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VERSION 1 - REVIEW 

REVIEWER Dave Mannino 
University of Kentucky  
USA 

REVIEW RETURNED 02-Mar-2015 

 

GENERAL COMMENTS The authors look at correlates of impaired lung function in a Chinese 
cohort. The prevalence of COPD is very low in this population (and 
most COPD is seen in never smokers).  
 
The authors should examine the prevalence of restriction 
(FEV1/FVC > 70% and FVC < 80%) in this population (and see if 
any of the examined metals relate to that). 

 

REVIEWER Kenji Nemoto 
Department of Respiratory Medicine, NHO Ibarakihigashi National 
Hospital, Japan 

REVIEW RETURNED 13-Mar-2015 

 

GENERAL COMMENTS General Comments:  
This study was designed to investigate the association of various 
metals in urine with pulmonary function and spirometrically-defined 
COPD in general Chinese population. The authors showed that the 
dose-response association of iron and lead with altered pulmonary 
function and COPD risk in both linear and logistic regression 
models. The authors also found that vanadium, copper and selenium 
were significantly and dose-dependently associated with increased 
pulmonary function. Therefore, the authors concluded that urinary 
multiple metals are associated with altered pulmonary function and 
COPD prevalence. This is an original and interesting study which 
adds new insights regarding the health effects of various metals 
from all possible routes on pulmonary function. However, there are 
some remarks that must be addressed to the authors.  
 
Specific Comments:  
1. In the current study, the authors defined COPD by only pulmonary 
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function test (FEV1/FVC ratio <70%). This criteria may be not 
enough for discussing the association between urinary multiple 
metals and COPD prevalence, because this is unable to exclude the 
possibility of other obstructive lung disease. Please mention this 
things or use adequate words (e.g. obstructive lung disease) instead 
of COPD.  
2. In general, inhalation of cigarette smoke increases carbon 
monoxide levels, leading to increases in hemoglobin levels in 
smokers. And then, levels of urinary iron may be associated with 
blood hemoglobin concentrations. Therefore, if authors have some 
data, they should add the statistics about the hemoglobin levels of 
study populations, and discuss this point.  
3. In discussion section, the authors described “Selenium intake may 

protect against the direct injurious effects ～” (P13, line 14～). The 

results of this study and reference 24 seem not to be enough to 
elucidate this speculations.  
4. In discussion section, authors speculate that antioxidant defenses 
contributed by selenium may be related to increased pulmonary 
function. And authors explained that oxidative stress may mediate 
the lead-induced pulmonary function impairment. However, the 
authors did not have mentioned the association between 
oxidant/antioxidant system and urinary iron. Since iron is an 
important source of Fenton reactions, iron is known to a potentially 
powerful promoter of oxidative processes. This study indicated that 
there were positive dose-response associations of urinary iron with 
FEV1 and FEV1/FVC ratio, and the dose-response association of 
iron with decreased COPD risk was also observed. The authors 
should state the feasible explanation about these results associated 
with urinary iron, based on the oxidant/antioxidant system.  
5. Please confirm the comorbidity such as pneumoconiosis or 
siderosis associated with exposure of various metals. These 
diseases have been known to induce the lung fibrosis, leading to 
decrease in FVC. Therefore, the normal values of FEV1/FVC may 
be not necessarily mean the absence of airflow obstruction.  
 
Minor Comments:  
1. In supplementary section, the authors should describe the 
information on iron intake or supplements in the study population.  
2. In supplementary section, the authors should describe the 
duration of smoking cessation in former smokers. 

 

VERSION 1 – AUTHOR RESPONSE 

 

VERSION 2 – REVIEW 

REVIEWER Kenji Nemoto 
Department of Respiratory Medicine, National Hospital Organization, 
Ibarakihigashi National Hospital, Japan 

REVIEW RETURNED 27-Apr-2015 

 

GENERAL COMMENTS General Comments:  
This revised manuscript addresses all the comments of the 
reviewers, and is significantly improved over the initial submission. 
Therefore, I recommend that this manuscript should be accepted in 
this journal. Thank you for giving me a chance to look at this 
manuscript.  

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2015-007643 on 21 M

ay 2015. D
ow

nloaded from
 

http://bmjopen.bmj.com/


 

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2015-007643 on 21 M

ay 2015. D
ow

nloaded from
 

http://bmjopen.bmj.com/

