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REVIEW RETURNED 23-Jan-2017 

 

GENERAL COMMENTS An alternate hypothesis that should be addressed is that since night 
shift workers generally sleep during daytime, they do not spend 
much time in the sun, thus, they have lower 25-hydroxyvitamin D 
concentrations. Low concentrations may be a risk factor for prostate 
cancer although the findings regarding UVB exposure and 25OHD 
concentrations and risk of prostate cancer are not as strong as for 
several other types of cancer. On the other hand, high UVB 
exposure and 25OHD concentrations significantly reduce risk of 
breast cancer. An analysis of cancer incidence in Nordic countries 
found no significant correlation between outdoor occupation and 
incidence of prostate cancer but did find one for breast cancer 
[Grant, 2012]  
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REVIEWER Hui Hu 
University of Florida, USA 

REVIEW RETURNED 31-Jan-2017 

 

GENERAL COMMENTS This is an interesting manuscript and a timely investigation on night 
work and prostate cancer. The data used is a great resource to 
perform this investigation, although it suffers from the same 
limitations as most other studies do: the lack of information between 
the interview and the outcome/censoring. My main concerns are the 
way how the authors analyzed the data and how the survival time 
was defined. It is unreasonable to define the survival time as the 
time since interview when the information on exposure and many 
covariates were not available after the interview. Please find my 
detailed commented below:  
 
1. Please fix the citation format across the manuscript: ".1" instead 
of "1."  
2. Page 4, line 54: it is not rare if there are already 8 studies  
3. Page 4, line 56: please fix the citation format for (Rao et al. 2015)  
4. Page 6, line 55: instead of categorizing the number of years, the 
authors can use polynomial terms of the continuous exposure to 
model the potential nonlinear relationship.  
5. Page 7, line 19: the authors may also include cancer stage at 
diagnoses as a covariate. Please also specify what age was 
included as a covariate. Is it the age at interview?  
6. Page 8, line 1: please perform multiple imputations to assess how 
the missing covariates may impact the results.  
7. Page 8, line 15: please specify how survival time is generated. Is 
it age at diagnoses or number of years between the interview and 
diagnoses? It seems unreasonable if the authors use time since 
interview as the survival time since the exposure were measured 
from birth to interview.  
8. Page 8, line 30: please check whether the proportional hazard 
assumption for the Cox model was met. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1.  

 

An alternate hypothesis that should be addressed is that since night shift workers generally sleep 

during daytime, they do not spend much time in the sun, thus, they have lower 25-hydroxyvitamin D 

concentrations. Low concentrations may be a risk factor for prostate cancer although the findings 

regarding UVB exposure and 25OHD concentrations and risk of prostate cancer are not as strong as 

for several other types of cancer. On the other hand, high UVB exposure and 25OHD concentrations 



significantly reduce risk of breast cancer. An analysis of cancer incidence in Nordic countries found no 

significant correlation between outdoor occupation and incidence of prostate cancer but did find one 

for breast cancer [Grant, 2012]  

This is an intersting angle and we have added a reference to that effect. However, we have not 

developed any discussion since we did not obtain any positive results.  

 

Reviewer 2  

 

This is an interesting manuscript and a timely investigation on night work and prostate cancer. The 

data used is a great resource to perform this investigation, although it suffers from the same 

limitations as most other studies do: the lack of information between the interview and the 

outcome/censoring. My main concerns are the way how the authors analyzed the data and how the 

survival time was defined. It is unreasonable to define the survival time as the time since interview 

when the information on exposure and many covariates were not available after the interview. Please 

find my detailed commented below:  

 

1.Please fix the citation format across the manuscript: ".1" instead of "1."  

Right, done  

2. Page 4, line 54: it is not rare if there are already 8 studies  

Sorry, you are right, of course. We removed that part of the sentence.  

3. Page 4, line 56: please fix the citation format for (Rao et al. 2015)  

Done  

4. Page 6, line 55: instead of categorizing the number of years, the authors can use polynomial terms 

of the continuous exposure to model the potential nonlinear relationship.  

We agree that by studying night work as a categorical variable, we do not have any possibility to 

model a potential non-linear relationship. However, in this study we attempt to explain the association, 

instead of exactly predicting it ,and therefore, we believe that categorization of night work makes the 

interpretation of the results more straightforward, as well as of a greater public health importance. It 

will also make it easier to compare with other studies, including being included in meta-analyses. So, 

we hope it is acceptable to retain the original approach  

 

5. Page 7, line 19: the authors may also include cancer stage at diagnoses as a covariate. Please 

also specify what age was included as a covariate. Is it the age at interview? We do not have that 

information, unfortunately  

6. Page 8, line 1: please perform multiple imputations to assess how the missing covariates may 

impact the results.  

We have now performed multiple imputations (n=20) for the covariates with missing data and the 

mean values of the covariates with imputed values deviated only slightly from the mean values in the 

complete-case dataset (please see Table 1 below). We have added the following text in Methods:  

“Some of the covariates had missing values and we performed multiple imputations under the 

assumption that data were missing at random. The imputation was repeated 20 times using PROC MI 

in SAS. The values of complete cases were compared with the imputed values and only slightly 

deviances were observed.” However, we did not enter the table in the manuscript since the 

differences were so small. If necessary we can do that, of course.  

 

 

Table 1. Comparison of complete-case dataset and the dataset with imputed values for covariates 

with missing-values  

Mean (SD)  

Complete-case Multiple imputations (n=20)  

Education 0.58 (0.49) 0.58 (0.004)  

Tobacco use 0.89 (0.31) 0.89 (0.002)  



BMI 1.71 (1.59) 1.71 (0.01)  

Coffee consumption 3.14 (0.92) 3.14 (0.01)  

 

 

 

7. Page 8, line 15: please specify how survival time is generated. Is it age at diagnoses or number of 

years between the interview and diagnoses? It seems unreasonable if the authors use time since 

interview as the survival time since the exposure were measured from birth to interview.  

We don’t have information on when night work exposure occurred or when exposure for many of the 

covariates occurred. Thus, we think the reasonable solution would be to use baseline as a “start”. We 

hope this is acceptable.  

 

8. Page 8, line 30: please check whether the proportional hazard assumption for the Cox model was 

met.  

The assumption was met and the text saying this is now found in the methods section, page 8. 

 

VERSION 2 – REVIEW 

REVIEWER Hui Hu 
University of Florida, USA 

REVIEW RETURNED 12-Apr-2017 

 

GENERAL COMMENTS Thanks the authors for addressing all my concerns. I do not have 
other comments. 

 


