be “its”, not “it’s.”

· This has been changed

7. The 2 sentences involving CSTA is confusing to me. Please clarify.

· This has been altered to ‘Cystatin A (CSTA), an intracellular protease inhibitor, has been shown to be up-regulated in NSCLC. CSTA is also expressed to a greater level in patients with COPD compared to smokers with normal lung function
 ADDIN EN.CITE 

(34)
.This suggests that pathways leading to lung tumorigenesis may vary between COPD patients and smokers with normal lung function.’
8. The sentence between references 40 and 41 does not read clearly.

· Changed to: ‘Studies have shown that there is impairment in DNA repair in COPD due to low levels of Ku 86, a protein involved in DNA repair.’
9. The sentence concerning reference 42 needs further explanation and seems to have nothing to do with the following sentence regarding reference 43.

· Changed to: It is also possible that processes which control DNA repair may influence a patient’s risk of developing lung cancer
 ADDIN EN.CITE 

(42)
 and that such processes may be altered in COPD. For example, there is evidence that acetylation of histone H3 on lysine 56 (H3K56) is important in DNA repair
 ADDIN EN.CITE 

(43)
. Deacetylation of H3K56 is controlled by histone deactylases (HDACs) 1 and 2 and sirtuin (SIRT) 1
 ADDIN EN.CITE 

(44)
.As there are low levels of HDAC2 and SIRT1 in COPD 
 ADDIN EN.CITE 

(45)
 this may reduce the protection against DNA breakage caused by environmental factors further increasing lung cancer risk.

10. Epigenetics: do not use the word “such” twice and so close to each other.

· This has been changed

11. The sentence concerning SIRT1 and p53 is confusing; please clarify

· Changed to: ‘SIRT1 acts similarly to HDACs and there are variable SIRT1 levels in lung cancer. However tumor suppressor genes, including p53 may be rendered inactive in patients with low SIRT1 levels, including COPD patients 
 ADDIN EN.CITE 

(47, 48)
.’
12. The end of the sentence for reference 48 should read LUNG tumors, not just tumors.

· This has been changed

13. miRNA: Must define SNP.

· This has been changed

14. Where discussing NF-kB, refer here to Table 3. That way the reader can better understand its significance.

· This has been changed

15. Inflammation: What synergy are you talking about for reference 73?

· Changed to: ‘Furthermore, a mouse model of chronic inflammation showed increased lung tumorigenesis
 ADDIN EN.CITE 

(73)
’
16. Reference 74 deals with INHALED corticosteroids.

· This has been changed

17. Define RCT.

· This has been changed

18. When beginning your discussion on EGFR, refer the reader back to your figure.

· This has been changed

19. Oxidative stress: Reference 94 deals with NSCLC, 95 only with malignancy.

· NSCLC has been mentioned specifically.

20. Fibrotic pathways: When noting EMT, refer the reader back to Fig. 1. Also, I do not consider EMT to be pre-cancerous; rather it is “pre-metastatic.”

· This has been changed

21. Hypoxia: refer reader to figure; circulating hypoxia is an awkward term; please change.

· Changed to hypoxaemia

22. Your figure shows hypoxia leading to angiogenesis, yet reference 119 says the opposite. How is HIF induction  abnormal in COPD?  Please add VEGF and HIF to your figure.

· As per reference 118 VEGF can be increased in chronic bronchitis, but is conversely reduced in emphysema. HIF induction is reduced in emphysema and the text has been altered to reflect this.

23. The latter part of the sentence containing reference 118 is confusing and seems to have a typo.

· We were uncertain as to what this refers to.

Reviewer 2

 I only suggest to add some more information regarding COPD-specific miRNAs signatures and to stress how some of the discussed biomarkers could be introduced (and if could be introduced) into clinical practice.

· Brief comments on this have been added. Unfortunately space precluded us adding very much on this interesting concept.

3 References and typesetting were corrected

Thank you again for publishing our manuscript in the World Journal of Respirology.
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[image: image1.png]



Clara E Green MBChB, MRCP             


36 Aubrey Road                         


Quinton                       


Birmingham                        


B32 2BB

United Kingdom                             



E-mail: clara.green@nhs.net
