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BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to 

complete a checklist review form (http://bmjopen.bmj.com/site/about/resources/checklist.pdf) and 

are provided with free text boxes to elaborate on their assessment. These free text comments are 

reproduced below.   

 

ARTICLE DETAILS 

TITLE (PROVISIONAL) Association between Fluid Intake and Kidney Function and Survival 
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AUTHORS Wu, Li-Wei; Chen, Wei-Liang; Liaw, Fang-Yih; Sun, Yu-Shan; Yang, 
Hui-Fang; Wang, Chung-Ching; Lin, Chien-Ming; Tsao, Yu-Tzu 

 

VERSION 1 - REVIEW 

REVIEWER William F Clark 
University of Western Ontario and London Health Science Centre  
800 Commissioner's Rd E  
London, Ont. Canada  
N6A 5W9 
 
Currently carrying out RCT on increased hydration in CKD (Clinical 
Trails.Gov) 

REVIEW RETURNED 14-Dec-2015 

 

GENERAL COMMENTS This is an interesting longitudinal study of NHANES data that co-
relates all-cause mortality in non-CKD and CKD population with fluid 
intake and also cardiovascular outcomes. This paper requires minor 
but frequent editing for: a, the, an, and verb tense. This study did 
demonstrate that there was no benefit in cardiovascular mortality in 
CKD patients with higher daily fluid intake and would profit from 
making reference to a prior cross sectional analysis of NHANES 
data from 2005-2006 by Sontrop et al, published in the American 
Journal of Nephrology 2013, volume 37, pages 434-442. This paper 
not only demonstrates that finding but also demonstrates that water 
intake, as opposed to total fluid intake, correlated with a positive 
outcome in the lessening of kidney function and is consistent with 
the Palmer study which was also reported in this paper in which they 
did not demonstrate any correlation between chronic kidney disease 
and water intake since they only measured total fluid rather than 
plain water intake. The Sontrop paper measured both and showed 
the significant correlation with water but not with total fluid intake and 
provided an explanation for that discordance. This paper would be 
enhanced by referencing to their findings since they are consistent. 
As well the discussion of the Hebert paper would be strengthened by 
referring to the paper itself where they demonstrated that controlling 
for anti-hypertensive and diuretic use the association that they had 
noted between increasing fluid intake and/or loss of renal function 
was lost, consistent which corroborates their suspicions about a 
pushing diuresis. To clarify the Water Intake Pilot trial did not and 
was not powered to determine any difference in eGFR but was 
rather constructed to assess the safety and efficacy and quality of 
life changes that occur when you voluntarily, ask subjects with CKD 
to increase the fluid intake by 1-1.5 litres. Also, in terms of the 
results section and in the tables, it would be valuable to include the 
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number of subjects in their subgroups to give one a clearer 
perception of what the likelihood of determining the outcome would 
be.  
 
The second to last sentence requires some reconstruction. Do you 
mean the specific recommendations concerning fluid intake in 
patients with CKD were not proper prior to demonstrating that fluid 
or water intake was both beneficial and safe as noted in the WIT 
Pilot? Overall I think that this is an interesting paper and certainly it 
would be clearer if they included the “n” involved in each of their 
groups and as well take a closer examination of the paper by Hebert 
as well as the Sontrop paper, which will help them clarify their 
discussion. The Sontrop paper also demonstrates the same 
negative association of cardiovascular disease as noted in the 
current study that had been initially reported as positive in the 
Strippoli paper and will also emphasize the importance of looking at 
water versus total fluid intake, which the Palmer paper failed to do 
and also showed no association with CKD. P{almer et al looked at 
total fluid intake and Sontrop illustrated that total fluid intake does 
not co-relate with the incidence of CKD.  
 
What initially in your discussion appears to be incongruent on closer 
examination is compatible with previous findings. I think it important 
that the authors make note of that. Also 1 tiny note suggest you 
provide reference for 1st sentence of discussion. 

 

REVIEWER Professor Donal J O'Donoghue 
Dept of Renal Medicine  
Salford Royal FT and University of Manchester  
Greater Manchester  
United Kingdom 

REVIEW RETURNED 04-Jan-2016 

 

GENERAL COMMENTS This paper addresses an important issue - the role if any of fluid 
intake and mortality in people with CKD . A well respected and 
rigorous data set ( NHANES ) has been used and follow up is 
adequate . However there are major limitations given the cross 
sectional nature of NHANES with a single timepoint for 
measurement and the validity of self reported fluid intake tools .  
 
I would like to hear from the authors wrt the divergence of CVD and 
all cause mortality- fluid intake association in CKD . What do the 
authors think is the reason for this "unexpected " finding ?  
 
The authors acknowledge these . NHANES excludes 
institutionalised individuals - this is mentioned in discussion but 
should also be included in methods .  
 
HOMA-IR isnt defined in the text .  
 
The references and discussion of fluid intake and outcomes in 
dialysis should be removed - it doesnt add usefully to the discussion  
 
 
I would like to hear from the authors wrt practical and acheivable 
further investigations to explore the relationships under discussion .  
 
In a number of places the paper would benefit from editorial input wrt 
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the written English and in parts the emphasis is somewhat over 
stated eg in objectives - CKD is common and ESRD is relatively rare 
ie progression is not often relentless ; drinking is a universal rather 
than common daily activity and the study explores the association 
rather than impact of fluid intake .   

 

VERSION 1 – AUTHOR RESPONSE 

Comments from Reviewer #1:  

1. Please state any competing interests or state ‘None declared’: Currently carrying out RCT on 

increased hydration in CKD (Clinical Trails.Gov)  

 

Response:  

Thank you for your constructive critique. No potential conflicts of interest relevant to this article were 

reported (Page 23, line 13- page 23, line 14). After reviewing the clinical trials concerning increased 

hydration in CKD (Clinical Trails.Gov), there was no associated trial of NHANES in the clinical trials.  

 

2. This is an interesting longitudinal study of NHANES data that co-relates all-cause mortality in non-

CKD and CKD population with fluid intake and also cardiovascular outcomes.  

(1) This paper requires minor but frequent editing for: a, the, an, and verb tense.  

(2) This study did demonstrate that there was no benefit in cardiovascular mortality in CKD patients 

with higher daily fluid intake and would profit from making reference to a prior cross sectional analysis 

of NHANES data from 2005-2006 by Sontrop et al, published in the American Journal of Nephrology 

2013, volume 37, pages 434-442. This paper not only demonstrates that finding but also 

demonstrates that water intake, as opposed to total fluid intake, correlated with a positive outcome in 

the lessening of kidney function and is consistent with the Palmer study which was also reported in 

this paper in which they did not demonstrate any correlation between chronic kidney disease and 

water intake since they only measured total fluid rather than plain water intake. The Sontrop paper 

measured both and showed the significant correlation with water but not with total fluid intake and 

provided an explanation for that discordance. This paper would be enhanced by referencing to their 

findings since they are consistent. As well the discussion of the Hebert paper would be strengthened 

by referring to the paper itself where they demonstrated that controlling for anti-hypertensive and 

diuretic use the association that they had noted between increasing fluid intake and/or loss of renal 

function was lost, consistent which corroborates their suspicions about a pushing diuresis. To clarify 

the Water Intake Pilot trial did not and was not powered to determine any difference in eGFR but was 

rather constructed to assess the safety and efficacy and quality of life changes that occur when you 

voluntarily, ask subjects with CKD to increase the fluid intake by 1-1.5 litres.  

(3)Also, in terms of the results section and in the tables, it would be valuable to include the number of 

subjects in their subgroups to give one a clearer perception of what the likelihood of determining the 

outcome would be.  

 

Response:  

(1) Thank you for your constructive critique. Our manuscript was sent to the English Language Editing 

Services to eliminate improper language, wrong past/present tense, and incorrect adjectives.  

(2) Thank you for your comments on this manuscript. We followed your recommendations and 

recomposed the discussion of our manuscript.  

(3) The number of subjects in their subgroups was added in the results section and in the tables.  

 

3. The second to last sentence requires some reconstruction.  

(1) Do you mean the specific recommendations concerning fluid intake in patients with CKD were not 

proper prior to demonstrating that fluid or water intake was both beneficial and safe as noted in the 

WIT Pilot?  
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(2) Overall I think that this is an interesting paper and certainly it would be clearer if they included the 

“n” involved in each of their groups and as well take a closer examination of the paper by Hebert as 

well as the Sontrop paper, which will help them clarify their discussion.  

 

Response:  

(1) Thank you for your comments on this manuscript. To our best knowledge, no specific 

recommendations concerning fluid intake in patients with CKD were not proper prior to demonstrating 

that fluid or water intake was both beneficial and safe as noted in the WIT Pilot.  

(2) The number of subjects in their subgroups was added in the results section and in the tables.  

 

The Sontrop paper also demonstrates the same negative association of cardiovascular disease as 

noted in the current study that had been initially reported as positive in the Strippoli paper and will 

also emphasize the importance of looking at water versus total fluid intake, which the Palmer paper 

failed to do and also showed no association with CKD. Palmer et al looked at total fluid intake and 

Sontrop illustrated that total fluid intake does not co-relate with the incidence of CKD.  

 

Response:  

Thank you for your comments on this manuscript. We followed your recommendations and 

recomposed the discussion of our manuscript.  

 

4.  

(1)What initially in your discussion appears to be incongruent on closer examination is compatible 

with previous findings. I think it important that the authors make note of that.  

(2)Also 1 tiny note suggest you provide reference for 1st sentence of discussion.  

 

Response:  

(1)Thank you for your comments on this manuscript. We followed your recommendations and 

recomposed the discussion of our manuscript.  

(2) The reference for 1st sentence of discussion was provided.  

 

 

Comments from Reviewer #2:  

 

1. This paper addresses an important issue - the role if any of fluid intake and mortality in people with 

CKD. A well respected and rigorous data set (NHANES) has been used and follow up is adequate . 

However there are major limitations given the cross sectional nature of NHANES with a single 

timepoint for measurement and the validity of self reported fluid intake tools.  

 

I would like to hear from the authors wrt the divergence of CVD and all cause mortality- fluid intake 

association in CKD. What do the authors think is the reason for this "unexpected" finding ?  

 

Response:  

Thank you for your constructive critique. The reason for the divergence of CVD and all cause 

mortality- fluid intake association in CKD was as follows. Firstly, different conclusions were made in 

these studies because different measures of fluid intake and analytical mode may be confounded and 

overshadowed by the baseline risks of CVD. Another plausible explanation for the difference of 

cardiovascular mortality could be the high percentage of early CKD (stage 1-3) in the enrolled CKD 

group in our study, attributing to low burden of cardiovascular disease and associated mortality.  

 

2. The authors acknowledge these. NHANES excludes institutionalised individuals - this is mentioned 

in discussion but should also be included in methods.  
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Response:  

Thank you for your constructive critique. “NHANES excludes institutionalised individuals” - this was 

included in methods and discussion. (Page 8, line 3-6)  

 

3. HOMA-IR is not defined in the text.  

 

Response:  

Thank you for your constructive critique. The definition of HOMA-IR was included in methods of 

manuscript. (Page 11, line 10-15)  

 

4. The references and discussion of fluid intake and outcomes in dialysis should be removed - it 

doesnt add usefully to the discussion  

 

Response:  

Thank you for your constructive critique. The references and discussion of fluid intake and outcomes 

in dialysis had been removed.  

 

5. I would like to hear from the authors wrt practical and acheivable further investigations to explore 

the relationships under discussion.  

 

Response:  

Thank you for your constructive critique.  

 

6. In a number of places the paper would benefit from editorial input wrt the written English and in 

parts the emphasis is somewhat over stated eg in objectives - CKD is common and ESRD is relatively 

rare ie progression is not often relentless ; drinking is a universal rather than common daily activity 

and the study explores the association rather than impact of fluid intake .  

 

Response:  

Thank you for your constructive critique. We followed your recommendations and recomposed our 

manuscript using by input of editorial comments and revision of over stated sentences. In addition, 

our manuscript entitled “the impact of daily fluid intake on survival outcomes and its relationship to 

renal function: a nationwide population-based study " was changed to “The Association between Fluid 

Intake and Kidney Function and Survival Outcomes: A Nationwide Population-Based Study “.  

 

Finally, we are deeply honored by the time and effort you spent in reviewing this manuscript. In 

reviewing and revising our text, we are motivated to read more and thus learn more from your 

criticisms. 

VERSION 2 – REVIEW 

REVIEWER W F Clark 
University of Western Ontario Schulich School of Medicine Canada 

REVIEW RETURNED 24-Feb-2016 

 

GENERAL COMMENTS Article: Association between Fluid Intake and Kidney Function and 
Survival Outcomes Analysis in a Nationwide Population Based 
Study  
Chen, Wei Leung et al  
This study explores the influence of daily fluid intake on 
cardiovascular and all-cause mortality and its association with renal 
function in the NHANES database. It includes both a cross sectional 
as well as longitudinal component. The longitudinal component 
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relates to cardiovascular deaths and all-cause mortality over a 
median length of 15.4 years. This study clearly demonstrated for all-
cause mortality in the CKD and also the non-CKD group there was a 
protective effect of larger fluid intake, which was statistically 
significant, however there was no significant correlation with 
cardiovascular deaths. The methodology is very reasonable and 
certainly the authors are cognizant of the weakness of the study in 
terms of dietary fluid intake (recall bias)and the results are not 
unexpected in the sense that there are two other cross-sectional 
studies which have demonstrated no cardiac benefit associated with 
increased hydration. However, this paper would be strengthened by:  
1) The authors addressing the issue of reduction of all-cause 
mortality in both CKD and non-CKD patients associated with 
increased fluid intake. It will be important for them to try to address 
or explain this issue in some detail and marrying the findings.  
2) In terms of the discussion the wording on page 16 of 76, suggest 
the sentence be simplified- “our study showed there was no benefit 
in cardiovascular mortality in CKD patients with higher daily fluid 
intake as already demonstrated by the cross-sectional NHANES 
data from 2005-2006 by Sontrop et al.” The paper by Sontrop 
showed the total water intake as opposed to total fluid intake had no 
significant association with cardiovascular disease, but was 
significantly correlated with a positive outcome in the reduced 
incidence of chronic kidney disease. The authors then misquote a 
study by Palmer et al saying that it was 3,858 men and women 
involved in a longitudinal study and actually it was only a littlr over 
1,000 of these patient involved in the longitudinal study and 3,858 
were involved in the cross-sectional study and in this study fluid 
intake was not associated with improved kidney function or reduce 
mortality consistent with both the results of the study as well as 
Sontrop since they are referring to total fluid intake rather than plain 
water intake, which Sontrop demonstrated was positively correlated 
with reduced CKD.  
3) We would agree with the statement on page 17 about the Sontrop 
paper.  
4) The next reference visa vie the population based cohort annual 
decline in eGFR was inversely correlated and the 24-Hour fluid 
intake and urine volume. This study possibly requires further 
emphasis in the discussion since it is the only one that does not 
suffer the dietary and fluid intake recall bias issue issue and actually 
measures 24-hour urine volume.It is a longitudinal study over 7 
years and involved over 2000 subjects. The authors then refers to 
the Hebert study which they had previously indicated results of a 
negative cotrelation with urine volume were entirely eliminated when 
they were controlled for variables such as diuretics and drugs. I am 
unsure of the value of further statements about the MDRD trial since 
they have already provided an explanation for the findings that relate 
to diuretic and antihypertensive use.  
5) Again, on page 18 they refer to “population of 3858 patients with 
median follow-up period of 13.1 years, again this longitudinal study, 
involved just over 1000 patients and was thought to be 
underpowered relative to similar observations with greater numbers.  
6) On page 19 of the study they mention the inconsistency of 
findings related to a longitudinal study of over 20,000 subjects who 
received a high daily intake of water compared with a low daily 
intake of water with an associated relative risk reduction in terms of 
cardiovascular mortality of 0.46 in men and 0.59 in women. I think 
that a possible explanation for this study is that it is much greater 
power than their study with vastly greater numbers of subjects and 
also they looked at water not just total fluid intake so it is more in 
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keeping with the positive findings of Sontrop et al. They then allude 
to the different measures of fluid intake being confounded, which 
requires emphasis since it is an important weakness of comparisons 
between the observational studies.  
7) The next area that would benefit from some revision is the 
reference on page 20 to a pilot randomized control trial of 29 adults 
with stage III CKD. This shows over a 6 week time period no serious 
adverse events are noted. This pilot was not intended to 
demonstrate whether fluid intake was beneficial or not it was meant 
to demonstrate whether increasing fluid volume was dangerous, 
which the study showed it was not and did not affect the quality of 
life adversely. It was not an attempt to demonstrate water was a 
beneficial and is grossly underpowered (as one might expect).  
8) The 6 month follow-up randomized trial of 149 healthy participants 
aged 55-75, with increased daily fluid intake to 1.5 litres of water that 
looked at blood pressures, sodium, GFR and quality of life did not 
demonstrate any changes related to the intervention. However this 
study did not validate whether there actually was a difference in fluid 
intake between the two groups, or whether there was any attempt in 
the study to prevent regression to the mean between the 2 groups. 
Also the study was severely underpowered.  
9) Also, on page 20 of 76 the author refers to the original description 
by Stripoli and again it was a cross-sectional study in which those 
with the highest fluid intake had the lowest prevalence of chronic 
kidney disease but this is total fluid intake which is directly in 
contrast to his later study. The author referred to the Palmer study 
which did not demonstrate the correlation although it was a much 
smaller study being over 1000 patients versus the 5000 patients. 
They include the 2 time frames of the cross-sectional study reporting 
in referencd 5. It might be important for the authors to reflect on 
these variances. In terms of the section on page 21 of 76.  
In terms of the limitations I think that the authors have done a fairly 
good job of discussing the limitations and they might allude to the 
studies which used urine volume and also tried to differentiate 
studies that used total fluid versus water since the results are quite 
different and in fact are consistent. I think the summary is 
reasonable. This is a reasonably sound paper but the discussion 
requires revision but all of the issues raised can be addressed by the 
authors. I think with revision it is a good paper to publish. 

 

REVIEWER Donal O'Donoghue 
Dept of Renal Medicine  
Salford Royal FT  
Salford  
M6 8HD  
United Kingdom 

REVIEW RETURNED 09-Feb-2016 

 

GENERAL COMMENTS Thank you for addressing the concerns raised during review  

 

VERSION 2 – AUTHOR RESPONSE 

Comments from Reviewer #1:  

1) The authors addressing the issue of reduction of all-cause mortality in both CKD and non-CKD 

patients associated with increased fluid intake. It will be important for them to try to address or explain 

this issue in some detail and marrying the findings.  
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Response:  

Thank you for your comments on this manuscript. We followed your recommendations and 

recomposed the discussion of our manuscript (Page 16, line 2-9, line 13-16).  

 

2) In terms of the discussion the wording on page 16 of 76, suggest the sentence be simplified- “our 

study showed there was no benefit in cardiovascular mortality in CKD patients with higher daily fluid 

intake as already demonstrated by the cross-sectional NHANES data from 2005-2006 by Sontrop et 

al.” The paper by Sontrop showed the total water intake as opposed to total fluid intake had no 

significant association with cardiovascular disease, but was significantly correlated with a positive 

outcome in the reduced incidence of chronic kidney disease. The authors then misquote a study by 

Palmer et al saying that it was 3,858 men and women involved in a longitudinal study and actually it 

was only a littlr over 1,000 of these patient involved in the longitudinal study and 3,858 were involved 

in the cross-sectional study and in this study fluid intake was not associated with improved kidney 

function or reduce mortality consistent with both the results of the study as well as Sontrop since they 

are referring to total fluid intake rather than plain water intake, which Sontrop demonstrated was 

positively correlated with reduced CKD.  

Response:  

Thank you for your comments on this manuscript. We followed your recommendations and 

recomposed the discussion of our manuscript (Page 16, line 2-9). The references and discussion of 

fluid intake and outcomes had been removed.  

 

3) We would agree with the statement on page 17 about the Sontrop paper.  

Response:  

Thank you for your comments on this manuscript. We followed your recommendations and 

recomposed the discussion of our manuscript (Page 16, line 13-18).  

 

4) The next reference visa vie the population based cohort annual decline in eGFR was inversely 

correlated and the 24-Hour fluid intake and urine volume. This study possibly requires further 

emphasis in the discussion since it is the only one that does not suffer the dietary and fluid intake 

recall bias issue issue and actually measures 24-hour urine volume. It is a longitudinal study over 7 

years and involved over 2000 subjects. The authors then refers to the Hebert study which they had 

previously indicated results of a negative cotrelation with urine volume were entirely eliminated when 

they were controlled for variables such as diuretics and drugs. I am unsure of the value of further 

statements about the MDRD trial since they have already provided an explanation for the findings that 

relate to diuretic and antihypertensive use.  

Response:  

Thank you for your comments on this manuscript. The references and discussion of fluid intake and 

outcomes had been removed.  

 

5) Again, on page 18 they refer to “population of 3858 patients with median follow-up period of 13.1 

years, again this longitudinal study, involved just over 1000 patients and was thought to be 

underpowered relative to similar observations with greater numbers. Response:  

Thank you for your comments on this manuscript. The references and discussion of fluid intake and 

outcomes had been removed.  

 

6) On page 19 of the study they mention the inconsistency of findings related to a longitudinal study of 

over 20,000 subjects who received a high daily intake of water compared with a low daily intake of 

water with an associated relative risk reduction in terms of cardiovascular mortality of 0.46 in men and 

0.59 in women. I think that a possible explanation for this study is that it is much greater power than 

their study with vastly greater numbers of subjects and also they looked at water not just total fluid 

intake so it is more in keeping with the positive findings of Sontrop et al. They then allude to the 

different measures of fluid intake being confounded, which requires emphasis since it is an important 
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weakness of comparisons between the observational studies.  

Response:  

Thank you for your comments on this manuscript. We followed your recommendations and 

recomposed the discussion of our manuscript (Page 19, line 7-10).  

 

7) The next area that would benefit from some revision is the reference on page 20 to a pilot 

randomized control trial of 29 adults with stage III CKD. This shows over a 6 week time period no 

serious adverse events are noted. This pilot was not intended to demonstrate whether fluid intake was 

beneficial or not it was meant to demonstrate whether increasing fluid volume was dangerous, which 

the study showed it was not and did not affect the quality of life adversely. It was not an attempt to 

demonstrate water was a beneficial and is grossly underpowered (as one might expect).  

Response:  

Thank you for your comments on this manuscript. The references and discussion of fluid intake and 

outcomes had been removed.  

 

8) The 6 month follow-up randomized trial of 149 healthy participants aged 55-75, with increased daily 

fluid intake to 1.5 litres of water that looked at blood pressures, sodium, GFR and quality of life did not 

demonstrate any changes related to the intervention. However this study did not validate whether 

there actually was a difference in fluid intake between the two groups, or whether there was any 

attempt in the study to prevent regression to the mean between the 2 groups. Also the study was 

severely underpowered. Response:  

Thank you for your comments on this manuscript. The references and discussion of fluid intake and 

outcomes had been removed.  

 

9) Also, on page 20 of 76 the author refers to the original description by Stripoli and again it was a 

cross-sectional study in which those with the highest fluid intake had the lowest prevalence of chronic 

kidney disease but this is total fluid intake which is directly in contrast to his later study. The author 

referred to the Palmer study which did not demonstrate the correlation although it was a much smaller 

study being over 1000 patients versus the 5000 patients. They include the 2 time frames of the cross-

sectional study reporting in referencd 5. It might be important for the authors to reflect on these 

variances. In terms of the section on page 21 of 76.  

In terms of the limitations I think that the authors have done a fairly good job of discussing the 

limitations and they might allude to the studies which used urine volume and also tried to differentiate 

studies that used total fluid versus water since the results are quite different and in fact are consistent. 

I think the summary is reasonable. This is a reasonably sound paper but the discussion requires 

revision but all of the issues raised can be addressed by the authors. I think with revision it is a good 

paper to publish.  

Response:  

Thank you for your comments on this manuscript. We followed your recommendations and 

recomposed the discussion of our manuscript (Page 19, line 17-19, Page20, line 1-2).  

 

Finally, we are deeply honored by the time and effort you spent in reviewing this manuscript. In 

reviewing and revising our text, we are motivated to read more and thus learn more from your 

criticisms. 

VERSION 3 - REVIEW 

REVIEWER W F Clark 
LHSC  
800 Commissioner's Rd E  
London, Ont. Canada  
N6A 5W9 
 
Grant for an RCT on Hydration in CKD funded by Danone research 
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REVIEW RETURNED 23-Apr-2016 

 

GENERAL COMMENTS Paper requires editing for verb tense throughout on page 16 line 13 
Our study should read The study by Clark et al.  
page 19 when referring to power should read of power  

 

REVIEWER Donal O'Donoghue 
Dept of Renal Medicine  
Salford Royal FT  
Salford  
Manchester  
UK 

REVIEW RETURNED 10-Apr-2016 

 

GENERAL COMMENTS The authors have considered and addressed the points raised by 
reviewers following the initial submission  
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