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Reviewer 1: Brassard, Paul 

 
  

  
  

The Study Yes No

Is the research question clearly defined?    

Is the overall study design appropriate and adequate to answer the research question?    

Are the participants adequately described, their conditions defined, and the inclusion 
and exclusion criteria described?    

Are the patients representative of actual patients the evidence might affect?    

Are the methods adequately described?    

Is the main outcome measure clear?    

Are the abstract/summary/key messages/limitations accurate?    

Are the statistical methods described?    

Are they appropriate?    

Is the standard of written English acceptable for publication?    

Are the references up to date and relevant? (If not, please provide details of significant 
omissions below.)    

Do any supplemental documents e.g. a CONSORT checklist, contain information that 
should be better reported in the manuscript, or raise questions about the work?    

 

If you answered No to any of the above, please supply details below. 

Overall an interesting and timely study but interpretation of the findings especially in terms of 
generalizibility is not substantiated by the data. This is in fact a feasibility study of implementing 
HPV self sampling in a First Nation community of Canada (n=49). They then generalize their finding 
to all First Nation groups in Canada in terms of preference over HCP sampling and are inclined to 
revisit the HPV types contained in currently available vaccines in Canada. I think they should stick 
with what the data reveals in such a small pilot ie feasible to perform this technique. They will be 
able to address adequately participant selection and acceptability/preference once they 
subsequently expand the study to all Northern Superior communities in Ontario. I would avoid any 
reference to vaccine composition at this point. 
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RESULTS AND CONCLUSION (For articles reporting research findings only) Yes No

Do the results answer the research question?    

Are they credible?    

Are they well presented?    

Are the interpretation and conclusions warranted by and sufficiently derived 
from/focused on the data?    

Are they discussed in the light of previous evidence?    

Is the message clear?     

If you answered No to any of the above, please supply details below. 

Specific comments:  
Page 7: Possible to state at which time period this study was performed? (In recruitment section)  
Page 8: DNA sampling: Was Luminex performed only on samples positive on HCII or concomitantly 
on all 49 participants??  
Was HPV results reported as well to the HCP or only the patient? Was medical follow up provided or 
accounted for in the study? Was there a protocol to orient HCP in follow up of HR-HPV infected 
participants? Was this a request of the community?  
Questionnaire: When/how was the survey tool administered (provider assisted, self administered, 
before or after sampling…) The timing of the questionnaire may influence the answers, especially 
the acceptability issue, also, when was consent obtained?  
Page 9: According to self reported rates of abnormal Pap smears and past/current treatment, this 
indicates a sample of relatively heavy users of medical services-how is that representative of 
normal health care use in these communities? Would it be possible to verify the self reported 
information with a medical chart review?  
Does willingness to self sample in the future associated with age, education and previous history of 
abnormal Pap smear?  
Page 11;  
It would be interesting to modulate your answers to Q22 and Q23 according to age, education and 
history of previous abnormal Pap smear. I suspect pertinence and ease will be strongly modified by 
these factors.  
HPV testing and typing; there are few HPV prevalence studies in Canada, and these could be 
referenced easily  
Page 12. Please address in the discussion the discrepancy between Luminex findings and HCII (4/8 
concordance?)  
Discussion  
 
Although partially addressed, the education level and degree of familiarity with health care services 
of the convenience sample of participants renders generalisability difficult.  
 
Page 14 and 15  
Why revisit HPV types in future vaccination programs in regards to First Nation of Canada?, Type 16 
is present in both vaccines licensed in Canada; the prevalence of HPV-16 observed in such a small 
sample and in one community of Northern Ontario may not be representative of all First Nation 
people of Canada.  
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REPORTING AND ETHICS Yes No

Is the article reported in line with the appropriate reporting statement or checklist (e.g. 
CONSORT)?    

Are research ethics (e.g. consent, ethical approval) addressed appropriately?    

Is the article free from any concerns about publication ethics (e.g. plagiarism, 
fabrication, redundant publication, undeclared conflicts of interest)?    

 

If you answered No to any of the above, please supply details below or contact the 
editorial office. 

was/how participant consent obtained?? 
 

In compliance with the BMJ Open system of open peer review, please sign your review in 
the box below. Include your name, position, institution and country. Please also include a 
statement of competing interests. If you have filled out an ICMJE Conflicts of Interests 
form, please attach this using the box beneath instead. 

Paul Brassard MD  
Division of Clinical Epidemiology  
McGill University Health Center  
Montreal, Canada  
 
No competing Interest 

 

 Recommendation  

  Accept 

  Minor Revision 

 Major Revision 

  Reject 
 
  

Would you be willing to review a revision of this manuscript? 

 Yes 

  No 
  
 

Reviewer 2: Howard, Michelle 
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The Study Yes No

Is the research question clearly defined?    

Is the overall study design appropriate and adequate to answer the research question?    

Are the participants adequately described, their conditions defined, and the inclusion 
and exclusion criteria described?    

Are the patients representative of actual patients the evidence might affect?    

Are the methods adequately described?    

Is the main outcome measure clear?    

Are the abstract/summary/key messages/limitations accurate?    

Are the statistical methods described?    

Are they appropriate?     

Is the standard of written English acceptable for publication?    

Are the references up to date and relevant? (If not, please provide details of significant 
omissions below.)    

Do any supplemental documents e.g. a CONSORT checklist, contain information that 
should be better reported in the manuscript, or raise questions about the work?    

 

If you answered No to any of the above, please supply details below. 

This paper describes a small study of volunteer First Nations women who take a vaginal self-sample 
for HPV and answer a questionnaire on demographics, knowledge of sexual health and HPV, 
acceptability of HPV testing and suggestions for education. The paper has many shortcomings and 
gaps in information in several areas that make it unsuitable for publication. It is not clear what new 
information this paper would add, or how it would inform the larger study proposed by the authors.  
 
In the introduction, there is no rationale for using HPV testing or what the goal of an HPV testing 
program would be. There is also no literature cited supporting the usefulness and drawbacks of HPV 
testing to justify the study. The authors refer to the lack of a ‘systematic’ study however it is not 
clear what a systematic study is. They propose to conduct a larger study in Ontario, but the 
purpose of it is not given.  
 
There is too little information given on the community and the First Nations population where the 
study was conducted to understand the meaning of the results and their applicability to the other 
First Nations communities of interest. It appears the women who participated were a select group 
of more educated lower risk women with participation rates in cervical cancer screening that are 
similar to the general population. Therefore the study did not accomplish its objective to investigate 
the under-served population of interest.  
 
It is troubling that women were told they were infected with high-risk HPV, but the paper does not 
indicate what the clinical follow-up was. It is not clear what the authors would do with the 
information on HPV typing in their overall research plan or the significance of that information to 
them.  
 
Another key area of missing information is the development of the survey and whether it came 
from existing surveys that have been used and validated in at least another setting, or whether the 
authors developed it.  
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RESULTS AND CONCLUSION (For articles reporting research findings only) Yes No

Do the results answer the research question?    

Are they credible?    

Are they well presented?    

Are the interpretation and conclusions warranted by and sufficiently derived 
from/focused on the data?    

Are they discussed in the light of previous evidence?    

Is the message clear?     

If you answered No to any of the above, please supply details below. 

There is no real description of data analyses, the primary and secondary questions, or the statistical 
tests used.  
 
There are several comparisons made that are indicated as ‘not associated’ but with 49 participants 
one would expect this due to lack of power, therefore no conclusions can be drawn about these 
associations. Without the actual results of statistical tests it is impossible for the reader to assess 
magnitude of associations.  
 
There are 2 recent systematic reviews of womens' perceptions of self-sampling the authors have 
not mentioned - Huynh J, Howard M, Lytwyn A.  
J Low Genit Tract Dis. 2010 Oct;14(4):356-62. and Stewart DE, Gagliardi A, Johnston M, Howlett 
R,  
Barata P, Lewis N, et al. J Obstet  
Gynaecol Can 2007;29:817Y28. There is also a wealth of qualitative research in under-screened 
populations describing barriers and perceptions, not cited. 

 

REPORTING AND ETHICS Yes No

Is the article reported in line with the appropriate reporting statement or checklist (e.g. 
CONSORT)?     

Are research ethics (e.g. consent, ethical approval) addressed appropriately?    

Is the article free from any concerns about publication ethics (e.g. plagiarism, 
fabrication, redundant publication, undeclared conflicts of interest)?    

 

If you answered No to any of the above, please supply details below or contact the 
editorial office. 

The first 2 authors work for "Probe development and biomarker exploration". I would have liked to 
see a statement about industry relationships if any. 
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In compliance with the BMJ Open system of open peer review, please sign your review in 
the box below. Include your name, position, institution and country. Please also include a 
statement of competing interests. If you have filled out an ICMJE Conflicts of Interests 
form, please attach this using the box beneath instead. 

Michelle Howard, MSc PhD  
Assistant Professor  
Dept. Family Medicine, McMaster University  
 
I have no competing interests in reviewing this manuscript.  

 

 Recommendation  

  Accept 

  Minor Revision 

  Major Revision 

 Reject 
 
  

Would you be willing to review a revision of this manuscript? 

  Yes 

  No 
 
  

Comments  

If you have any further comments for the authors please enter them below.  
  
 

Reviewer 3: Waller, Jo 
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The Study Yes No

Is the research question clearly defined?    

Is the overall study design appropriate and adequate to answer the research question?    

Are the participants adequately described, their conditions defined, and the inclusion and exclusion 
criteria described?    

Are the patients representative of actual patients the evidence might affect?    

Are the methods adequately described?    

Is the main outcome measure clear?    

Are the abstract/summary/key messages/limitations accurate?    

Are the statistical methods described?     

Are they appropriate?     

Is the standard of written English acceptable for publication?    

Are the references up to date and relevant? (If not, please provide details of significant omissions 
below.)    

Do any supplemental documents e.g. a CONSORT checklist, contain information that should be better 
reported in the manuscript, or raise questions about the work?     

 

If you answered No to any of the above, please supply details below. 

Representativeness - the aim of self-sampling is to access women who do not attend for cytology screening, but 
the women in this study had all had previous Pap tests. This is acknowledged in the Discussion.  
Methods - more detail is needed about how the questionnaire measures were developed.  
References - there is quite a large literature on acceptability of HPV self-sampling which is not adequately 
referenced. 

 

RESULTS AND CONCLUSION (For articles reporting research findings only) Yes No

Do the results answer the research question?    

Are they credible?    

Are they well presented?    

Are the interpretation and conclusions warranted by and sufficiently derived from/focused on the 
data?    

Are they discussed in the light of previous evidence?    

Is the message clear?    
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If you answered No to any of the above, please supply details below. 

As mentioned above, I'm concerned about extrapolating the findings from this study to other First Nation women 
who have never attended for cervical screening 

 

REPORTING AND ETHICS Yes No

Is the article reported in line with the appropriate reporting statement or checklist (e.g. CONSORT)?    

Are research ethics (e.g. consent, ethical approval) addressed appropriately?    

Is the article free from any concerns about publication ethics (e.g. plagiarism, fabrication, redundant 
publication, undeclared conflicts of interest)?    

 

If you answered No to any of the above, please supply details below or contact the editorial office. 

 
 

In compliance with the BMJ Open system of open peer review, please sign your review in the box 
below. Include your name, position, institution and country. Please also include a statement of 
competing interests. If you have filled out an ICMJE Conflicts of Interests form, please attach this 
using the box beneath instead. 

Dr Jo Waller  
Senior Research Associate  
University College London  
UK  
 
I have no conflict of interests. 

 

 Recommendation  

  Accept 

  Minor Revision 

 Major Revision 

  Reject 
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If you have any further comments for the authors please enter them below.  

This is an important study assessing acceptability of HPV self-sampling in an under-studied and hard to reach 
group. Careful methods have been used to recruit women and to ensure that the research was acceptable to the 
communities in which is was carried out.  
 
I think the manuscript could be improved in the following ways:  
 
1) Inclusion of a review of the literature on acceptability of HPV self-sampling in other groups would make the 
Introduction stronger, and would make it clear how this study adds to the existing literature.  
2) The Methods section has a lot of detail about the HPV testing, which I don't think is really relevant to the 
aims of the paper, but no information about the psychological measures used. It would be helpful to add a 
description of the measures and explain how they were developed and validated.  
3) I think some of the findings might be easier to read if presented in a table. This would make the Results 
section clearer and more concise.  
4) It is not clear what proportion of women approached agreed to provide a self-sample. Did anyone refuse, and 
if so, do you have information on why?  
5) I think some of the conclusions need to be more circumspect given that the women who took part had all had 
cytology screening at least once. Accessing unscreened women is a real difficulty in this kind of research, but I 
think the conclusions need to take this limitation into account.  

 

  
 

Reviewer 4: de Alba, Israel 

 
  

The Study Yes No

Is the research question clearly defined?    

Is the overall study design appropriate and adequate to answer the research question?    

Are the participants adequately described, their conditions defined, and the inclusion 
and exclusion criteria described?    

Are the patients representative of actual patients the evidence might affect?    

Are the methods adequately described?    

Is the main outcome measure clear?    

Are the abstract/summary/key messages/limitations accurate?    

Are the statistical methods described?    

Are they appropriate?    

Is the standard of written English acceptable for publication?    

Are the references up to date and relevant? (If not, please provide details of significant 
omissions below )
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If you answered No to any of the above, please supply details below. 

• The conclusion and future directions state “Our findings show that HPV testing based on self-
sampling is feasible among First Nation women”.  
o This is a pilot study and the number of participants, as expected, is fairly small. However, the 
women participating in the study are far from representative or typical of the First Nation women. 
Over 75% of women had college education or higher, 67% were screened at least biannually and 
“several” participants are local health center employees (Discussion section, end of second 
paragraph). I don’t think we can conclude that there is high acceptance of HPV testing among First 
Nation women based on this atypical sample.  
 
 
• Statistical significance is reported inconsistently through out the manuscript. There is no p value 
reported in willingness to participate in self-sample screening in the future (the main outcome) but 
there is in importance and ease of answering sexual health questions.  
 
• The overall HPV positive result is 28%; but please clarify that only 16% are positive for high risk 
HPV. 
 
 
Specific comments  
• Was there any follow up for women that were positive for high risk HPV? Were they referred to a 
physician? Please clarify.  
• One of the criteria for inclusion was First Nation ethnicity; however, 2 women reported being of 
ethnicity other than First Nation.  
• The results section describes procedure that should have been discussed in the methods section 

 

RESULTS AND CONCLUSION (For articles reporting research findings only) Yes No

Do the results answer the research question?    

Are they credible?    

Are they well presented?    

Are the interpretation and conclusions warranted by and sufficiently derived 
from/focused on the data?    

Are they discussed in the light of previous evidence?    

Is the message clear?     
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If you answered No to any of the above, please supply details below. 

• The conclusion and future directions state “Our findings show that HPV testing based on self-
sampling is feasible among First Nation women”.  
o This is a pilot study and the number of participants, as expected, is fairly small. However, the 
women participating in the study are far from representative or typical of the First Nation women. 
Over 75% of women had college education or higher, 67% were screened at least biannually and 
“several” participants are local health center employees (Discussion section, end of second 
paragraph). I don’t think we can conclude that there is high acceptance of HPV testing among First 
Nation women based on this atypical sample.  
 
 
• Statistical significance is reported inconsisttently through out the manuscript. There is no p value 
reported in willingness to participate in self-sample screening in the future (the main outcome) but 
there is in importance and ease of answering sexual health questions.  

 

 

REPORTING AND ETHICS Yes No

Is the article reported in line with the appropriate reporting statement or checklist (e.g. 
CONSORT)?    

Are research ethics (e.g. consent, ethical approval) addressed appropriately?    

Is the article free from any concerns about publication ethics (e.g. plagiarism, 
fabrication, redundant publication, undeclared conflicts of interest)?    

 

If you answered No to any of the above, please supply details below or contact the 
editorial office. 

 
 

In compliance with the BMJ Open system of open peer review, please sign your review in 
the box below. Include your name, position, institution and country. Please also include a 
statement of competing interests. If you have filled out an ICMJE Conflicts of Interests 
form, please attach this using the box beneath instead. 

Israel De Alba, MD MPH  
Associate Clinical Professor  
University of California, Irvine  
USA 

 

 Recommendation  

  Accept 

  Minor Revision 

  Major Revision 
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  Major Revision 

 Reject 
 
  

Would you be willing to review a revision of this manuscript? 

  Yes 

 No 
 
  

Comments  

If you have any further comments for the authors please enter them below.  
  
 

Authors Response to Decision Letter for (BMJ Open-2010-000030) 

A pilot study to assess acceptability of self-sampling and human papillomavirus testing for cervical cancer 
prevention in First Nation women from Northwest Ontario, Canada 

We sincerely thank the reviewers for their time and constructive comments, which we have addressed below and 
which we hope have helped to clarify the points raised by the reviewers and to improve our manuscript. Changes and 
additions in the revised manuscript are high-lighted in yellow.  
 
Reviewer: Paul Brassard MD  
Division of Clinical Epidemiology  
McGill University Health Center  
Montreal, Canada  
 
No competing Interest  
 
Overall an interesting and timely study but interpretation of the findings especially in terms of generalizibility is not 
substantiated by the data. This is in fact a feasibility study of implementing HPV self sampling in a First Nation 
community of Canada (n=49). They then generalize their finding to all First Nation groups in Canada in terms of 
preference over HCP sampling and are inclined to revisit the HPV types contained in currently available vaccines in 
Canada. I think they should stick with what the data reveals in such a small pilot ie feasible to perform this technique. 
They will be able to address adequately participant selection and acceptability/preference once they subsequently 
expand the study to all Northern Superior communities in Ontario. I would avoid any reference to vaccine composition 
at this point.  
 
Response: We have changed the manuscript title to clarify that the current study is a pilot study assessing the 
feasibility of self-sampling in First Nation women in Northwest Ontario. We have also better clarified the fact that we 
will perform our larger study in Northern Superior communities in Northwest Ontario rather than referring to all First 
Nation peoples in Canada. Please see Abstract on page 3. Finally we have omitted the last sentence about vaccination 
in the Discussion/Conclusion paragraph (please see page 18).  
 
Specific comments:  
Page 7: Possible to state at which time period this study was performed? (In recruitment section)  
 
Response: Recruitment was taking place for about one month. This information has been added on page 7.  
 
Page 8: DNA sampling: Was Luminex performed only on samples positive on HCII or concomitantly on all 49 
participants??  
 
Response: Luminex was performed on all samples. This information has been added on page 9.  
 
Was HPV results reported as well to the HCP or only the patient?  
 
Response: In the consent form each participant could choose whether or not they wanted their test results sent to 
their HCP and/or to their home address. Please see page 8.  
 
Was medical follow up provided or accounted for in the study?  
 
Response: Yes, when sending out the test results, an invitation letter stating that either the HCP or the local 
colposcopy clinic would do further testing if participants did not have their own HCP  which is not uncommon in 
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Northern Ontario due to lack of family physicians. The participants were provided with the phone number of the 
colposcopy clinic in Thunder Bay and they were also invited to contact Drs Zehbe and Escott should they have further 
questions or concerns. Please see page 8 where a new paragraph has been added.  
 
Was there a protocol to orient HCP in follow up of HR-HPV infected participants?  
 
Response: Yes because the colposcopy clinic in Thunder Bay automatically follows cervical screening guidelines and 
Dr. Escott, the chief colposcopist is a collaborator in our study (and co-authors this manuscript). All HPV positive 
women were requested to immediately have a Pap test taken either by their HCP or at the colposcopy clinic. Cervical 
screening guidelines for Ontario have been provided by Cancer Care Ontario to all family physicians. Thus all HPV-
positive women with abnormal Pap test result would automatically be taken care of through procedures dictated by 
these guidelines.  
 
Was this a request of the community?  
 
Response: No but given the up to six-fold higher cervical cancer incidence in First Nation women in Canada prompted 
us to initiate the study. This fact was emphasized in the Abstract on page 3 and in the Introduction on page 5.  
 
Questionnaire: When/how was the survey tool administered (provider assisted, self administered, before or after 
sampling…) The timing of the questionnaire may influence the answers, especially the acceptability issue, also, when 
was consent obtained?  
 
Response: The self-sampler and questionnaire was handed out to the participants after they had signed the informed 
consent form. The questionnaire was answered after taking the self-sample. Please see page 8.  
 
Page 9: According to self reported rates of abnormal Pap smears and past/current treatment, this indicates a sample 
of relatively heavy users of medical services-how is that representative of normal health care use in these 
communities? Would it be possible to verify the self reported information with a medical chart review?  
 
Response: Chart review was not part of this pilot study. Instead, this matter will be addressed in the larger study. A 
sentence has been included on page 18.  
 
Does willingness to self sample in the future associated with age, education and previous history of abnormal Pap 
smear?  
 
Response: No it did not in this pilot study. This information is provided on page 11.  
 
It would be interesting to modulate your answers to Q22 and Q23 according to age, education and history of previous 
abnormal Pap smear. I suspect pertinence and ease will be strongly modified by these factors.  
 
Response: No statistical significance was reached when both questions were cross-tabulated with age, education or 
abnormal Pap test history. Please see page 13.  
 
HPV testing and typing; there are few HPV prevalence studies in Canada, and these could be referenced easily  
 
Response: Please see added sentence on page 16 and references 33 to 37.  
 
Please address in the discussion the discrepancy between Luminex findings and HCII (4/8 concordance?)  
 
Response: This is a sensitivity issue between the two tests, which has been explained in the Methods section on pages 
14/15 and in the Discussion on page 16.  
 
Discussion; Although partially addressed, the education level and degree of familiarity with health care services of the 
convenience sample of participants renders generalisability difficult.  
 
Response: We have acknowledged this matter in the Discussion/Limitations paragraph on page 17.  
 
Why revisit HPV types in future vaccination programs in regards to First Nation of Canada?, Type 16 is present in both 
vaccines licensed in Canada; the prevalence of HPV-16 observed in such a small sample and in one community of 
Northern Ontario may not be representative of all First Nation people of Canada.  
 
Response: We have removed any associations to future vaccination programs.  
 
was/how participant consent obtained??  
 
Response: Women who wanted to participate contacted the collaborating health centre, i.e. the Dilico Family Health 
Team; the research nurse provided information orally and through the informed consent form, which was explained to 
and signed by the volunteer before taking a self-sample. After taking the self sample, the questionnaire was 
answered. This is explained on page 8 where a new paragraph has been added.  
 
Reviewer: Michelle Howard, MSc PhD  
Assistant Professor  
Dept. Family Medicine, McMaster University  
 
I have no competing interests in reviewing this manuscript   
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This paper describes a small study of volunteer First Nations women who take a vaginal self-sample for HPV and 
answer a questionnaire on demographics, knowledge of sexual health and HPV, acceptability of HPV testing and 
suggestions for education.  
 
Response: Indeed as has for instance been stated in the Title of the manuscript, in the Abstract on page 3 and in the 
Introduction on page 6.  
 
The paper has many shortcomings and gaps in information in several areas that make it unsuitable for publication.  
 
Response: The authors assumed that this reviewer refers to particular points raised below, which have been addressed 
point by point.  
 
It is not clear what new information this paper would add, or how it would inform the larger study proposed by the 
authors.  
 
Response: This is indicated by the title of the manuscript and obvious from the two meta-analysis studies that this 
reviewer mentioned (one of which was actually mentioned in our original manuscript, i.e. the one by Stewart et al). 
While most of these studies deal with Caucasian (or in some rare cases with Black) populations not a single one has 
addressed the same issue in Canada’s First Nation populations. As such these authors are convinced that this and the 
following larger study will be essential and of substantial interest to the scientific community as well as to health 
authorities in Canada.  
 
In the introduction, there is no rationale for using HPV testing or what the goal of an HPV testing program would be. 
There is also no literature cited supporting the usefulness and drawbacks of HPV testing to justify the study. The 
authors refer to the lack of a ‘systematic’ study however it is not clear what a systematic study is. They propose to 
conduct a larger study in Ontario, but the purpose of it is not given.  
 
Response: In the present pilot study it was not our goal to address the pro and contra of Pap versus HPV testing 
because both have their place in cervical screening. To date there is ever accumulating evidence that HPV testing is 
superior over Pap testing as primary screening tool with follow-up by Pap testing in cases of persistent HPV infection. 
However we have added a paragraph on pages 5/6 in the Introduction. The purpose of this and the larger study was 
explained in the previous response.  
 
There is too little information given on the community and the First Nations population where the study was conducted 
to understand the meaning of the results and their applicability to the other First Nations communities of interest.  
 
Response: We have added a paragraph describing the special demographics in this and other Northern Superior 
communities on page 6.  
 
It appears the women who participated were a select group of more educated lower risk women with participation 
rates in cervical cancer screening that are similar to the general population.  
 
Response: A cautious note has been added in the Discussion/Limitations on page 17.  
 
Therefore the study did not accomplish its objective to investigate the under-served population of interest.  
 
Response: The above stated objective is the overall aim of the following larger study. In this pilot study we addressed 
the feasibility/acceptability of self-sampling. A cautious note was added in the Abstract on page 3 and in the 
Introduction on page 6.  
 
It is troubling that women were told they were infected with high-risk HPV, but the paper does not indicate what the 
clinical follow-up was. It is not clear what the authors would do with the information on HPV typing in their overall 
research plan or the significance of that information to them.  
 
Response: HPV testing is an acceptable form of cervical cancer screening as evidenced by many studies worldwide 
(please see references 33-37 in the revised manuscript for representative examples) and most importantly by a 
statement of the International Agency for Research on Cancer Working Group (please see ref 14 of the revised 
manuscript). As mentioned above, all HPV-positive women were immediately requested to get a Pap test taken and 
clear directions were given to them. We agree that we have not been clear enough in this respect and have therefore 
included a new paragraph in the Methods section on pages 9/10.  
 
Another key area of missing information is the development of the survey and whether it came from existing surveys 
that have been used and validated in at least another setting, or whether the authors developed it.  
 
Response: The survey (first pilot and thereafter larger study) was developed by the investigators based on the 
recommendations of an epidemiologist (Lee Sieswerda) who is well verse with First Nation communities in Northern 
Ontario. Because the cultural context differs from the general Canadian population, a pilot study seemed a relevant 
approach to develop good relationships and trust with First Nation communities before beginning a larger study and to 
assess the feasibility of our approach starting with a smaller group of women. FWFN seemed the appropriate 
community because Chief Peter Collins is the Regional Grand Chief and responsible in terms of health care for all 
Northern Superior communities that will be involved in the larger study.  
 
There is no real description of data analyses, the primary and secondary questions, or the statistical tests used.  
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Response: The one pertinent question for the pilot study was acceptability/feasibility in a small sample of First Nation 
women and to provide insight in preferred educational means and demographics to guide the larger study. The 
statistical tests used (including primary and secondary questions asked) are all described in the Method section on 
page 10.  
 
There are several comparisons made that are indicated as ‘not associated’ but with 49 participants one would expect 
this due to lack of power, therefore no conclusions can be drawn about these associations. Without the actual results 
of statistical tests it is impossible for the reader to assess magnitude of associations.  
 
Response: Statistical analyses were included throughout the Result's section, please see pages 10-14.  
 
There are 2 recent systematic reviews of womens' perceptions of self-sampling the authors have not mentioned - 
Huynh J, Howard M, Lytwyn A.  
J Low Genit Tract Dis. 2010 Oct;14(4):356-62. and Stewart DE, Gagliardi A, Johnston M, Howlett R,  
Barata P, Lewis N, et al. J Obstet  
Gynaecol Can 2007;29:817Y28. There is also a wealth of qualitative research in under-screened populations describing 
barriers and perceptions, not cited.  
 
Response: We had cited the review by Stewart et al. and have now also included the other review by Huynh et al.  
 
The first 2 authors work for "Probe development and biomarker exploration". I would have liked to see a statement 
about industry relationships if any.  
 
Response: There are no industry relationships with the present study.  
 
Reviewer: Dr Jo Waller  
Senior Research Associate  
University College London  
UK  
 
I have no conflict of interests.  
 
Representativeness - the aim of self-sampling is to access women who do not attend for cytology screening, but the 
women in this study had all had previous Pap tests. This is acknowledged in the Discussion.  
 
Methods - more etail is needed about how the questionnaire measures were developed.  
 
Response: This information has been added in the Methods (Statistical analysis) section on page 10.  
 
References - there is quite a large literature on acceptability of HPV self-sampling which is not adequately referenced.  
 
Response: A paragraph has been included on pages 5/6 in the Introduction section.  
 
As mentioned above, I'm concerned about extrapolating the findings from this study to other First Nation women who 
have never attended for cervical screening  
 
Response: We have clarified that this pilot study was conducted in First Nation women in Northwest Ontario in the 
Abstract on page 3 and stated that our findings indicate (rather than show as we had written before) that HPV testing 
based on self-sampling is feasible….Please see Discussion/Conclusions on pages 17/18.  
 
This is an important study assessing acceptability of HPV self-sampling in an under-studied and hard to reach group. 
Careful methods have been used to recruit women and to ensure that the research was acceptable to the communities 
in which is was carried out.  
 
I think the manuscript could be improved in the following ways:  
 
1) Inclusion of a review of the literature on acceptability of HPV self-sampling in other groups would make the 
Introduction stronger, and would make it clear how this study adds to the existing literature.  
 
Response: We have included a new paragraph on pages 5/6.  
 
2) The Methods section has a lot of detail about the HPV testing, which I don't think is really relevant to the aims of 
the paper, but no information about the psychological measures used. It would be helpful to add a description of the 
measures and explain how they were developed and validated.  
 
Response: We have kept the information of HPV testing and typing to a possible minimum. It should be possible for 
the readers to understand how this part was performed. Psychosocial measures will be used for the larger study only.  
 
3) I think some of the findings might be easier to read if presented in a table. This would make the Results section 
clearer and more concise.  
 
Response: We have included Table 3.  
 
4) It is not clear what proportion of women approached agreed to provide a self-sample. Did anyone refuse, and if so, 
do you have information on why?  
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Response: Volunteer recruitment has been specified on pages 7/8. Because this was confined to a specific period of 
time, and women were not individually approached, there were no real “refusals”. This aspect will be addressed in the 
larger study.  
 
5) I think some of the conclusions need to be more circumspect given that the women who took part had all had 
cytology screening at least once. Accessing unscreened women is a real difficulty in this kind of research, but I think 
the conclusions need to take this limitation into account.  
 
Response: We have acknowledged this in the first paragraph of the Discussion (page 15) and in the 
Discussion/Conclusion paragraph on pages 17/18.  
 
Reviewer: Israel De Alba, MD MPH  
Associate Clinical Professor  
University of California, Irvine  
USA  
 
• The conclusion and future directions state “Our findings show that HPV testing based on self-sampling is feasible 
among First Nation women”.  
o This is a pilot study and the number of participants, as expected, is fairly small. However, the women participating in 
the study are far from representative or typical of the First Nation women. Over 75% of women had college education 
or higher, 67% were screened at least biannually and “several” participants are local health center employees 
(Discussion section, end of second paragraph). I don’t think we can conclude that there is high acceptance of HPV 
testing among First Nation women based on this atypical sample.  
 
Response: We have acknowledged this fact in the Discussion/Conclusion paragraph on pages 17/18.  
 
• Statistical significance is reported inconsistently through out the manuscript. There is no p value reported in 
willingness to participate in self-sample screening in the future (the main outcome) but there is in importance and 
ease of answering sexual health questions.  
 
Response: In our previous manuscript version, we did not include the “no association” values. We have clarified this 
matter in the entire Results section. Please see pages 10-14. With respect to willingness to participate in self-sample 
screening we reported a frequency value and not a cross-tabulating with another variable. There would have to be a 
null hypothesis stating the expected proportion. However, we have no such null hypothesis here and hence have not 
provided a p value. Note too that we do provide both numerator and denominator whenever we report proportions, so 
any reader who desires them can easily compute confidence intervals.  
 
• The overall HPV positive result is 28%; but please clarify that only 16% are positive for high risk HPV.  
 
Response: We have mentioned these values in the Abstract on page 3 and in the Results section on page 14.  
 
Specific comments  
• Was there any follow up for women that were positive for high risk HPV? Were they referred to a physician? Please 
clarify.  
 
Response: Yes, when sending out the test results, an invitation letter stating that either the HCP or the local 
colposcopy clinic would do further testing if participants did not have their own HCP, which is not uncommon in 
Northern Ontario due to lack of family physicians. The participants were provided with the phone number of the 
colposcopy clinic in Thunder Bay and they were also invited to contact Drs Zehbe and Escott should they have further 
questions or concerns. Please see page 8 where a new paragraph has been added.  
 
• One of the criteria for inclusion was First Nation ethnicity; however, 2 women reported being of ethnicity other than 
First Nation.  
 
Response: They were both Metis who may or may not be regarded Indigenous depending on self-report.  
 
• The results section describes procedure that should have been discussed in the methods section  
 
Response: We are not sure what this reviewer refers to but are convinced that both sections have been appropriately 
separated.  
 
• The conclusion and future directions state “Our findings show that HPV testing based on self-sampling is feasible 
among First Nation women”.  
o This is a pilot study and the number of participants, as expected, is fairly small. However, the women participating in 
the study are far from representative or typical of the First Nation women. Over 75% of women had college education 
or higher, 67% were screened at least biannually and “several” participants are local health center employees 
(Discussion section, end of second paragraph). I don’t think we can conclude that there is high acceptance of HPV 
testing among First Nation women based on this atypical sample.  
 
Response: The same question was raised above by the same reviewer. Please see comment above.  
 
• Statistical significance is reported inconsisttently through out the manuscript. There is no p value reported in 
willingness to participate in self-sample screening in the future (the main outcome) but there is in importance and 
ease of answering sexual health questions   
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Response: The same question was raised above by the same reviewer. Please see comment above.  
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