
PEER REVIEW HISTORY 

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) Clinical validation of hrHPV testing on vaginal and urine self-
samples in primary cervical screening (cross-sectional results from 
the Papillomavirus Dumfries and Galloway – PaVDaG study). 

AUTHORS Stanczuk, Grazyna; Baxter, Gwendoline; Currie, Heather; Lawrence, 
James; Cushieri, Kate; Wilson, Allan; Arbyn, Marc 

 

VERSION 1 - REVIEW 

REVIEWER Kimon Chatzistamatiou 
Research and Clinical fellow, 2nd Department of Obstetrics and 
Gynecology, Hippokratio Hospital of Thessaloniki, Aristotle 
University of Thessaloniki, Greece 

REVIEW RETURNED 04-Jan-2016 

 

GENERAL COMMENTS Below you can find some minor comments on the submitted article, 
including typos:  
1) Page 2, lines 10: The kappa values might have been written with 
a redundant zero. 0.0.95 instead of 0.95 and 0.090 instead of 0.90.  
2) Page 2 line 42-43. There is a redundant "full stop" after the word 
precancer/cancer.  
3) Page 3 line 2. There is a redundant "full stop" after the word bias.  
4) Abbreviations are written twice in the footer of table2  
5) The tables and especially table 2 need to be presented with the 
text properly aligned.  
6) In the legend of figure 3 the word cut-off is written as cut-of  
 
Apart from the minor corrections needed I have two comments on 
matters that require further investigation. The following stand as a 
justification for giving a "NO" on questions 4,6 and 7 from the score 
list.  
1) Figures 2a and 2b show that there is an increasing ratio of vaginal 
to cervical and urine to cervical hr HPV detection respectively with 
increasing age. This fact is assessed indirectly in the last paragraph 
of the discussion. There it is mentioned that the cervical sample 
quality deteriorates around menopause. This of course might be true 
but it does not explain the increasing ratio of hrHPV positivity 
between vaginal or urine samples compared with cervical ones with 
increasing age. Therefore, this matter should be discussed more 
thoroughly in the discussion section and an interpretation should be 
provided if possible.  
2) The most important comment I have is the one concerning the 
study design per se. In order to assess diagnostic accuracy indices 
for a particular test one should have a reference test with which he 
can compare the evaluated test as well as a gold standard. 
Concerning the particular study design the test under consideration 
is the hrHPV test on cervical, vaginal or urine samples, the reference 
test is cytology and the gold standard is colposcopy and histology. 
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The fact is that colposcopy has been offered, according to protocol, 
to hrHPV 16/18 positive women only, concerning HPV status, and 
concerning cytology status only to HG lesions. If the cytology result 
was inadequate or BL/LG the woman was retested in 3 or 6 months 
respectively and was offered colposcopy in a later time, according to 
subsequent results. In case for example a woman had a BL result in 
consequtive smears she would be eligible for colposcopy after three 
such results, i.e. after 12 months from the initial sampling. This in my 
opinion is in contrast with the cross sectional character of the study. 
For example we can see at the STARD flowchart of the study that 63 
colposcopies were performed from the BL/LG group of women who 
were also hrHPV positive. This means that these 63 women yielded 
a LG result 6 months after the initial test or a BL result six and 12 
months after the initial test? Or that their hr HPV result was HPV 
16/18 positive?  
Moreover, one cannot disregard the fact that hrHPV+ and HPV 
16/18 negative women were not subjected to colposcopy unless 
they specifically chose this option to the expectant one. These 
drawbacks of the study design are of course mentioned in the 
manuscript and so is the reason for them, which is the compliance to 
local ethics regulations. However, It is necessary to state exactly 
how the diagnostic accuracy indices (sensitivity and specificity) are 
calculated, and provide the respective calculations, for example 
concerning sensitivity the TRUE POSITIVE/total CIN2+ figure should 
be provided in table 3a. This of course refers to the absolute 
sensitivity calculations and not to the sensitivity ratios presented in 
table 3b.  
Finally, it is important that probably due to these drawbacks the main 
conclusion of the presented article is that sensitivity of self-collected 
samples is similar to the cervical ones, which is supported from the 
presented data.  
Thank you for your contribution. 

 

REVIEWER Ken Haguenoer 
University Hospital of Tours, France 

REVIEW RETURNED 08-Jan-2016 

 

GENERAL COMMENTS Stanczuk and colleagues are reporting a well designed study which 
aim was to evaluate the accuracy of vaginal and urine self-samples 
for primary cervical screening in a large screening population in 
Scotland.  
The results could have an important impact on medical practices as 
they confirm that vaginal-self sampling is accurate for primary 
cervical screening with a simple, accessible, widely used and 
affordable hrHPV test. Urine samples (according to laboratory 
procedures used in this study) were less accurate.  
 
Comment 1  
As it was nor possible nor ethically acceptable that every women of 
this screening population based underwent a colposcopy, the 
authors should precisely present in the methods how they assessed 
the CIN2+ status for women without colposcopy (as only 220 women 
of 5318 underwent a colposcopy) and therefore how they calculated 
sensitivity and specificity of each sampling method (cervical 
cytology, cervical hrHPV, self-vaginal hrHPV and self-urine hrHPV) 
to detect CIN2+. In the stard checklist the item #7 (reference 
standard and its rationale) is checked (page 4) but is not really 
described in the text.  
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Comment 2  
The adhesion to protocol and to follow-up procedures (and loss of 
follow up) could/should be reported before the discussion (in the 
results section and in the figure 1). Indeed, table 2 shows that 315 
women didn’t perform the urine self-sampling and 110 didn’t perform 
the vaginal self-sampling. This should be clearly reported in the text.  
 
Comment 3  
The name of the HPV test should be harmonized in the text: “Cobas 
4800 assay (Roche)” with a capital letter to Cobas.  
 
Comment 4 – abstract  
Participants: it could be specify that the urine collection was 
“random” (not the first void systematically).  
Interventions: women with negative LBC were offered colposcopy if 
they had cervical hrHPV 16/18 (not if they were only hrHPV 16/18 on 
self samples).  
Comment 5 – Introduction  
Last paragraph: “The study was conducted… was analysed.” should 
be moved to Methods section.  
 
Comment 6 – Results, Tables & Figures  
Figure 1 (flow chart): The bubble “19 No hrHPV” (it should be 
specified “cervical”) gives the impression that those women are 
excluded from the analysis. However it seems thas some of these 
women are put back in some lower bubbles but only if they 
performed a colposcopy. The “*” indicate that in the hrHPV+ bubble 
of HG cytology 2 women didn’t have a cervical HPV result… so why 
are they in the hrHPV+ bubble? The “19 No hrHPV” women should 
be either completely excluded from the rest of the flow chart either 
not excluded at its beginning and reintegrated in each cases of 
cytology result (unsatisfactory, negative, BL/LG and HG). If they are 
completely excluded the total number of CIN2+ will be 128 (versus 
130). Those 2 CIN2+ are among the HG cytology in the flowchart 
whereas they are supposed to be in the BL/LG and HG groups 
regarding to the table 1 footnotes.  
The table 1 is not very informative regarding the objective of the 
study and should be suppressed.  
The table 2 is not very easy to read on this pdf version (lines are 
shifted). This table show that women didn’t perform the self samples 
(315 for the urine and 110 for vaginal). It should be explain how the 
sensitivity and specificity were calculated. Does per protocol and/or 
“intent to screen” approach was selected?  
The detailed explanation of CT values in the footnote of the fig 3 is 
very useful and could be moved (or copied) in the text.  
In the paragraph “A total of 130 CIN2+…” a sentence begins by 
“Twenty seven of these… (yielding 16 CIN3 and 14 CIN2 lesions)”. 
The parenthesis should be moved to the previous sentence : “85 
colposcopies… (yielding 16 CIN3 and 14 CIN2 lesions). Twenty 
seven of these…”  
Table 3a and 3b the total number of CIN2+ and CIN3+ could be 
added.  
Comment 4: Discussion  
The use of dry collecting and transport method could be discussed 
for vaginal and/or urine self-sampling as it would simplify their use 
and shipment.  
The conclusion should be restricted to the vaginal self-sampling (not 
urine which is much less sensitive than cervical and vaginal self-
sampling). Furthermore the senitivity of urine self-samples is lower 
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for CIN3+ than for CIN2+. 

 

REVIEWER Peter Snijders 
Department of Pathology  
VU University medical center  
Amsterdam  
The Netherlands 
 
Speakers bureau Abbott, Qiagen Gen-probe, Roche, Seegene  
 
Minority stake in Self-screen B.V. 

REVIEW RETURNED 10-Jan-2016 

 

GENERAL COMMENTS Stanczuk and coworkers describe results from the PAVDAG study 
(n=5318) in which, next to cytology and hrHPV PCR analysis by the 
COBAS test on cervical LBC samples, hrHPV PCR analysis was 
also performed on co-collected vaginal and urine samples. 
Compared to HPV testing on cervical samples, similar sensitivities 
and specificities for CIN2+ were obtained by HPV testing of self-
collected vaginal samples, whereas sensitivity was substantially 
lower when using urine samples.  
This a clearly-written paper with interesting results. There are a 
couple of minor issues.  
1. Page 1 (Abstract), line 39: ‘HrHPV testing of All samples…’. 
Delete ‘HrHPV testing of’  
2. Page 1 (Abstract), lines 40-41: Not only cytology 
negative/HPV16/18 positive women were offered colposcopy, but 
also women with high-grade or repeated borderline/low grade 
cytological abnormalities. This should be added.  
3. Page 3, lines 1-2: ‘and the need for verifying… etc.’ Sentence is 
incomplete.  
4. Page 6, first two lines: It should should be added that it also was 
deemed inappropriate to offer colpo to women who had a cytology 
negative but HPV non-16/18 positive cervical scrape.  
5. Page 8, Table 2: Please adjust this Table such that all figures fit 
with the parameters in the first column.  
6. Page 10, Table 3A, legend: It is indicated that some relative 
sensitivity and specificity values fulfil guidelines for HPV test 
validation in cervical screening. However, the cited quidelines 
describe another reference test (HC2) for comparison and have 
formulated a target population of women ≥30 years. Such this does 
not apply here, I would omit this particular statement. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

 

Reviewer Name  

Kimon Chatzistamatiou  

 

Please state any competing interests or state ‘None declared’:  

None declared  

 

Please leave your comments for the authors below  

Dear author,  
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Below you can find some minor comments on the submitted article, including typos:  

1) Page 2, lines 10: The kappa values might have been written with a redundant zero. 0.0.95 instead 

of 0.95 and 0.090 instead of 0.90.  

2) Page 2 line 42-43. There is a redundant "full stop" after the word precancer/cancer.  

3) Page 3 line 2. There is a redundant "full stop" after the word bias.  

4) Abbreviations are written twice in the footer of table2  

5) The tables and especially table 2 need to be presented with the text properly aligned.  

6) In the legend of figure 3 the word cut-off is written as cut-of All done.  

 

Apart from the minor corrections needed I have two comments on matters that require further 

investigation. The following stand as a justification for giving a "NO" on questions 4, Subjects were all 

subject to the reference standard – hrHPV test on cervical sample.6 This was a prospective study.and 

7 See penultimate section replying to this reviewer.from the score list. May be based on a 

misunderstanding of reference standard used – see 2 below.  

1) Figures 2a and 2b show that there is an increasing ratio of vaginal to cervical and urine to cervical 

hr HPV detection respectively with increasing age. This fact - clearly shown in Figs 2a and 2b.is 

assessed indirectly in the last paragraph of the discussion. There it is mentioned that the cervical 

sample quality deteriorates around menopause. This of course might be true Table 1 clearly shows a 

highly significant rise in unsatisfactory cytology with age but it does not explain the increasing ratio of 

hrHPV positivity between vaginal or urine samples compared with cervical ones with increasing age. – 

unless positivityin these samples does not fall with age. Therefore, this matter should be discussed 

more thoroughly in the discussion section and an interpretation should be provided if possible. See 

the attention drawn – in the results section and discussion – to the increase in unsatisfactory cervical 

samples with increasing age.  

2) The most important comment I have is the one concerning the study design per se. In order to 

assess diagnostic accuracy indices for a particular test one should have a reference test with which 

he can compare the evaluated test as well as a gold standard. Concerning the particular study design 

the test under consideration is the hrHPV test on cervical, vaginal or urine samples, the reference test 

is cytology Reference standard clearly stated as cervical hrHPV test result.and the gold standard is 

colposcopy and histology. The fact is that colposcopy has been offered, according to protocol, to 

hrHPV 16/18 positive women only, concerning HPV status, and concerning cytology status only to HG 

lesions. If the cytology result was inadequate or BL/LG the woman was retested in 3 or 6 months 

respectively and was offered colposcopy in a later time, according to subsequent results. In case for 

example a woman had a BL result in consequtive smears she would be eligible for colposcopy after 

three such results, i.e. after 12 months from the initial sampling. This in my opinion is in contrast with 

the cross sectional character of the study. A criticism which can be applied to the many published and 

well accepted studies analysing the performance of new tests for hrHPV in cervical samples. For 

example we can see at the STARD flowchart of the study that 63 colposcopies were performed from 

the BL/LG group of women who were also hrHPV positive. This means that these 63 women yielded a 

LG result 6 months after the initial test or a BL result six 6 and 12 months after the initial test 

Inevitable given the standard cervical screening protocol and the ethical constraints on the study but 

there was that level of delay in only 7 subjects with CIN2+.? Or that their hr HPV result was HPV 

16/18 positive?  

Moreover, one cannot disregard the fact that hrHPV+ and HPV 16/18 negative women were not 

subjected to colposcopy unless they specifically chose this option to the expectant one. These 

drawbacks of the study design are of course mentioned in the manuscript and so is the reason for 

them, which is the compliance to local ethics regulations. However, It is necessary to state exactly 

how the diagnostic accuracy indices (sensitivity and specificity) are calculated, and provide the 

respective calculations, for example concerning sensitivity the TRUE POSITIVE/total CIN2+ figure 

should be provided in table 3a. This of course refers to the absolute sensitivity calculations and not to 

the sensitivity ratios presented in table 3b. Guidelines for diagnostic research set out the desirability of 

performing new test, reference standard and gold standard in all subjects and with minimal time 
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delay. Evaluating the accuracy of screening tests however requires the use of an appropriate design – 

as here – using proxy definitions for disease outcomes. As stated we accepted a very low probability 

of missing CIN2+ in women hrHPV and cyto negative in a clinician sample. Our non-disease group 

was, as clearly stated, based on prior negative -and serially contiguous- cytology (with concession for 

young women just entering the programme). That is an accepted proxy for non-disease used in 

validation of new hrHPV assays in cervical screening. Finally – see stats section – even if some 

verification bias would have affected the estimation of the absolute accuracy the relative sensitivity 

and specificity would hardly be affected by the applied PaVDaG design.Respective calculations are 

obtainable directly from co-investigator Dr Marc Arbyn.  

 

Finally, it is important that probably due to these drawbacks the main conclusion of the presented 

article is that sensitivity of self-collected samples is similar to the cervical ones, which is supported 

from the presented data. We do not fully understand this sentence.  

Thank you for your contribution.  

 

Yours sincerely,  

The reviewer  

 

Reviewer: 2  

 

Reviewer Name  

Ken Haguenoer  

 

Please state any competing interests or state ‘None declared’:  

None declared  

 

Please leave your comments for the authors below  

Stanczuk and colleagues are reporting a well designed study which aim was to evaluate the accuracy 

of vaginal and urine self-samples for primary cervical screening in a large screening population in 

Scotland.  

The results could have an important impact on medical practices as they confirm that vaginal-self 

sampling is accurate for primary cervical screening with a simple, accessible, widely used and 

affordable hrHPV test. Urine samples (according to laboratory procedures used in this study) were 

less accurate.  

 

Comment 1  

As it was nor possible nor ethically acceptable that every women of this screening population based 

underwent a colposcopy, the authors should precisely present in the methods how they assessed the 

CIN2+ status for women without colposcopy (as only 220 women of 5318 underwent a colposcopy) 

and therefore how they calculated sensitivity and specificity of each sampling method (cervical 

cytology, cervical hrHPV, self-vaginal hrHPV and self-urine hrHPV) to detect CIN2+. In the stard 

checklist the item #7 (reference standard and its rationale) is checked (page 4) but is not really 

described in the text. We have clarified these aspects further; note the points made above and the 

references cited on this subject .  

 

Comment 2  

The adhesion to protocol and to follow-up procedures (and loss of follow up) could/should be reported 

before the discussion (in the results section and in the figure 1). Indeed, table 2 shows that 315 

women didn’t perform the urine self-sampling and 110 didn’t perform the vaginal self-sampling. This 

should be clearly reported in the text Done.  

 

Comment 3  
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The name of the HPV test should be harmonized in the text: “Cobas 4800 assay (Roche)” with a 

capital letter to Cobas.Rationalised–cobas for preference as the commercial name of the test is cobas 

4800 HPV Test  

 

Comment 4 – abstract  

Participants: it could be specify that the urine collection was “random” (not the first void 

systematically). Done  

Interventions: women with negative LBC were offered colposcopy if they had cervical hrHPV 16/18 

(not if they were only hrHPV 16/18 on self samples).  

Comment 5 – Introduction  

Last paragraph: “The study was conducted… was analysed.” should be moved to Methods section. 

Done  

 

Comment 6 – Results, Tables & Figures  

Figure 1 (flow chart): The bubble “19 No hrHPV” (it should be specified “cervical”) gives the 

impression that those women are excluded from the analysis. However it seems thas some of these 

women are put back in some lower bubbles but only if they performed a colposcopy. The “*” indicate 

that in the hrHPV+ bubble of HG cytology 2 women didn’t have a cervical HPV result… so why are 

they in the hrHPV+ bubble? The “19 No hrHPV” women should be either completely excluded from 

the rest of the flow chart either not excluded at its beginning and reintegrated in each cases of 

cytology result (unsatisfactory, negative, BL/LG and HG). If they are completely excluded the total 

number of CIN2+ will be 128 (versus 130). Those 2 CIN2+ are among the HG cytology in the 

flowchart whereas they are supposed to be in the BL/LG and HG groups regarding to the table 1 

footnotes. Very valid. We have incorporated the remaining 17 subjects into the Figure and apologise 

that there was an asterix missing in the BG/LG hrHPV negative box.  

The table 1 is not very informative regarding the objective of the study and should be suppressed. We 

have preferred to retain it. Shows the significant incidence of CIN2+ below 30 years – an important 

consideration in this Scottish population. Also clearly shows that there is a considerable, and highly 

significant, increase in unsatisfactory smears with age.  

The table 2 is not very easy to read on this pdf version (lines are shifted). Was originally in landscape 

format and corrupted when moved to portrait. Now corrected. This table show that women didn’t 

perform the self samples (315 for the urine and 110 for vaginal). It should be explain how the 

sensitivity and specificity were calculated. Does per protocol and/or “intent to screen” approach was 

selected? Only women with a valid result for the appropriate sample – cervical, vaginal or urine – 

were included in the relevant analyses. That is now made clear in the text.  

The detailed explanation of CT values in the footnote of the fig 3 is very useful and could be moved 

(or copied) in the text. Done  

In the paragraph “A total of 130 CIN2+…” a sentence begins by “Twenty seven of these… (yielding 16 

CIN3 and 14 CIN2 lesions)”. The parenthesis should be moved to the previous sentence : “85 

colposcopies… (yielding 16 CIN3 and 14 CIN2 lesions). Twenty seven of these…”  

Table 3a and 3b the total number of CIN2+ and CIN3+ could be added. Done – thank you for drawing 

this misplacement to our attention.  

Comment 4: Discussion  

The use of dry collecting and transport method could be discussed for vaginal and/or urine self-

sampling as it would simplify their use and shipment. Some observations on a small side study 

included but not discussed in detail.  

The conclusion should be restricted to the vaginal self-sampling (not urine which is much less 

sensitive Agree but specificity very high and sensitivity not significantly different from cytology so we 

would prefer to retain. than cervical and vaginal self-sampling). Furthermore the sensitivity of urine 

self-samples is lower for CIN3+ than for CIN2+. Not significantly so from the confidence intervals.  
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Reviewer: 3  

 

Reviewer Name  

Peter Snijders  

 

Please state any competing interests or state ‘None declared’:  

Speakers bureau Abbott, Qiagen Gen-probe, Roche, Seegene  

 

Minority stake in Self-screen B.V.  

 

Please leave your comments for the authors below  

Stanczuk and coworkers describe results from the PAVDAG study (n=5318) in which, next to cytology 

and hrHPV PCR analysis by the COBAS test on cervical LBC samples, hrHPV PCR analysis was also 

performed on co-collected vaginal and urine samples. Compared to HPV testing on cervical samples, 

similar sensitivities and specificities for CIN2+ were obtained by HPV testing of self-collected vaginal 

samples, whereas sensitivity was substantially lower when using urine samples.  

This a clearly-written paper with interesting results. There are a couple of minor issues.  

1. Page 1 (Abstract), line 39: ‘HrHPV testing of All samples…’. Delete ‘HrHPV testing of’  

2. Page 1 (Abstract), lines 40-41: Not only cytology negative/HPV16/18 positive women were offered 

colposcopy, but also women with high-grade or repeated borderline/low grade cytological 

abnormalities. This should be added.  

3. Page 3, lines 1-2: ‘and the need for verifying… etc.’ Sentence is incomplete.  

4. Page 6, first two lines: It should should be added that it also was deemed inappropriate to offer 

colpo to women who had a cytology negative but HPV non-16/18 positive cervical scrape.  

5. Page 8, Table 2: Please adjust this Table such that all figures fit with the parameters in the first 

column. All Done  

6. Page 10, Table 3A, legend: It is indicated that some relative sensitivity and specificity values fulfil 

guidelines for HPV test validation in cervical screening. However, the cited quidelines describe 

another reference test (HC2) for comparison and have formulated a target population of women ≥30 

years. Such this does not apply here, I would omit this particular statement. Done 

 

VERSION 2 – REVIEW 

REVIEWER Kimon Chatzistamatiou 
Research and Clinical fellow, 2nd Department of Obstetrics and 
Gynecology, Hippokratio Hospital of Thessaloniki, Aristotle 
University of Thessaloniki, Greece 

REVIEW RETURNED 12-Feb-2016  

 

GENERAL COMMENTS The revised article submitted has included all the necessary 
corrections and has given the necessary explanations on the issues 
addressed in my first review.  
My initial comments were the following:  
"1) Figures 2a and 2b show that there is an increasing ratio of 
vaginal to cervical and urine to cervical hr HPV detection 
respectively with increasing age. This fact is assessed indirectly in 
the last paragraph of the discussion. There it is mentioned that the 
cervical sample quality deteriorates around menopause. This of 
course might be true but it does not explain the increasing ratio of 
hrHPV positivity between vaginal or urine samples compared with 
cervical ones with increasing age. Therefore, this matter should be 
discussed more thoroughly in the discussion section and an 
interpretation should be provided if possible."  
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The authors have addressed this issue, provided references and 
given the necessary attention to it.  
 
"2) The most important comment I have is the one concerning the 
study design per se. In order to assess diagnostic accuracy indices 
for a particular test one should have a reference test with which he 
can compare the evaluated test as well as a gold standard. 
Concerning the particular study design the test under consideration 
is the hrHPV test on cervical, vaginal or urine samples, the reference 
test is cytology and the gold standard is colposcopy and histology. 
The fact is that colposcopy has been offered, according to protocol, 
to hrHPV 16/18 positive women only, concerning HPV status, and 
concerning cytology status only to HG lesions. If the cytology result 
was inadequate or BL/LG the woman was retested in 3 or 6 months 
respectively and was offered colposcopy in a later time, according to 
subsequent results. In case for example a woman had a BL result in 
consequtive smears she would be eligible for colposcopy after three 
such results, i.e. after 12 months from the initial sampling. This in my 
opinion is in contrast with the cross sectional character of the study. 
For example we can see at the STARD flowchart of the study that 63 
colposcopies were performed from the BL/LG group of women who 
were also hrHPV positive. This means that these 63 women yielded 
a LG result 6 months after the initial test or a BL result six and 12 
months after the initial test? Or that their hr HPV result was HPV 
16/18 positive?  
Moreover, one cannot disregard the fact that hrHPV+ and HPV 
16/18 negative women were not subjected to colposcopy unless 
they specifically chose this option to the expectant one. These 
drawbacks of the study design are of course mentioned in the 
manuscript and so is the reason for them, which is the compliance to 
local ethics regulations. However, It is necessary to state exactly 
how the diagnostic accuracy indices (sensitivity and specificity) are 
calculated, and provide the respective calculations, for example 
concerning sensitivity the TRUE POSITIVE/total CIN2+ figure should 
be provided in table 3a. This of course refers to the absolute 
sensitivity calculations and not to the sensitivity ratios presented in 
table 3b.  
Finally, it is important that probably due to these drawbacks the main 
conclusion of the presented article is that sensitivity of self-collected 
samples is similar to the cervical ones, which is supported from the 
presented data."  
The authors have explained more thoroughly the study methodolody 
and addressed the drawbacks of the study more clearly in the 
discussion as well as in the methods section. Therefore, I can 
recommend the acceptance of the submitted article for publication.  
Thank you for your contribution. 
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