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VERSION 1 - REVIEW 

REVIEWER Muhammad Waqar Ashraf 
Prince Mohammad Bin Fahd University  
Kingdom of Saudi Arabia 

REVIEW RETURNED 03-May-2015 

 

GENERAL COMMENTS The authors need to add a few more recent references to strengthen 
their rationale. Some comparison with previous results published 
from other parts of the world would reinforce the discussion. For 
example;  
1. “Levels of metals in popular cigarette brands and exposure to 
these metals via smoking”. Scientific World Journal , 
doi:10.1100/2012/729430, (2012)  

 

REVIEWER Jong-Tae Lee 
Korea University/Republic of Korea 

REVIEW RETURNED 23-Jun-2015 

 

GENERAL COMMENTS This draft presented the analytical results from a cross-sectional 
survey conducted nationally and may provide an additional 
supportive evidence addressing the possible association between 
secondhand smoke exposure and blood cadmium concentration in 
women in S. Korea.  
 
There are, however, certain areas to be improved or clarified for this 
manuscript to be published as shown below:  
1. Authors mentioned the cutoff to distinguish non-smokers from 
smokers in Method section. In this regard, no results can be found in 
the results section. Was every woman in the analysis below the 
cutoff level? Authors also seemed to use 100 as the cutoff since the 
value may provide higher specificity. Was it higher from 164 or 50? It 
does not make a sense if the lower cutoff would provide higher 
specificity.  
2. The main exposure variable must be the level of SHS exposure. 
Authors should conduct an additional analysis to investigate the 
association between urinary cotinine and blood metals. SHS status 
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may be just a proxy of SHS exposure. The urinary continine levels 
among non-smokers must be treated the main exposure.  
3. The layout of tables must be rearranged so every table should be 
more self-readable. May need to consult with a bio-statistician or an 
epidemiologist. It may also be unnecessary to provide ORs in Table 
1 and weighted sample sizes at every table and case.  
 
There are also a few minor comments as below:  
1. As lead and cadmium are shown in the title, the finding on lead 
must be described in the Abstract as well.  
2. One of reasons of insignificant findings with lead may be 
explained by the environmental exposure pattern of which lead can 
be exposed from many environmental sources including daily life 
activities, air and water pollution, and diets, so SHS may not be a 
dominant source for lead. There are many published papers 
regarding this so authors should add this issue to discussion.  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer #1:  

Major Comments  

The authors need to add a few more recent references to strengthen their rationale. Some 

comparison with previous results published from other parts of the world would reinforce the 

discussion. For example;  

 

1. “Levels of metals in popular cigarette brands and exposure to these metals via smoking”. Scientific 

World Journal , doi:10.1100/2012/729430, (2012)  

 

As the reviewer suggested, we referred to the above article and inserted this sentence in the 

discussion section.  

 

“Tobacco is well known as a notable source of cadmium and lead.”  

 

At the beginning of the discussion section, we compared our study to previous studies regarding the 

association of secondhand smoke and lead and metal concentration in the blood. There have been 

few studies published about the harmful effects of passive smoking caused by the metals in tobacco. 

So it was difficult for us to compare our study with other studies from other parts of the world and we 

tried our best to refer to recent articles.  

 

 

 

Reviewer #2:  

 

Major comments  

 

1. Authors mentioned the cutoff to distinguish non-smokers from smokers in Method section. In this 

regard, no results can be found in the results section. Was every woman in the analysis below the 

cutoff level? Authors also seemed to use 100 as the cutoff since the value may provide higher 

specificity. Was it higher from 164 or 50? It does not make a sense if the lower cutoff would provide 

higher specificity.  

 

First of all, we apologize for this confusion. As you can see the definition of study population 

presented in the Figure 1, we used the cut off value to exclude suspected current smokers.  
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We inserted this sentence in the method section to make it clear.  

 

“In this study, current and past smokers were excluded through interviews and suspected current 

smokers, whose urinary cotinine concentration was above 100 ng/mL were also excluded.”  

 

Because the study population was Koreans, we wanted to use a reference value differentiating 

current smokers from non-smokers for Korean population. We found several studies already 

published on the cut-off value as we presented them in the manuscript.  

 

As you pointed out, it is true that if we decrease the cut off value and a disease or a status can be 

diagnosed or confirmed if it is above the level, the sensitivity tends to increase, and the specificity 

tends to decrease conversely for the same population.  

 

However, in our study we wanted to exclude current smokers with the urinary cotinine level above the 

cut off value. So our definition of the disease was below the cut off value. If we increase the cutoff 

value, it tends for us to include more population as non-smokers (urinary cotinine level 100~164). It 

ends up increasing sensitivity and decreasing specificity. We wanted to avoid the possibility that 

current smokers whose urinary cotinine level was between 100 and 164 included to our study, so we 

used the more strict value to exclude current smokers.  

 

 

2. The main exposure variable must be the level of SHS exposure. Authors should conduct an 

additional analysis to investigate the association between urinary cotinine and blood metals. SHS 

status may be just a proxy of SHS exposure. The urinary continine levels among non-smokers must 

be treated the main exposure.  

 

As you pointed out, we investigated the direct association between urinary cotinine and blood metals 

and we were not able to assess the precise relationship between them. There have been some 

suggestions regarding that issue. Urinary cotinine below the level of 100 ng/ml roughly distributed 

right-skweded.  

 

 

So we transformed urinary cotinine using logarithmic function  

 

However, the transformed urinary cotinine is not distributed normally, so we were not able to use the 

variable as an independent variable.  

 

Therefore, cotinine data were used to support the validity of using the self-reported variables to reflect 

SHS exposure so that we were able to use SHS exposure as a proxy variable that reflects the 

exposure status.  

 

As the reviewer suggested, it is clearer if we were able to assess the direct relationship between 

urinary cotinine and blood metals. So we inserted this sentence in the limitation section of discussion.  

 

“Third, the study was based on a self-administered questionnaire about the exposure to SHS used as 

a proxy variable reflecting the SHS exposure status. This can lead to biased results.”  

 

 

3. The layout of tables must be rearranged so every table should be more self-readable. May need to 

consult with a bio-statistician or an epidemiologist. It may also be unnecessary to provide ORs in 

Table 1 and weighted sample sizes at every table and case.  
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We presented the weighted sample sizes because KNAHNES used a stratified multistage probability 

sampling so that the sampled population can be representatives of entire Korean population.  

 

However, it is possible to make readers have difficulty understanding the content of the tables due to 

the complex structures and numbers. So we deleted the weighted sample sizes in the tables and 

inserted this sentence in the method section to point out the KNAHNES’s representativity of entire 

Korean population.  

 

“The KNHANES V used a stratified multistage probability sampling so that the sampled population 

accurately represents the general population of Korea. A total of 1,490 subjects represented 

9,600,000 Korean population.”  

 

As the reviewer suggested, we consulted a bio-statistician to make the tables rearranged and we 

changed the layout of them to be more self-readable.  

 

As the reviewer suggested, we deleted the ORs in Table 1.  

 

 

Minor comments  

 

1. As lead and cadmium are shown in the title, the finding on lead must be described in the Abstract 

as well.  

 

As the reviewer suggested, we inserted this sentence in the abstract.  

“We could not find any association between lead concentration in the blood and secondhand smoke 

exposure status.”  

 

 

2. One of reasons of insignificant findings with lead may be explained by the environmental exposure 

pattern of which lead can be exposed from many environmental sources including daily life activities, 

air and water pollution, and diets, so SHS may not be a dominant source for lead. There are many 

published papers regarding this so authors should add this issue to discussion.  

 

As the reviewer suggested, we inserted this sentence in the discussion section. We refered to this 

reference. - Nordberg, G. F., et al. (2011). Handbook on the Toxicology of Metals, Academic Press.  

 

“This can be explained by the fact that lead exposure comes largely from the general environment 

including ambient air, diets and daily life activities.” 
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