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VERSION 1 - REVIEW 

REVIEWER Georgios Lyratzopoulos 
University of Cambridge, UK 

REVIEW RETURNED 27-Apr-2014 

 

GENERAL COMMENTS The proposed study is great, it will explore psychosocial factors in 
respect of prolonged patient intervals for patients with head and 
neck cancer. A particular strength of the study is its intended large 
sample size and the interview / questionnaire techniques they aim to 
employ seem very laudable, particularly if interview occur pretty 
soon after diagnosis and before treatment. Using information from 
both case notes, and interviews is also excellent / gold standard 
approach. I do wholeheartedly agree with the authors that there is a 
particular issue with the prolonged interval from symptom onset to 
presentation of patients with oral / head and neck cancers, and 
applaud the investigators for their interest in the area and for setting 
out to do this study.  
I have a small number of concerns that I would like to see 
addressed. They relate to the „anchoring‟ of the proposed study on 
the literature, and the theoretical framework (regarding symptom 
appraisal) that I think are both currently a bit weak and need 
strengthening.  
1. Introduction. First para. I agree with arguments, but please 
consider referencing this recent paper that brings all these measures 
and markers of timeliness of diagnosis of cancer together, in a single 
framework: Lyratzopoulos G. Markers and measures of timeliness of 
cancer diagnosis after symptom onset: A conceptual framework and 
its implications. Cancer Epidemiol. 2014 Apr 14. pii: S1877-
7821(14)00060-5. http://www.ncbi.nlm.nih.gov/pubmed/24742794 It 
will help the authors to convey their message to broader / non-
specialist audiances.  
 
2. Introduction, statement: “On the whole, these studies indicate that 
in Europe, for all cancers combined, the median delay between the 
onset of the first symptoms and the consultation for medical advice 
is three weeks [5].  
The referencing is over-interpreted – citation 5 is a study from 
Denmark, not „Europe‟ (good as the paper is, Europe obviously 
includes a much larger amount of countries and it is not appropriate 
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to generalise out of Denmark to Europe). I think they authors at 
minimum should cite two additional papers that –using 
methodologies very similar to the Danish paper they cite (i.e. using 
information from general practice records of patients subsequently 
diagnosed with cancer) – report on the patient interval of patients 
with several cancers. These are:  
Keeble S, Abel GA, Saunders CL, McPhail S, Walter FM, Neal RD, 
Rubin GP, Lyratzopoulos G. Variation in promptness of presentation 
among 10,297 patients subsequently diagnosed with one of 18 
cancers: Evidence from a National Audit of Cancer Diagnosis in 
Primary Care. Int J Cancer. 2014 Feb 11. doi: 10.1002/ijc.28763. 
[Epub ahead of print] http://www.ncbi.nlm.nih.gov/pubmed/24515930  
And  
Baughan P, O'Neill B, Fletcher E. Auditing the diagnosis of cancer in 
primary care: the experience in Scotland. Br J Cancer. 2009;101 
Suppl 2:S87-91. http://www.ncbi.nlm.nih.gov/pubmed/19956170  
Note both papers are open access and the authors can study 
readily. I am not aware of any further studies, but these 3 studies 
(the Danish, the Scottish and the English ones) are entirely pertinent 
and all three need to be cited.  
 
3. Introduction, statement “However, the median delay by patients 
with head and neck cancers appears longer, varying between 3 and 
9 weeks depending on the study and the location of the primary 
tumor [6-7].”  
This is a key statement – the overall „spirit‟ of it I wholeheartedly 
agree with but the referencing / evidential basis is inadequate and 
old. I would definitely add here cross-references to the papers by 
Keeble et al. 2014, and Baughan et al. 2009, as both provide 
excellent and comparative evidence that indeed patients with either 
oral/pharyngeal cancer (Keeble et al. 2014) or head and neck 
cancers more broadly (Baughan et al 2009 – see in particular figure 
2 of that paper) do have the longer patient intervals (of about 4 
weeks) compared with patients with any other 11 cancers (Baughan 
2009) or against another 17 cancers (Keeble 2014).  
 
4. The theoretical framing should ideally be informed by / be 
juxtaposed to principles of study design enunciated by the Aarhus 
international consensus statement on diagnostic interval studies 
(open access paper: Weller D, Vedsted P, Rubin G, Walter FM, 
Emery J, Scott S, Campbell C, Andersen RS, Hamilton W, Olesen F, 
Rose P, Nafees S, van Rijswijk E, Hiom S, Muth C, Beyer M, Neal 
RD. The Aarhus statement: improving design and reporting of 
studies on early cancer diagnosis. Br J Cancer. 2012;106(7):1262-7.  
http://www.ncbi.nlm.nih.gov/pubmed/22415239 ). Although following 
the principles is not of course obligatory, reflecting on concordance / 
discordance of aspects of the design with those principles will be 
useful to the investigators and subsequent publishability of the 
findings.  
 
5. I believe the theoretical framing / understanding of patient interval 
can be further enhanced by appreciation of sub-intervals relating to 
symptom appraisal („appraisal sub-interval‟) and help-seeking („help-
seeking interval‟) – both forming part of the overall patient interval, 
this framework is best described by Fiona Walter and Susan Scott, 
e.g. Walter F, Webster A, Scott S, Emery J. 2011. The Andersen 
Model of Total Patient Delay: a systematic review of its application in 
cancer diagnosis J Health Serv Res Policy 
http://www.ncbi.nlm.nih.gov/pubmed/22008712 , also Scott SE, 
Walter FM, Webster A, Sutton S, Emery J. The model of pathways 
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to treatment: conceptualization and integration with existing theory. 
Br J Health Psychol. 2013;18(1):45-65. 
http://www.ncbi.nlm.nih.gov/pubmed/22536840  
 
6. I would recommend the protocol focuses more the nature of 
different symptoms of oropharyngeal cancer (e.g. oral ulceration) 
and mechanisms by which these may be „explained away‟ much 
more so than other typical symptoms of other cancers? Is it through 
guilt (if smokers / heavy drinkers)? Ignorance / lack of awareness? 
Negation? Fear? Fatalism? Self-neglect? Lack of access to care? Is 
it because the symptoms are indolent and „familiar‟ – something that 
I think the literature is also suggesting, but tentatively, the authors 
will have much better evidence when they complete their study. Is it 
because of dental care pathways / poor access to dentistry or 
general practice? Etc. I though the protocol on first read at least is 
much more focused on general socio-cultural issues (which are 
important, but may be equally applicable to all cancers – whereas 
here we are interested to find out what is _particular about head and 
neck cancers that makes patients to prolong their help-seeking 
_more so compared with many other cancers. Surely, the 
appreciation / appraisal and interpretation of symptoms holds the 
key to answering his question? A priori cataloguing the symptoms, 
incidentally, will be very useful, and the consider matter such as the 
frequency, degree of awareness and familiarity with each symptom 
during life course (e.g. ulcers are pretty common and are usually 
benign). Etc.  
7. Figure 1 should be attributed to its original / first appearance in a 
paper by Olesen and Vedsted, BJC 2009, not to reference 5 (which 
simply cross-cites it / recycles it).  
8. Although the authors are right in documenting psychosocial 
factors, I think some really recent and very useful literature (from the 
UK as it happens) is missing, eg. I would definitely consider citing  
• Quaife SL, Forbes LJ, Ramirez AJ, Brain KE, Donnelly C, Simon 
AE, Wardle J. Recognition of cancer warning signs and anticipated 
delay in help-seeking in a population sample of adults in the UK. Br 
J Cancer. 2014 Jan 7;110(1):12-8. doi: 10.1038/bjc.2013.684. Epub 
2013 Oct 31.  
• Beeken RJ, Simon AE, von Wagner C, Whitaker KL, Wardle 
J.Cancer fatalism: deterring early presentation and increasing social 
inequalities? Cancer Epidemiol Biomarkers Prev. 2011 
Oct;20(10):2127-31.  
• And other papers, including on awareness, by Austoker J et al BJC 
2009 and also Robb K et all 2009, and Waller J BJC 2009, regarding 
health promotion campaigns (awareness campaigns), 
socioeconomic inequalities in awareness of cancer signs and ethnic 
inequalities in awareness, respectively.  
• Also, paper by Forbes L et al. on international differences in 
awareness / attitudes to wards cancer (BJC 2012)  
9. As a general major comment, the reference list is generally out-of-
date – I could only count one paper form 2011, and everything is 
2009 or earlier. For a paper coming out in 2014, this cannot be right 
– and actually the field has moved on quite a lot. This is the main 
reason why I have tried to help with a plethora of referential 
suggestion.  
10. Please indicate in the paper regarding ethical approval 
considerations – this is not described.  
 
With these minor adjustments, I am really looking forward to seeing 
this protocol published and to reference in the future, and wish the 
authors well with their study and will be looking out for their 
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interesting findings in the years to come. 

 

REVIEWER Beatrix Barry 
Hôpital Bichat-Claude Bernard 

REVIEW RETURNED 13-May-2014 

 

GENERAL COMMENTS This manuscript is the protocol of an original study which aim to 
precise the determinants of patient delay in doctor consultation in 
head and neck cancers. The subject is very interesting because the 
long delay is a specificity in head and neck cancers.  
The protocol is well conducted with a clear endpoint, the number of 
patients is sufficient and recruiting subjects should be easy. 
 
A few points could be precised  
The author‟s proposal to include of 200 with early consultation and 
200 with delayed consultation is not clear because they do not 
precise what is “early consultation”. It can certainly be interpreted in 
term of consultation delay (but this delay should be precised: is it 
three weeks?) or in term of tumoral status.  
The psychological and intellectual status of the patients may be 
main determinants in delaying medical appointment. The authors do 
not precise which scales will be used. 

 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

Reviewer Name Georgios Lyratzopoulos  

Institution and Country University of Cambridge, UK  

Please state any competing interests or state „None declared‟: None declared  

 

1.Introduction.  

First para. I agree with arguments, but please consider referencing this recent paper that brings all 

these measures and markers of timeliness of diagnosis of cancer together, in a single framework: 

Lyratzopoulos G. Markers and measures of timeliness of cancer diagnosis after symptom onset: A 

conceptual framework and its implications. Cancer Epidemiol. 2014 Apr 14. pii: S1877-

7821(14)00060-5. http://www.ncbi.nlm.nih.gov/pubmed/24742794  

It will help the authors to convey their message to broader / non-specialist audiances.  

 

We are grateful for this suggestion enabling us to present the timeliness of diagnosis of cancer more 

precisely. We have added a sentence with this reference to the second sentence of the first 

paragraph page 4, line 4.  

 

 

2. Introduction, statement: “On the whole, these studies indicate that in Europe, for all cancers 

combined, the median delay between the onset of the first symptoms and the consultation for medical 

advice is three weeks [5].  

The referencing is over-interpreted – citation 5 is a study from Denmark, not „Europe‟ (good as the 

paper is, Europe obviously includes a much larger amount of countries and it is not appropriate to 

generalise out of Denmark to Europe). I think they authors at minimum should cite two additional 

papers that –using methodologies very similar to the Danish paper they cite (i.e. using information 

from general practice records of patients subsequently diagnosed with cancer) – report on the patient 
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interval of patients with several cancers. These are:  

Keeble S, Abel GA, Saunders CL, McPhail S, Walter FM, Neal RD, Rubin GP, Lyratzopoulos G. 

Variation in promptness of presentation among 10,297 patients subsequently diagnosed with one of 

18 cancers: Evidence from a National Audit of Cancer Diagnosis in Primary Care. Int J Cancer. 2014 

Feb 11. doi: 10.1002/ijc.28763. [Epub ahead of print] http://www.ncbi.nlm.nih.gov/pubmed/24515930  

And  

Baughan P, O'Neill B, Fletcher E. Auditing the diagnosis of cancer in primary care: the experience in 

Scotland. Br J Cancer. 2009;101 Suppl 2:S87-91. http://www.ncbi.nlm.nih.gov/pubmed/19956170  

Note both papers are open access and the authors can study readily. I am not aware of any further 

studies, but these 3 studies (the Danish, the Scottish and the English ones) are entirely pertinent and 

all three need to be cited.  

 

We agree with our over-interpretation and we have corrected it (page 4, line 16) by citing these very 

interesting papers (page 4, line 19).  

 

 

3.Introduction, statement “However, the median delay by patients with head and neck cancers 

appears longer, varying between 3 and 9 weeks depending on the study and the location of the 

primary tumor [6-7].”  

This is a key statement – the overall „spirit‟ of it I wholeheartedly agree with but the referencing / 

evidential basis is inadequate and old. I would definitely add here cross-references to the papers by 

Keeble et al. 2014, and Baughan et al. 2009, as both provide excellent and comparative evidence that 

indeed patients with either oral/pharyngeal cancer (Keeble et al. 2014) or head and neck cancers 

more broadly (Baughan et al 2009 – see in particular figure 2 of that paper) do have the longer patient 

intervals (of about 4 weeks) compared with patients with any other 11 cancers (Baughan 2009) or 

against another 17 cancers (Keeble 2014).  

 

We agree with this comment and we have added a sentence specifying this key statement with the 

results of the articles (page 4, line 20).  

 

 

4. The theoretical framing should ideally be informed by / be juxtaposed to principles of study design 

enunciated by the Aarhus international consensus statement on diagnostic interval studies (open 

access paper: Weller D, Vedsted P, Rubin G, Walter FM, Emery J, Scott S, Campbell C, Andersen 

RS, Hamilton W, Olesen F, Rose P, Nafees S, van Rijswijk E, Hiom S, Muth C, Beyer M, Neal RD. 

The Aarhus statement: improving design and reporting of studies on early cancer diagnosis. Br J 

Cancer. 2012;106(7):1262-7.  

http://www.ncbi.nlm.nih.gov/pubmed/22415239 ). Although following the principles is not of course 

obligatory, reflecting on concordance / discordance of aspects of the design with those principles will 

be useful to the investigators and subsequent publish ability of the findings.  

 

We agree with the usefulness of pointing out the concordance and discordance of the design, 

especially for further researchers, we have added a specific paragraph with these points in the 

discussion section, entitled “Strengths and limitations of the design” (page 15, line 21).  

 

 

5. I believe the theoretical framing / understanding of patient interval can be further enhanced by 

appreciation of sub-intervals relating to symptom appraisal („appraisal sub-interval‟) and help-seeking 

(„help-seeking interval‟) – both forming part of the overall patient interval, this framework is best 

described by Fiona Walter and Susan Scott, e.g. Walter F, Webster A, Scott S, Emery J. 2011. The 

Andersen Model of Total Patient Delay: a systematic review of its application in cancer diagnosis J 

Health Serv Res Policy http://www.ncbi.nlm.nih.gov/pubmed/22008712 , also Scott SE, Walter FM, 
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Webster A, Sutton S, Emery J. The model of pathways to treatment: conceptualization and integration 

with existing theory. Br J Health Psychol. 2013;18(1):45-65. 

http://www.ncbi.nlm.nih.gov/pubmed/22536840  

 

We agree with the importance of appreciating these sub-intervals. They are indeed implicitly taken 

into account in the processes assumed to determine the delay. We have added references to these 

sub-delays to link them to psychosocial components (page 5, line 10). Moreover, we plan to link the 

expected outcomes to this theoretical framework (page 15, line 9).  

 

6. I would recommend the protocol focuses more the nature of different symptoms of oropharyngeal 

cancer (e.g. oral ulceration) and mechanisms by which these may be „explained away‟ much more so 

than other typical symptoms of other cancers? Is it through guilt (if smokers / heavy drinkers)? 

Ignorance / lack of awareness? Negation? Fear? Fatalism? Self-neglect? Lack of access to care? Is it 

because the symptoms are indolent and „familiar‟ – something that I think the literature is also 

suggesting, but tentatively, the authors will have much better evidence when they complete their 

study. Is it because of dental care pathways / poor access to dentistry or general practice? Etc. I 

though the protocol on first read at least is much more focused on general socio-cultural issues 

(which are important, but may be equally applicable to all cancers – whereas here we are interested 

to find out what is _particular about head and neck cancers that makes patients to prolong their help-

seeking _more so compared with many other cancers. Surely, the appreciation / appraisal and 

interpretation of symptoms holds the key to answering his question? A priori cataloguing the 

symptoms, incidentally, will be very useful, and the consider matter such as the frequency, degree of 

awareness and familiarity with each symptom during life course (e.g. ulcers are pretty common and 

are usually benign). Etc.  

 

We totally agree that the nature of the symptoms is determinant in understanding the appraisal and 

process of consultation as well as in differentiating determinants of delay for head and neck cancers 

from other cancers. We plan to measure them using a face-to-face questionnaire for a list of 

symptoms usually associated with head and neck cancer, 1) the presence, 2) the duration and 3) 

whether the patient perceives a link with cancer of each symptom. In addition, some questions are 

asked about usual health behaviors such as frequency and difficulties of consultations, and risk 

behaviors such as tobacco and alcohol consumption. Moreover, the self-assessment questionnaire 

explicitly asks questions about the perceived gravity of the symptoms and emotional regulation such 

as avoidance or cognitive reevaluation. Finally, the interviews will allow the perceived symptoms as 

well their interpretation and reactions to be evaluated thoroughly. We expect that the interviews will 

reveal several complex processes from the perception of symptom(s) specific to head and neck 

cancers to the consultation. Taken together, and because it is also possible to test the links between 

the nature of the symptoms and the different determinants, we think we will be able to address the 

mechanisms linked with these different symptoms.  

 

In order to enable the readers to understand these elements, we have added details in the 

assessment section (from page 10, line 21).  

 

Moreover, in order to highlight the importance of symptom interpretation and attribution, we have 

added some references (page 5, line 22).  

 

 

7. Figure 1 should be attributed to its original / first appearance in a paper by Olesen and Vedsted, 

BJC 2009, not to reference 5 (which simply cross-cites it / recycles it).  

 

We apologize for this mistake. The reference has been corrected page 4, line 12; page 19, line 17; 

page 25, line 3.  
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8. Although the authors are right in documenting psychosocial factors, I think some really recent and 

very useful literature (from the UK as it happens) is missing, eg. I would definitely consider citing  

• Quaife SL, Forbes LJ, Ramirez AJ, Brain KE, Donnelly C, Simon AE, Wardle J. Recognition of 

cancer warning signs and anticipated delay in help-seeking in a population sample of adults in the 

UK. Br J Cancer. 2014 Jan 7;110(1):12-8. doi: 10.1038/bjc.2013.684. Epub 2013 Oct 31.  

• Beeken RJ, Simon AE, von Wagner C, Whitaker KL, Wardle J.Cancer fatalism: deterring early 

presentation and increasing social inequalities? Cancer Epidemiol Biomarkers Prev. 2011 

Oct;20(10):2127-31.  

• And other papers, including on awareness, by Austoker J et al BJC 2009 and also Robb K et all 

2009, and Waller J BJC 2009, regarding health promotion campaigns (awareness campaigns), 

socioeconomic inequalities in awareness of cancer signs and ethnic inequalities in awareness, 

respectively.  

• Also, paper by Forbes L et al. on international differences in awareness / attitudes towards cancer 

(BJC 2012)  

 

We accept the need to document psychosocial factors further and have added these very interesting 

references (page 5, line 22).  

9. As a general major comment, the reference list is generally out-of-date – I could only count one 

paper form 2011, and everything is 2009 or earlier. For a paper coming out in 2014, this cannot be 

right – and actually the field has moved on quite a lot. This is the main reason why I have tried to help 

with a plethora of referential suggestion.  

 

We agree and we have corrected this by suppressing older articles and adding more recent ones – 

based on the excellent recommendations of the Reviewer and of other recent articles (please see 

these modifications in the reference list as well as in text citations).  

 

10. Please indicate in the paper regarding ethical approval considerations – this is not described.  

 

We have added the ethical approval consideration in the method part (page 7, line 20).  

 

With these minor adjustments, I am really looking forward to seeing this protocol published and to 

reference in the future, and wish the authors well with their study and will be looking out for their 

interesting findings in the years to come.  

Reviewer: 2  

Reviewer Name Beatrix Barry  

Institution and Country Hôpital Bichat-Claude Bernard  

 

 

Please state any competing interests or state „None declared‟: none declared  

 

This manuscript is the protocol of an original study which aims to precise the determinants of patient 

delay in doctor consultation in head and neck cancers. The subject is very interesting because the 

long delay is a specificity in head and neck cancers. The protocol is well conducted with a clear 

endpoint, the number of patients is sufficient and recruiting subjects should be easy.  

 

A few points could be precised  

The author‟s proposal to include of 200 with early consultation and 200 with delayed consultation is 

not clear because they do not precise what is “early consultation”. It can certainly be interpreted in 

term of consultation delay (but this delay should be precised: is it three weeks?) or in term of tumoral 

status.  
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We agree that this point needs more precision. We have added this on page 13, line 19. We will 

constitute groups based on our data because there is not sufficient French literature in our opinion to 

determine theoretically the point for delimiting the groups. Therefore, we chose the median to create 

the early vs. delayed consultation groups. Nevertheless, according to data distribution, other criteria 

could be explored.  

 

 

The psychological and intellectual status of the patients may be main determinants in delaying 

medical appointment. The authors do not precise which scales will be used.  

 

We agree again with this point. We have added some details about the self-assessment questionnaire 

(page 11, line 3).  

 

Moreover, we have added a paragraph on the strengths and limitations of the measures used in the 

design to the discussion section page 15, line 21. 

VERSION 2 – REVIEW 

REVIEWER Georgios Lyratzopoulos 
University of Cambridge, UK 

REVIEW RETURNED 04-Jul-2014 

 

- The reviewer completed the checklist but made no further comments. 
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