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GENERAL COMMENTS Abstract:  
Assuming that there are some additional words that can be added to 
the abstract, what does ‗unhelpful variation‘ mean as mentioned at 
the end of the Objectives section? I was also not clear what was 
meant by ‗interviewers commenting on preliminary reports‘ which 
appears at the end of the Design section.  
In terms of the results, is it the case that the first broad category of 
non-clinical factors related to factors imposed by the health care 
system that were then compounded by regional difference? Specific 
cities are mentioned after each of these factors. And this appears to 
be part of the conclusions mentioned at the end of the abstract i.e. 
Network/regional variation. I think this also needs to be explicitly 
stated in the results part of the Abstract.  
 
Background:  
Page 6, line 10: Explain the ‗GRACE‘ abbreviation. It is explained on 
page 7, but it will make more sense to explain it in the first place 
where it is mentioned.  
 
Page 6, line 27: What does ‗clinical method‘ mean?  
Method:  
When did the study take place?  
Page 7: What was the rationale for 10 clinicians per network?  
 
Page 7, line 41: ‗translation of data‘. Does this mean the translation 
of the transcripts? Translation is mentioned later under Data 
analysis. Was recruitment via a letter, telephone call? Some detail is 
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given about this in the COREQ checklist, but this kind of detail also 
needs to be reported in the main body of the paper.  
Page 7/8: Pilot interviews are mentioned. Who took part in these 
interviews and how many were undertaken?  
Page 8, line 3: Study documents required by ethics committees. 
Does this refer to consent and participant information sheets?  
Page 8: The aim of the study was to explore ‗non-clinical factors‘. 
However, the broad topic areas e.g. factors affecting management of 
patients, seem ‗clinical‘ so how were questions phrased to allow the 
‗non-clinical‘ aspects to emerge  
There is further detail in the COREQ checklist about data saturation. 
This type of detail would usually appear in the Method of the paper. 
Normally, transcripts are checked against original recordings, so 
how was this checking conducted following translation? Was there 
any attempt to back-translate the transcripts to ensure that 
‗local/regional‘ nuances had not been lost during translation?  
Again, as in the abstract, a comment is made about ‗preliminary‘ 
themes being validated by the interviewers. What did this entail, and 
what happened at this workshop?  
Results:  
How many clinicians agreed to participate from those approached? 
How long did interviews last? Some detail is given about these in the 
COREQ checklist, but again, I would expect to see this type of thing 
in the main body of the paper.  
The authors highlight that the first group of factors operated within 
individual networks, which is what I was surmising in my comment 
about the abstract content. This needs to be reinforced in the 
abstract.  
Page 10, line 14: how did the authors assess ‗vigour‘?  
Page 11: In the context of the Milan network, did unofficial supply of 
antibiotics by pharmacists (line 35) represent supply without a 
prescription?  
Page 12, lines 12-14-why did the interviewers prompt the doctors 
about guidelines in this network? Why was this not done in other 
networks?  
Six networks are specifically mentioned in relation to these non-
clinical factors. What about the other networks? Were these factors 
not relevant to them, or were there other issues which were more 
pertinent?  
The quote presented in Table 2 about tolerating uncertainty didn‘t 
seem to reflect this theme. Based on the descriptor of ‗tolerating 
uncertainty‘, I took this to mean the doctor was more at ease with 
uncertainty, but the quote seemed to be about the patient‘s reaction 
to a decision.  
The ‗+‘ and ‗–‗ symbols prior to the descriptors need to be explained 
as a footnote to the table.  
The section on pages 14-15 on self-belief did not really reflect what 
was contained in the quotes in table 2. This particularly relates to the 
tolerating uncertainty issue.  
In relation to the section on Commitment to shared decision-making, 
the text about the difference between those who were recently 
qualified vs. more experienced, was also not reflected in the quotes. 
As a general comment about the presentation of the quotes, there 
needs to be greater convergence of these with the supporting 
narrative and vice verse.  
I also wondered about the ‗non-clinical‘ nature of some of these 
factors. In this theme, the authors comment on the patient 
developing complications and a deteriorating condition. Some of the 
participants recounted how they prescribed antibiotics on the basis 
of other clinicians‘ experiences, or their own experiences with 
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patients. So how are these examples ‗non-clinical‘? Surely this 
represents responses to changes in clinical status?  
Discussion:  
The heading on page 16 should read as ‗Principal findings‘ rather 
than ‗Principle..‘  
Page 17, line 16: again, this term ‗clinical method‘ appears, and I 
think if needs more explanation  
Page 17, The paragraph on clinicians‘ self-belief in decision making 
(starting on line 21) does not seem to be consistent with the results. 
In the discussion paragraph, the authors highlight low confidence 
and tolerance, but this is not what the results conveyed.  
Spelling of ‗loosing‘ should be ‗losing‘ (page 17, line 36)  
Page 17, line 47/48. I was unclear about the point in relation to the 
hierarchical relationship between doctor and patient. How does this 
affect antibiotic prescribing?  
Page 18: I think another limitation which has not been addresses is 
the translation of the transcripts, and how this may have affected the 
validity of the analysis. 

 

REVIEWER Edward Velasco, SM  
Epidemiologist  
Infectious Disease Epidemiology  
Robert Kock-Institut  
Berlin, Germany 

REVIEW RETURNED 08-Apr-2012 

 

THE STUDY Participants:  
The participants are not described and inclusion and exclusion 
details are not provided. A table showing the demographic 
information of interviewed parties would greatly strengthen the ability 
to interpret the results. While the authors rightly mention that 
qualitative studies should not aim to be representative, any 
convenience sample that was used should be described and 
justified. For example, what was the number of physicians in specific 
physicians‘ specialties treating respiratory infections as a proportion 
to the overall number of physicians in each country? There is very 
little discussion about this, and it would be helpful in showing the 
reader who was interviewed and why.  
 
Limitations:  
Page 18, line 41. General: I find there to be some problem with the 
limitation regarding physicians not being representative of the 
respective countries at large – this is understandable, qualitative 
studies can only capture such data in a very limited way. However, 
the article claims to provide a „9 country― comparison, and as the 
study only interviewed some individuals from the countries, this 
might mean that this is misleading. Perhaps it should be called an 
„interview study with individual physicians selected from 9 countries― 
or something to this effect, in order to scale down the claim.  
 
Page 5, Line 3: The clinicians who participated were affiliated to a 
research network so may not have been representative of all GPs in 
their country. Too vague, more specific detail needed.  
 
 
Methods  
For the methods section, more detailed information about the case 
used during interviews would be helpful to the reader.  
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English:  
There are minor English language mistakes and a few unclear 
sentences that might warrant review. Specifically, page 6, line 54; 
page 7 line 25; page 17, first paragraph and line 36 „losing― not 
„loosing― patients. 

RESULTS & CONCLUSIONS General Comments:  
Page 13: The format of table 2 is confusing for the reader.  
 
Page 14: Good, some discussion of clinician self belief,, more 
qualitative results would leave a more through impression.  
Page 14: Line 32 The emotional investment clinicians put into 
discussing management decision is also varied. The authors provide 
good comments.  
 
Page 12, line 5: Regarding ―lack of consistent guidelines in the 
Balatonf red and   d  networks‖ This section needs more support. 
More quotes and more concise statements would help the reader.  
 
Overall, more quotes and more concise statements would better 
illustrate the points being made.  
 
Page 19: Regarding statements in the paragraph beginning with 
―Interventions for achieving a reduction in antibiotic prescribing will 
need to consider factors associated with health care system...." I 
wonder: are these problems specific to the health care system? It is 
rather a „situational― or environmental problem; rather those factors 
which might also be found outside of the conventional ―health 
system‖… perhaps due to less regulation or differential use? This 
aspect – one that might require a focus on systemic issues unique to 
each practice setting and country—is missing from the manuscript. It 
would make it a much more interesting read. What is unique about 
Southampton or Tromso or Lodz? What are the SES or 
demographic differences that might be related here? Are there any 
issues related to difference between member states? Page 19, line 
17: there is some comment on the need for government to be aware 
of these factors, yet the short line is rather simplistic. More 
discussion on this would greatly strengthen the manuscript.  
 
LRTI management  
Additionally, there is little said about the role of respiratory 
diagnoses and how this is important to these specific findings. How 
might this have been different for other types of diagnoses? Would 
self-medicating/management be more prominent for those 
experiencing UTIs, for example?  
 
COREQ checklist:  
Domain 1 is confusing. Personal characteristics list ends, after which 
a gap appears in the table and then starts again at point 6 
"Relationship with participants," which in turn seems to be cut off? 

GENERAL COMMENTS Qualitative methods provide a great way for the interview to interpret 
some of the ―soft‖ qualities that might be measured during data 
collection, like whether or not a physician is angry or happy or 
enthusiastic when talking about specific issues. It seems that the 
face-to-face methods used by the authors would certainly have 
enabled this. Were there any attempts to collect this data? If there 
were not, why not?  
 
The relationship between the interviewers and the participants is 
unclear, and whether or not this compromises the study results 
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remains vague. Since the interviewers were part of the network 
seeking information on participants within the same network, could 
their answers have been influenced by this relationship? This is 
likely able to be explained, but this is a limitation that must be 
addressed in full detail within the manuscript. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1  

1. Reviewer comment: Abstract: Assuming that there are some additional words that can be added to 

the abstract, what does ‗unhelpful variation‘ mean as mentioned at the end of the Objectives section?  

Response: The term ‗unhelpful variation‘ refers to variation in prescribing that does not improve 

patients‘ outcomes. We have now added a sentence to explain this (page 2, para 1):  

―Variation in antibiotic prescribing that is not warranted by differences in illness and clinical 

presentation may increase selection of resistant organisms, contributing to the problem of antibiotic 

resistance.‖  

 

2. Reviewer comment: Abstract: I was also not clear what was meant by ‗interviewers commenting on 

preliminary reports‘ which appears at the end of the Design section.  

Response: To enhance validation of the analytic approach, interviewers were presented with the 

preliminary analytic themes at an early stage. A written report was produced for each network with 

analytic themes and quotations used to support each theme. Interviewers commented on the report 

for their own specific network and attended a workshop with the Cardiff research team to discuss 

these themes. In this way not only were the themes validated, but the key quotations were checked to 

ensure the data had been interpreted in the way the interviewer had understood. This was crucial as 

the data had been translated from the original language and analysed in English by the research team 

based in Cardiff.  

The sentence in the Design section has been modified to explain this (page 2, para 2):  

―…and with interviewers commenting on preliminary analytic themes‖.  

 

3. Reviewer comment: Abstract: In terms of the results, is it the case that the first broad category of 

non-clinical factors related to factors imposed by the health care system that were then compounded 

by regional difference? Specific cities are mentioned after each of these factors. And this appears to 

be part of the conclusions mentioned at the end of the abstract i.e. Network/regional variation. I think 

this also needs to be explicitly stated in the results part of the Abstract.  

Response: Yes, the first category of non-clinical factors related to factors imposed by the health care 

system operating within the region that the research network was situated in. We have clarified this by 

adding (page 2, para 5):  

―Firstly, factors imposed by the health care system operating within specific regional networks, 

including patient access to antibiotics without consulting a doctor (Barcelona and Milan), systems to 

reduce patient expectations for antibiotics (Southampton and Antwerp), and lack of consistent 

treatment guidelines (Balatonf red and   d )‖.  

 

4. Reviewer comment: Background: Page 6, line 10: Explain the ‗GRACE‘ abbreviation. It is explained 

on page 7, but it will make more sense to explain it in the first place where it is mentioned.  

Response: We have now moved the explanation for the GRACE acronym to the first time it is 

mentioned on page 6, para 1. It now reads:  

―In the GRACE-01 (Genomics to combat Resistance against Antibiotics in Community-acquired LRTI 

in Europe) observational study of variation in antibiotic prescribing for acute cough, patients included 

in networks based around the cities of Bratislava, Milan, Balatonf red,   d , and Cardiff were twice 

as likely to be prescribed antibiotics than the overall mean while patients in the Tromsø‖,  

However, to avoid disrupting the flow of the background, we have kept the more detailed explanation 
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and webaddress in the existing place when GRACE is next mentioned on page 7, para 2.  

 

5. Reviewer comment: Background: Page 6, line 27: What does ‗clinical method‘ mean?  

Response: We have now clarified this by adding (page 6, para 1):  

―Most likely, variation in clinical presentation and assessment of clinical factors (e.g. aspects of the 

medical history, clinical signs, and investigations) do not give sufficient insights into the reason for this 

variation. [2-6]‖  

We have also clarified this in the abstract where mention was made of clinical method (page 2, para 

1):  

―There is wide variation between European countries in antibiotic prescribing for patients in primary 

care with lower respiratory tract infection (LRTI) that is not explained by case mix and clinical factors 

alone‖.  

 

6. Reviewer comment: Method: When did the study take place?  

Response: We state in the ‗Methods Setting and recruitment‘ section (page 8, para 1), ―Recruitment 

took place between January 2007 and February 2008‖.  

 

7. Reviewer comment: Method: Page 7: What was the rationale for 10 clinicians per network?  

Response: The justification for sample size relates to the discussion about data saturation and 

sampling strategy. Ideally, we would have collected data until we reached data saturation however 

this was not possible due to the design of the study. We have added two sentences to explain this 

(page 7, para 2). This now reads:  

―As recruitment had to be carried out locally by facilitators within each network, and individual clinician 

characteristics (such as age and gender) were not available to the Cardiff research team prior to 

consent, it was not possible to purposefully sample clinicians according to specific criteria. It was 

therefore felt that random sampling was more methodologically sound than convenience sampling 

which could be open to bias. Our study design did not allow for us to check data saturation at the time 

of data collection as there was a necessary time delay between data collection and analysis while the 

interviews were transcribed then translated into English for analysis. However, this was taken into 

account when the sample size was determined and based on our previous research in this area, we 

ensured that it was sufficiently large to capture a range of contrasting experiences. [11]‖.  

 

8. Reviewer comment: Method: Page 7, line 41: ‗translation of data‘. Does this mean the translation of 

the transcripts? Translation is mentioned later under Data analysis.  

Response: Yes, this does refer to translation of the interview transcripts, this has been clarified to now 

read (page 8, para 1):  

―A national network facilitator (NNF) oversaw recruitment, interviews, transcription, and translation of 

the interview transcripts‖  

We have also added more detail about the process of translation and checking. Please see response 

to comment 30 for this.  

 

9. Reviewer comment: Was recruitment via a letter, telephone call? Some detail is given about this in 

the COREQ checklist, but this kind of detail also needs to be reported in the main body of the paper.  

Response: We have now added this to the main body of the paper (page 7, para 2):  

―Primary care clinicians were randomly selected from participating health care practices to generate a 

maximum target of 10 clinicians per network and approached via face-to-face or telephone contact‖.  

 

10. Reviewer comment: Method: Page 7/8: Pilot interviews are mentioned. Who took part in these 

interviews and how many were undertaken?  

Response: This refers to the practice interviews and we have re-named them and added a sentence 

to clarify this (pa8, para 2). This now reads:  

―Interviewers were given face-to-face training in research procedures and interviewing, and carried 
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out video-recorded practice interviews with peer and expert feedback. The interview guide was 

revised in the light of feedback from these practice interviews‖.  

Nine of the ten interviewers at the training session carried out practice interviews with actual GPs. 

The other interviewer was not confident in carrying out the interview in English, which was required at 

the training session, but sat in on the practice interviews to hear the feedback. Two other interviewers 

joined during the study. One had qualitative experience already and received training via online 

methods and in person. The other received online training materials and was also trained by the 

original interviewer before she left. We can provide this level of detail in the manuscript if you wish but 

felt it might be too lengthy. We would welcome your thoughts on this.  

 

11. Reviewer comment: Method : Page 8, line 3: Study documents required by ethics committees. 

Does this refer to consent and participant information sheets?  

Response: Submission and ethical approval was handled by the study facilitators for each network. 

Facilitators translated and back translated the consent form and participant information sheet. This 

has now been added and reads (page 8, para 2):  

―Study documents (including consent form and participant information sheet) required by ethics 

committees were translated and back translated to ensure accuracy‖.  

 

12. Reviewer comment: Method: Page 8: The aim of the study was to explore ‗non-clinical factors‘. 

However, the broad topic areas e.g. factors affecting management of patients, seem ‗clinical‘ so how 

were questions phrased to allow the ‗non-clinical‘ aspects to emerge  

Response: We have provided a more detailed table (table 1) which includes interview guide headings, 

sub-headings and main interview questions.  

The issue of non-clinical factors was mainly pursued in the second section of the interview guide (as 

now shown in the manuscript in table 1, pages 8-9):  

Perceptions of own antibiotic prescribing practice: Other factors: In addition to the clinical factors 

we‘ve just discussed, what other factors have an effect on your antibiotic prescribing decisions? 

Prompts: Patient expectations, policy, practice factors, financial, pharmaceutical market  

AND  

Communication about management/prescribing: Do the expectations of the patient have an influence 

on your decision to prescribe antibiotics?  

However, talk about non-clinical factors was not confined to this part of the interview as, due to the 

semi-structured and flexible nature of the qualitative interview, this topic could be spontaneously 

initiated by the interviewee at other points in the interview.  

 

13. Reviewer comment: There is further detail in the COREQ checklist about data saturation. This 

type of detail would usually appear in the Method of the paper  

Response: We have added two sentences to discuss data saturation in the methods section of the 

paper (page 7, para 2):  

―Our study design did not allow for us to check data saturation at the time of data collection as there 

was a necessary time delay between data collection and analysis while the interviews were 

transcribed then translated into English for analysis. However, this was taken into account when the 

sample size was determined and we ensured that it was sufficiently large to capture a range of 

contrasting experiences‖.  

 

14. a) Reviewer comment: Normally, transcripts are checked against original recordings, so how was 

this checking conducted following translation? Was there any attempt to back-translate the transcripts 

to ensure that ‗local/regional‘ nuances had not been lost during translation?  

14. b) Reviewer comment: Again, as in the abstract, a comment is made about ‗preliminary‘ themes 

being validated by the interviewers. What did this entail, and what happened at this workshop?  

Response: 14. a) We have added more detail on the translation and checking process in the Methods 

Data collection section (page 10, para 1):  
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―Translators were asked to translate the speech verbatim and not as ‗corrected‘ speech. This was in 

order to capture the most ‗pure‘ meaning as intended by the interviewee, and avoid any preliminary 

revisions before the analysis team received the data. The interview transcripts were translated into 

English by the interviewer in four of the networks. Where this was not possible – due to time 

constraints or limited proficiency in English – a translator was hired. The interviewers, or a 

representative, from each of the networks checked the meaning of the data extracts on which the 

main analysis was based at a workshop validating analytic themes. It was decided that the 

translations should not be edited for grammatical ‗correctness‘ and should remain as translated in 

order to maintain authenticity. However, if the meaning of an individual quote, to be used for analysis, 

was unclear then the NNF/interviewer was contacted to confirm the true meaning and the translated 

quote was altered accordingly‖.  

 

We have also added a section in Strengths and limitations to address this, and added a reference to 

Birbili (2000) which was consulted during the study design stage when decisions were being made 

about the translation process (page 22, para 1):  

―The process of translating data from one language to another may have resulted in some of the 

interviewees‘ original meaning being lost, altered or misinterpreted. However, we attempted to 

address this through a number of measures including face to face training and an explicit process 

developed before data collection started.[32] The interview guide was discussed at length at the 

training session with all interviewers to ensure that there was shared understanding of the purpose of 

the questions being asked, and whether there were any cultural differences in how concepts were 

understood. Interviewers were also asked to back translate the interview guide. The interviewers were 

asked to translate the data as they had first-hand experience of the data, and of the culture of the 

people being studied. Where this was not possible, a native-speaking translator with similar 

understanding of the culture was hired. After the data had been translated the interviewers, or a 

representative, from each of the networks checked the meaning of the data extracts on which the 

main analysis was based‖.  

 

Response 14b)We have also provided more information on the validation of themes by interviewers – 

please see response to comment 2.  

 

15. Reviewer comment: Results: How many clinicians agreed to participate from those approached? 

How long did interviews last? Some detail is given about these in the COREQ checklist, but again, I 

would expect to see this type of thing in the main body of the paper.  

Response: A sentence has been added in the methods setting and recruitment section to address 

non-participation (page 7, para 2):  

―Non-participation was generally low. However exact rates are not available as screening logs were 

not returned for all networks‖.  

A sentence has been added in the results section of the manuscript to demonstrate interview duration 

(page 12, para 1):  

―Interviews ranged between 16 to 100 minutes duration, with an average of 37 minutes‖.  

 

16. Reviewer comment: Results: The authors highlight that the first group of factors operated within 

individual networks, which is what I was surmising in my comment about the abstract content. This 

needs to be reinforced in the abstract.  

Response: We have clarified this in the abstract by adding (page 2, para 5):  

―Firstly, factors imposed by the health care system operating within specific regional networks 

including patient access to antibiotics without consulting a doctor (Barcelona and Milan), systems to 

reduce patient expectations for antibiotics (Southampton and Antwerp), and lack of consistent 

treatment guidelines (Balatonf red and   d )‖.  

 

Please also see response to comment 3.  
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17. Reviewer comment: Results: Page 10, line 14: how did the authors assess ‗vigour‘? Response: 

Factors were identified by both the frequency and vigour with which they were talked about. Vigour 

referred to the extent to which clinicians‘ elaborated upon and/or engaged with a theme. This way we 

captured views on a theme whether they were positive or negative, i.e. whether clinicians‘ said a 

factor did or did not influence their prescribing. We have clarified this in the manuscript as follows 

(page 12, para 3:  

―We identified system related factors associated with a particular network by both the frequency and 

vigour (extent to which clinicians elaborated upon and/or engaged with a theme) with which clinicians 

talked about them.‖  

 

18. Reviewer comment: Results: Page 11: In the context of the Milan network, did unofficial supply of 

antibiotics by pharmacists (line 35) represent supply without a prescription? Response: This sentence 

refers to antibiotics obtained and taken by the patient before s/he has visited the clinician to receive 

advice. We have now clarified this as (page 14, para 1):  

―Clinicians in the Milan network also reported that self-management with antibiotics occurred as 

antibiotics might also be supplied directly to patients by pharmacists before they had consulted the 

clinician (extract 2)‖.  

 

19. Reviewer comment: Results: Page 12, lines 12-14-why did the interviewers prompt the doctors 

about guidelines in this network? Why was this not done in other networks? Response: The question 

―do you use guidelines‖ was included in relation to antibiotic management in the interview guide used 

by interviewers for all networks. As these were semi-structured interviews this question would not 

necessarily have been asked in exactly this same form in all networks. However, interviewers in all 

networks would have asked clinicians about the sources of information they were aware of, and 

whether or not they used them to guide them in their management of patients with LRTI. As the 

inclusion of this sentence seems misleading we have omitted it to now read (page 14, para 3):  

―The lack of formal, consistently available national guidelines on antibiotic prescribing was an issue 

discussed by clinicians in the Balatonf red and   d  networks. In Balatonf red the majority of 

clinicians were not aware of a single national guideline on antibiotic prescribing (extract 5)‖.  

 

20. Reviewer comment: Six networks are specifically mentioned in relation to these non-clinical 

factors. What about the other networks? Were these factors not relevant to them, or were there other 

issues which were more pertinent?  

Response: As we describe (page 12, para 3), ―We identified system related factors associated with a 

particular network by both the frequency and vigour (extent to which clinicians‘ elaborated upon and 

engaged with a theme) with which clinicians talked about them‖.  

Therefore, only those networks where that factor was most vigorously identified are described.  

 

Four other potential factors emerged and the decision on whether/how to include them in the paper 

was as follows:  

1. Triaging patients in Cardiff and Utrecht: Some clinicians in the Cardiff and Utrecht networks 

referred to the mechanisms that are in place that triage or filter patients according to whether they 

need to be seen by the clinician or not (triage by nurses in Cardiff and telephone triage by medical 

assistants in Utrecht). While this makes a difference to the patient population that the clinician actually 

gets to see, i.e. the ‗more sick‘ patients (or the more insistent) it does not necessarily directly impact 

on decision whether to prescribe or not, which is the focus of our paper.  

2. Free choice of doctors in Antwerp and Tromsø: A very small number of clinicians in the Antwerp 

and Tromsø based networks talked about the influence of patients having free choice to consult 

different clinicians about the management decision. The extra pressure to make the ‗right‘ 

management decision, i.e. a decision that is satisfactory to the patient, when patients are able to 

leave and consult a different Doctor was discussed. As this was only mentioned by small number of 
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clinicians this is not discussed in detail in the paper, but reference is made on page 15, para 2: ―Apart 

from the occasional mention of competition between practices for patients in the Antwerp based 

network, ‗business‘ related factors were not prominent in clinicians‘ accounts‖.  

3. End of week prescribing: The pressure to prescribe antibiotics if seeing a patient at the end of week 

was mentioned in the Cardiff based network in relation to allowing patients to avoid having to use the 

out of hours system but this link was only mentioned by a small number of clinicians. Otherwise they 

(and some clinicians in other networks) talked more generally about end of week prescribing in 

relation to worry and confidence, which is dealt with in the paper in the section on clinician individual 

characteristics ‗self-belief in decision making‘ (page 17, para 2): ―Some clinicians reported that they 

felt more pressure to prescribe to patients if they consulted on a Friday in case the patient‘s condition 

deteriorated over the weekend‖.  

4. Health care reform in Balatonfured: Many clinicians in the Balatonfüred based network brought up 

the recent health reform in Hungary as having an impact on their management decision. In particular, 

clinicians explained that the ―law orders‖ they prescribe the cheapest medication available 

(Balatonf red clinician 286) and that antibiotics are arranged in a ―red, yellow, green system‖ 

(Balatonfüred clinician 426). If a particular antibiotic is listed in the red zone, even if clinicians believe 

it is the most clinically relevant, they will be questioned by the OEP (National Health Insurance Fund 

Administration) if they decide to prescribe it. However, this directly relates to decision about antibiotic 

type and therefore we have not included this in this paper as the scope of this paper is decision of 

whether or not to prescribe rather than decisions about antibiotic type and course (duration etc ).  

 

21. Reviewer comment: Results: The quote presented in Table 2 about tolerating uncertainty didn‘t 

seem to reflect this theme. Based on the descriptor of ‗tolerating uncertainty‘, I took this to mean the 

doctor was more at ease with uncertainty, but the quote seemed to be about the patient‘s reaction to 

a decision.  

Response: We have now taken out this quote and replaced it with a more appropriate extract (now 

table 3, extract 11, page 16):  

―When one is younger one is usually, maybe correctly so, or maybe incorrectly so, one is a bit more 

uncertain and tends to rely more heavily on diagnostic testing. As one gets older one tends to be a bit 

more self-confident and may reason ‗well I‘ve seen so many similar situations before, I‘m fairly sure of 

my diagnosis‘(Milan 65)‖.  

 

We have numbered quotes in the table so they can be referred to in the narrative to help make the 

link more explicit between the two (as you suggest in comment 25).  

 

We have added the following to the end of the sentence to make this more explicit (page 18, para 1):  

―Clinicians‘ confidence in assessing whether antibiotics were appropriate or not appeared to be 

related to clinicians‘ own knowledge and experience (extract 10), with clinicians‘ reporting increased 

confidence as they saw more patients over time with similar symptoms (extract 11)‖.  

 

We have also added another example (table 3, extract 10), page 16):  

―I struggle to an extent with my confidence at not giving antibiotics and with patient expectation to give 

antibiotics. Um, but I think that we‘re in a climate where antibiotic prescribing is reducing as people 

[...] are more amenable to the idea that an antibiotic may not be necessary. But I think the threshold at 

which one uses them is still something that I feel that I slightly struggle with‖( Southampton 43)  

 

22. Reviewer comment: Results: The ‗+‘ and ‗–‗ symbols prior to the descriptors need to be explained 

as a footnote to the table.  

Response: We have omitted the ‗+‘ and ‗–‗ symbols in the table as we now refer to the extracts by 

number in the narrative in relation to discussion of the themes. Given the extracts are specifically 

linked to the text we felt there was no need for the + and – symbols in the table.  
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23. Reviewer comment: Results: The section on pages 14-15 on self-belief did not really reflect what 

was contained in the quotes in table 2. This particularly relates to the tolerating uncertainty issue.  

 

Response: Please see response to comment 21.  

 

24. Reviewer comment: Results: In relation to the section on Commitment to shared decision-making, 

the text about the difference between those who were recently qualified vs. more experienced, was 

also not reflected in the quotes.  

Response: We have added an extract in table 3 (extract 11, page 16) which illustrates the point about 

age/experience of clinician and confidence: ―When one is younger one is usually, maybe correctly so, 

or maybe incorrectly so, one is a bit more uncertain and tends to rely more heavily on diagnostic 

testing. As one gets older one tends to be a bit more self-confident and may reason ‗well I‘ve seen so 

many similar situations before, I‘m fairly sure of my diagnosis‘‖ (Milan 65)  

 

We have added the following to the end of the sentence to make this more explicit (page 18, para 1):  

――Clinicians‘ confidence in assessing whether antibiotics were appropriate or not appeared to be 

related to clinicians‘ own knowledge and experience (extract 10), with clinicians‘ reporting increased 

confidence as they saw more patients over time with similar symptoms (extract 11)‖.  

 

Please also see comment 21.  

 

25. Reviewer comment: As a general comment about the presentation of the quotes, there needs to 

be greater convergence of these with the supporting narrative and vice verse.  

Response: We have reviewed the extracts now given in table 2 and 3 and the narrative about that 

theme in the manuscript. In order to avoid repetition we have not paraphrased the extracts again 

within the narrative as we believe the extracts are clear. We have, however, added extract numbers in 

the table so we can refer to specific extracts in the narrative and provide a more obvious link between 

the extracts and the narrative.  

Please see results section (pages 14-15 and pages 16-19), e.g.:  

―Clinicians in the Barcelona network explained that certain antibiotics were frequently available for 

patients to purchase ‗over-the-counter‘ from pharmacists, and patients had often already begun to 

self-medicate with antibiotics before consulting (extract 1). Clinicians in the Milan network also 

reported that self-management with antibiotics occurred as antibiotics might also be supplied directly 

to patients by pharmacists before they had consulted the clinician (extract 2). This restricted 

management options. Clinicians felt that if the patient had already started taking antibiotics then they 

had no choice but to advise them to continue. In extract 1, the clinician explains a patient might say 

s/he had already taken antibiotics when he would not have advised the patient to do so but is 

resigned to the patient continuing with the medication ―very well, if you decide that... I would tell you 

not to take it, but well...‘‖.  

 

We have also omitted some extracts that we felt were confusing and did not fit well with the narrative 

(deleted extract: ―I think one has to be very open-minded...‖, ―Patients usually do not dictate...),  

 

In order to keep the paper and the table of extracts to a manageable length we have not provided 

extracts of everything mentioned in the results narrative. However, if you wish we could supply more 

extracts which could then be available in a separate online table.  

 

We have also replaced some extracts with more illustrative extracts where necessary, to ensure 

better flow between narrative and extracts e.g.  

Replaced extract for Confrontation Threshold ―Sometimes I‘ll have that whole fight about not giving 

antibiotics...‖ with (page 16, extract 13) ――If patients really insist and if you will really end up with an 

unpleasant conflict if you do not give in, then you do give way every once and a while‖ (Utrecht 100.  
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26. Reviewer comment: I also wondered about the ‗non-clinical‘ nature of some of these factors. In 

this theme, the authors comment on the patient developing complications and a deteriorating 

condition. Some of the participants recounted how they prescribed antibiotics on the basis of other 

clinicians‘ experiences, or their own experiences with patients. So how are these examples ‗non-

clinical‘? Surely this represents responses to changes in clinical status?  

Response: In the section on self-belief we mention the clinical factor of deterioration but in relation to 

the clinicians‘ psychological state of regret and worry whereby the clinician prescribes more readily 

due to fear that the patient might deteriorate rather than the fact that they have deteriorated at that 

point in time. This relates to the influence of anticipated regret and the ‗chagrin‘ factor, as clinicians try 

to limit the regret that would be caused by unwanted consequences of their prescribing 

decisions.[references 12, 23, 27]  

 

Relating to this, we discuss clinicians‘ prescribing based on previous experiences. However, this 

relates to the psychological state of self-belief, and how clinicians‘ experiences over time might give 

them the confidence to not prescribe through fear of patient deterioration (extract 11). This is 

described in the paper as (page 18, para 1):  

―Clinicians‘ confidence in assessing whether antibiotics were appropriate or not appeared to be 

related to clinicians‘ own knowledge and experience (extract 10), with clinicians reporting increased 

confidence as they saw more patients over time with similar symptoms (extract 11)‖.  

 

27. Reviewer comment: Discussion: The heading on page 16 should read as ‗Principal findings‘ rather 

than ‗Principle..‘  

Response: Thank you for pointing this out. This has now been corrected. Page 19.  

 

28. Reviewer comment: Discussion: Page 17, line 16: again, this term ‗clinical method‘ appears, and I 

think if needs more explanation  

Response: This has been clarified as (page 20, para 2):  

―In order to address this, clinicians need to be flexible in response to new evidence and evolving 

methods of clinical assessment‖  

 

29. Reviewer comment: Discussion: Page 17, The paragraph on clinicians‘ self-belief in decision 

making (starting on line 21) does not seem to be consistent with the results. In the discussion 

paragraph, the authors highlight low confidence and tolerance, but this is not what the results 

conveyed.  

Response: In our discussion we state that (page 20, para 3) ―Low confidence and low tolerance for 

uncertainty could lead to defensive medicine and prescribing ‗just in case‘‖.  

 

We feel that this is reflected in the results section where we state :  

- In relation to low tolerance (page 17, para 2): ―Many clinicians expressed the feeling that 

management decisions could be influenced by fear of the patient developing complications and their 

condition deteriorating (extract 9). Clinicians reported that greater discomfort in the face of uncertainty 

made antibiotic prescribing more likely. They prescribed ‗just in case‘ the patient may have, or 

develop, a more serious condition‖.  

- In relation to low confidence (page 18, para 1): ―Clinicians‘ confidence in assessing whether 

antibiotics were appropriate or not appeared to be related to clinicians‘ own knowledge and 

experience (extract 10), with clinicians‘ reporting increased confidence as they saw more patients 

over time with similar symptoms (extract 11).‖.  

 

We agree that there was a discrepancy between the results/discussion and the extracts selected to 

illustrate these points and have now selected more appropriate extracts:  

To illustrate low tolerance of uncertainty (extract 9, table 3, page 16):  
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――I think what also plays a role is the feeling of the doctor, it feels somewhat safer to let the patient go 

home with antibiotics than without antibiotics […] Well, you think, if there still is something wrong and 

it actually is a bacterial infection, of which someone could also die‖.  

To illustrate low confidence (extract 10, table 3, page 16):  

- Confidence: ―I struggle to an extent with my confidence at not giving antibiotics and with patient 

expectation to give antibiotics. Um, but I think that we‘re in a climate where antibiotic prescribing is 

reducing as people [...] are more amenable to the idea that an antibiotic may not be necessary. But I 

think the threshold at which one uses them is still something that I feel that I slightly struggle with‖( 

Southampton 43)  

To illustrate increased confidence with increased experience (extract 11, table 3, page 16):  

―When one is younger one is usually, maybe correctly so, or maybe incorrectly so, one is a bit more 

uncertain and tends to rely more heavily on diagnostic testing. As one gets older one tends to be a bit 

more self-confident and may reason ‗well I‘ve seen so many similar situations before, I‘m fairly sure of 

my diagnosis‘‖ (Milan 65)  

 

30. Reviewer comment: Discussion: Spelling of ‗loosing‘ should be ‗losing‘ (page 17, line 36)  

Response: This has now been corrected (page 20, para 3). Thank you for pointing this out.  

 

31. Reviewer comment: Discussion: Page 17, line 47/48. I was unclear about the point in relation to 

the hierarchical relationship between doctor and patient. How does this affect antibiotic prescribing?  

Response: We have now added the following detail to elaborate upon the influence of hierarchical 

relationship on antibiotic use (page 21, para 1);  

―Clinicians with a preference for a less hierarchical relationship are more likely to involve the patient in 

the decision about whether an antibiotic is needed. Involving the patient in decision making is useful 

in promoting rational antibiotic use. [11]‖  

 

32. Reviewer comment: Discussion: Page 18: I think another limitation which has not been addresses 

is the translation of the transcripts, and how this may have affected the validity of the analysis.  

Response: Please see response to comment 14 a.  

 

Reviewer 2  

33. Reviewer comment: Participants: The participants are not described and inclusion and exclusion 

details are not provided. A table showing the demographic information of interviewed parties would 

greatly strengthen the ability to interpret the results.  

Response: The inclusion details for participants has now been elaborated upon (page 7, para 2):  

―Primary care clinicians were randomly selected from health care practices participating in the 

GRACE-01 observational study to generate a maximum target of 10 clinicians per network…‖  

 

We have also added further details on the participants demographic information as follows (page 11, 

para 4):  

―The gender of clinicians was balanced overall (41% females, n=78) with five networks interviewing 

more females than male clinicians (Barcelona, Cardiff,   d , Milan, Southampton). The approximate 

age of clinicians ranged from 30 to 67 years (mean 43 years (n=71)). The number of years clinicians 

had been in practice ranged from not yet a full year to 33 years (mean years (n=75)). All clinicians 

practised within family practice/primary care and all were trained in primary medical care/general 

medical practice. The majority did not list a special interest. Of those that did, the most common was 

internal medicine. Interviews ranged between 16 to 100 minutes duration, with an average of 37 

minutes‖.  

 

34. Reviewer comment: While the authors rightly mention that qualitative studies should not aim to be 

representative, any convenience sample that was used should be described and justified. For 

example, what was the number of physicians in specific physicians‘ specialties treating respiratory 
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infections as a proportion to the overall number of physicians in each country? There is very little 

discussion about this, and it would be helpful in showing the reader who was interviewed and why.  

Response: We did not use a convenience sampling strategy. We used random sampling and have 

provided an explanation for why this was chosen (page 7, para 2):  

―As recruitment had to be carried out locally by facilitators within each network, and individual clinician 

characteristics (such as age and gender) were not available to the Cardiff research team prior to 

consent, it was not possible to purposefully sample clinicians according to specific criteria. It was 

therefore felt that random sampling was more methodologically sound than convenience sampling 

which could be open to bias‖.  

 

We asked clinicians if they had specialised in another area of medicine, other than general practice. 

We have added the following information on specialties (page 11, para 4):  

―All clinicians practised within family practice/primary care and all were trained in primary medical 

care/general medical practice. The majority did not list a special interest. Of those that did, the most 

common was internal medicine.‖.  

For information, 51% stated that they had not specialised in another area of medicine (n=77). Of 

those that did state they had specialised in another area of medicine, 10% stated internal medicine. 

The full list mentioned by clinicians were:  

• Internal medicine  

• Cardiology  

• Homeopathy/phytotherapy /agupuncture/ physiatrics  

• Surgery  

• Vascular surgery/Angiology  

• Haematology  

• Scientific research/epidemiology/clinical trials  

• Anaesthetic training/intensive care  

• Education  

• Mental Health  

• Family planning  

• Gerontology  

• Communication skills  

• Palliative care  

• Sports medicine  

• Dermatology  

• Intensive Care  

• Community medicine  

 

35. Reviewer comment: Limitations: Page 18, line 41. General: I find there to be some problem with 

the limitation regarding physicians not being representative of the respective countries at large – this 

is understandable, qualitative studies can only capture such data in a very limited way. However, the 

article claims to provide a „9 country― comparison, and as the study only interviewed some individuals 

from the countries, this might mean that this is misleading. Perhaps it should be called an „interview 

study with individual physicians selected from 9 countries― or something to this effect, in order to scale 

down the claim.  

Response: We recognise the issue relating to the limitations of generalisability and have stated this in 

our principal findings (page 20, para 1): ―We have been cautious in attributing factors reported by 

individual clinicians from individual research networks to national differences as qualitative research 

does not aim to produce generalisable findings‖.  

 

Regarding the suggestions to change the title of the paper, we submitted this paper on non-clinical 

factors that shape antibiotic prescribing as one of a pair to BMJ Open. The other paper on the clinical 

factors that influence prescribing decisions has been accepted for publication and is at proof stage 
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with a similar title (―a nine country qualitative study of variation in care‖). Therefore, we feel it would be 

best to keep this consistent, if possible. However, we suggest omitting the ‗international‘ part so the 

title now reads:  

‗Understanding international variation in primary care: a nine country qualitative study of clinicians‘ 

accounts of the non-clinical factors that shape antibiotic prescribing decisions for lower respiratory 

tract infections‘  

In this way we are still factually correct (and consistent) in mentioning the nine countries, but we are 

reducing the claims of understanding ‗variation on an international level‘.  

 

36. Reviewer comment: Limitations: Page 18, Line 41: The clinicians who participated were affiliated 

to a research network so may not have been representative of all GPs in their country. Too vague, 

more specific detail needed.  

Response: We have elaborated on the point that clinicians were affiliated to specific research 

networks and added the following sentences (page 23, para 2): ―The clinicians who participated were 

all affiliated to a research network and so may not have been representative of all GPs in their 

country. Generally, clinicians with an interest in research might be more likely to practice according to 

guidelines.[33] However, this does not seem to have had a detrimental effect on our study as 

clinicians elaborated upon a range of other factors, in addition to guidelines, that influenced their 

prescribing decisions‖.  

 

New reference added:  

[33] Akkerman AE, Kuyvenhoven MM, Verheij TJM, van Dijk L. Antibiotics in Dutch general practice: 

nationwide electronic GP database and national reimbursement rates. Pharmacoepidemiol Drug Saf 

2008;17:378-83.  

 

37. Reviewer comment: Methods: For the methods section, more detailed information about the case 

used during interviews would be helpful to the reader.  

Response: The scenario was only one aspect of the larger interview schedule that covered a wide 

range of topics. All interviewers throughout the study used the same standardised case scenario. This 

was deliberate as we wanted to provide consistency, and be able to compare and contrast clinicians‘ 

responses to the same set of symptoms/patient characteristics across the different European 

networks. A sentence has been added to explain this in page 10, para 1:  

―The same scenario was used by all interviewers to provide consistency and allow comparison and 

contrast in clinicians‘ responses across the different European settings‖.  

 

We have now added a table (table 1, pages 8-9), which gives examples of interview questions and 

provides detail about the scenario used.  

 

38. Reviewer comment: English: There are minor English language mistakes and a few unclear 

sentences that might warrant review. Specifically, page 6, line 54; page 7 line 25; page 17, first 

paragraph and line 36 „losing― not „loosing― patients.  

Response: Thank you for pointing these out. We have read through the paper again for clarity and 

have also specifically addressed the lines you mention:  

• Page 6, para 2: Removed unnecessary commas to now read: ―We therefore aimed to explore 

clinicians‘ accounts of non-clinical factors which impact on their decision of whether or not to 

prescribe antibiotics‖.  

• Page 7, para 2; This very long sentence has now been split into two sentences and the explanation 

of the acronym has been moved to an earlier paragraph: ―The nine networks had a track record of 

conducting research. They were selected to achieve a geographical spread from 14 participating in 

the clinical platform of the GRACE Network of Excellence study on the presentation, management 

and outcome of acute cough in Europe (www.grace-lrti.org).‖  

• page 20, para 2: Has been revised to now read: ―A further series of factors which influenced 
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clinicians‘ prescribing decisions related to the characteristics of individual clinicians, regardless of 

geographical network. Clinicians‘ professional ethos influenced prescribing decisions and 

encompassed receptiveness to new ideas and the school of thought that clinicians came from. 

Previous research suggests that this contributes to the cementing of social norms which relate to 

prescribing behaviour and the extent to which clinicians prescribe according to habit.[19, 21-22] In 

order to address this, clinicians need to be flexible in response to new evidence and evolving methods 

of clinical assessment‖.  

• Page 20, para 3: We have corrected the spelling of the word ―losing‖.  

 

39. Reviewer comment: Page 12, line 5: Regarding ―lack of consistent guidelines in the Balatonf red 

and   d  networks‖ This section needs more support. More quotes and more concise statements 

would help the reader. Overall, more quotes and more concise statements would better illustrate the 

points being made.  

Response: As in explained in response to comment 25 we added extract numbers in the table so we 

can refer to specific extracts in the narrative and provide a more obvious link between the extracts 

and the narrative.  

 

This section now reads (page 14, para 3):  

The lack of formal, consistently available national guidelines on antibiotic prescribing was an issue 

discussed by clinicians in the Balatonf red and   d  networks. In Balatonf red the majority of 

clinicians were not aware of a single national guideline on antibiotic prescribing (extract 5). Some 

clinicians were aware of guidelines available from other countries or professional bodies, but did not 

always value them because they came from multiple sources, did not necessarily suit their own local 

situation, or because they were not up-to-date. Some clinicians mentioned the need for guidelines in 

order to ―protect‖ the clinician in their decision making (extract 6). In   d , clinicians talked about the 

use of guidelines from a variety of sources, but also mentioned guidelines published by 

pharmaceutical companies. Their recommendations were often inconsistent with other available 

guidelines, adding to the picture of conflicting advice offered by many different sources and not 

necessarily applicable to the local situation (extract 7).  

 

We feel that referring directly to the data extracts in this way makes these points more clearly.  

 

A new data extract has been added which refers to the comment made on the need for guidelines by 

clinicians in Balatonfured (table 2, extract 6, page 13):  

―Protocols, should be elaborated, which let‘s say would give national guidelines, and to make these 

available for everyone. The physicians, the GPs, the doctors from different fields, the ones working on 

pulmonological departments (should know) which steps to follow‖ (Balatonf red 384)  

 

Please also see response to comment 19 which is also relevant to this point.  

 

40. Reviewer comment: Page 19: Regarding statements in the paragraph beginning with 

―Interventions for achieving a reduction in antibiotic prescribing will need to consider factors 

associated with health care system...." I wonder: are these problems specific to the health care 

system? It is rather a „situational― or environmental problem; rather those factors which might also be 

found outside of the conventional ―health system‖… perhaps due to less regulation or differential use? 

This aspect – one that might require a focus on systemic issues unique to each practice setting and 

country—is missing from the manuscript. It would make it a much more interesting read. What is 

unique about Southampton or Tromso or Lodz? What are the SES or demographic differences that 

might be related here? Are there any issues related to difference between member states? Page 19, 

line 17: there is some comment on the need for government to be aware of these factors, yet the 

short line is rather simplistic. More discussion on this would greatly strengthen the manuscript.  

Response: We have been able to identify in our data a series of network differences as summarised 
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in the principal findings (page 19, para 2): ―This trans-European qualitative study identified a series of 

factors which are linked to the system of health care in place for particular networks which have a 

bearing on clinicians‘ prescribing decisions. Certain factors clustered together indicating similarities 

between networks. These related to; direct patient access to antibiotics in southern Europe 

(Barcelona and Milan networks); systems to reduce patient expectations for antibiotics (Southampton 

and Antwerp networks); and lack of consistent guidelines in Eastern Europe (Balatonfüred and   d  

networks)‖.  

We are reluctant to overstretch what we can interpret from our data with regards to a theory for 

country-wide differences (given the qualitative nature of this study and therefore the smaller sample 

size). We have also been careful only to make assumptions and interpretations which are grounded in 

the data itself.  

 

For information, as part of our study design we gathered data and produced a descriptive map of the 

macro factors which could potentially influence routes to management of patients with acute cough or 

other signs of LRTI through the health care system for each country involved in the GRACE study. 

We combined key informant interviews and documentary evidence to provide a description of each 

network, in relation to the areas identified in table (i) below. The data was interpreted and a ‗patient 

pathway‘ (PP) through the health care system in each European countries was produced. Examples 

of completed PPs can be found on the GRACE website https://www.grace-lrti.org/portal/en-

gb/publications/grace-02%20patient%20pathways. We have not included the PP data in this paper as 

we are in the process of developing the PPs further to triangulate the macro level data with the 

interview data collected with both clinicians and patients as part of the GRACE qualitative study.  

 

Table (i). Areas of health context identified for study in the qualitative GRACE study  

 

• The health care organisation at national (e.g. organisational structure, financing, and health 

insurance) and practice level (e.g. access to and choice of different health care practitioners, 

appointment structure, and access to antibiotics)  

• Alternative health care settings patients could visit (e.g. private clinic, emergency unit, out-of-hours 

care, specialist unit)  

• Financial aspects of patient care (e.g. consultation fee, payment for medication, payment system for 

clinicians)  

• Guidelines and policies on antibiotic prescribing for LRTI, at national, regional, and practice level  

• Drug regulatory system (e.g. access to antibiotics, influence of pharmaceutical industry)  

• The routine use of near patient and laboratory tests on patients with LRTI  

• Public awareness of antibiotics and antibiotic resistance  

• Any other mediating factors (e.g. sickpay policy, cultural factors)  

 

41. Reviewer comment: LRTI management: Additionally, there is little said about the role of 

respiratory diagnoses and how this is important to these specific findings. How might this have been 

different for other types of diagnoses? Would self-medicating/management be more prominent for 

those experiencing UTIs, for example?  

Response: The title of this paper makes it clear that our focus is on LRTI. UTI and other infections 

such as skin and soft tissue infections raise a wide range of additional and separate issues. The 

diagnostic process, guidelines, antibiotic choices, cultural influences are often quite different to LRTI. 

The scope of this paper is already ambitious. We did not ask about the management of these 

infections and are not keen to over-reach our data.  

 

42. Reviewer comment: COREQ checklist: Domain 1 is confusing. Personal characteristics list ends, 

after which a gap appears in the table and then starts again at point 6 "Relationship with participants," 

which in turn seems to be cut off?  

Response: Points 1-5 are included in the current table and are listed as column headings in the 
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personal characteristics table as follows:  

1. Interviewer/author  

2. Credentials  

3. Occupation  

4. Gender  

5. Experience and training  

We have tried to make this more obvious by shading that part of the table in the COREQ checklist 

(page 1, COREQ checklist)  

 

43. Reviewer comment: Qualitative methods provide a great way for the interview to interpret some of 

the ―soft‖ qualities that might be measured during data collection, like whether or not a physician is 

angry or happy or enthusiastic when talking about specific issues. It seems that the face-to-face 

methods used by the authors would certainly have enabled this. Were there any attempts to collect 

this data? If there were not, why not?  

Response: Interviewers made fieldnotes after each interview and these were later translated into 

English and sent to the Cardiff research team. Interviewers were given training on taking fieldnotes 

and were asked to consider four aspects when making notes: 1) Key impressions that the interviewer 

felt (e.g. topic clinician was reluctant to talk about), 2) Emotions felt and expressed by the interviewee 

(e.g. frustration at lack of guidelines), 3) Interviewers‘ reflections on the interview process (e.g. topics 

that the interviewee was reluctant to talk about or enthusiastic about), 4) Practical observations (e.g. 

interruptions to the interview).  

The fieldnotes were then consulted during the preliminary analysis stage.  

 

We provide information on this on page 11, para 2: ―Interviewers made fieldnotes after each interview, 

providing contextual detail for the central research team, and were referred to when emerging reports 

of data were discussed‖.  

 

44. Reviewer comment: The relationship between the interviewers and the participants is unclear, and 

whether or not this compromises the study results remains vague. Since the interviewers were part of 

the network seeking information on participants within the same network, could their answers have 

been influenced by this relationship? This is likely able to be explained, but this is a limitation that 

must be addressed in full detail within the manuscript.  

Response: We have added a discussion about the relationship between interviewer and interviewees 

in the limitations section of the paper (page 22, para 2):  

―Many of the interviewers were also national network facilitators (NNFs) and would have had some 

contact (involving data management and recruitment of patients into the GRACE-01 observational 

study) with the clinicians before interviewing them. As this previous contact was in a research, rather 

than personal, capacity it was not felt that this would bias clinicians‘ responses and may in fact assist 

the interviewer in gaining rapport with their interviewees. Two of the eleven interviewers worked as 

health practitioners in the regions in which they interviewed and therefore might have had a prior 

relationship with some of the clinicians interviewed. However, the interviewers received training in 

their ethical responsibilities to the interviewee with regard to privacy and dignity, and also techniques 

to ask neutral questions, be sensitive to the interviewees‘ own agenda, and create a supportive 

communicative atmosphere in which interviewees should feel free to answer questions honestly and 

openly‖.  

 

Thanks again for your interest in our work. We await your review of our revised manuscript.  

 

Yours sincerely,  

 

Lucy Brookes-Howell and Chris Butler,  

On Behalf of Kerenza Hood, Lucy Cooper, Paul Little, Theo Verheij, Samuel Coenen, Maciek 

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2011-000796 on 22 A

ugust 2012. D
ow

nloaded from
 

http://bmjopen.bmj.com/


Godycki-Cwirko, Hasse Melbye, Alicia Borras-Santos, Patricia Worby, Kristin Jakobsen, Herman 

Goossens 

VERSION 2 – REVIEW 

REVIEWER Carmel Hughes  
Professor of Primary Care Pharmacy  
Queen's University Belfast  
Northern Ireland  
 
I have no competing interests 

REVIEW RETURNED 03-Jun-2012 

 

THE STUDY This is a qualitative paper, hence conventional statistics have not be 
used, but appropriate analysis has been undertaken. 

GENERAL COMMENTS The authors have responded very comprehensively to the comments 
previously provided. I have a few additional comments.  
 
Abstract: Under the ‗Conclusions‘ section, the authors report about 
the issue of limiting self-management with antibiotics not prescribed 
for that illness. I was not clear what this meant in the context of the 
abstract, but it is clearer in the main manuscript. Can this be 
rephrased for the abstract?  
Page 6: this is pedantic, but the LRTI abbreviation is not explained 
on page 6, line 12. It is explained on page 7, line 5, but the 
explanation should be made at its first appearance.  
Page 11, line 10. The term ‗ the talk‘ is used and I wasn‘t sure if this 
referred to the interview, or to the discussion about the analysis 
within the research team.  
Page 20, line 39. The authors refer to emerging evidence and make 
reference to extract 15. But when I read extract 15, I could not see 
any reference to ‗emerging evidence‘?  
Page 22, line 34-remove apostrophe from ‗clinicians‘ 

 

REVIEWER E Velasco, SM  
Epidemiologist  
Robert Koch Institute  
Germany 

REVIEW RETURNED 01-Jun-2012 

 

THE STUDY Thorough clarifications to all comments, thank you. Improvement of 
tables and data presentation looks good. I still feel that the paper 
could benefit from a clearer account of the methods, at times they 
occur a bit scattered fashion and somewhat disorganised. The 
English is acceptable, but at times bulky and awkward. I understand 
that this is a limitation that can only be improved to a point, the 
improvement measures did help, good revision efforts. 

RESULTS & CONCLUSIONS Better or stronger results were selected for presentation, this 
strengthens the manuscript greatly.  
Re: Comment 25: The offer to provide an online-supplemental table 
is a good one, please follow up with this.  
Re: Comment 40: I could not find the referenced Table (i), this would 
be another wonderful and rich addition to the manuscript. 

GENERAL COMMENTS Thanks for a very thorough revision, it's an exciting study that brings 
to thought many exciting academic questions.  
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VERSION 2 – AUTHOR RESPONSE 

REVIEWER 1  

 

COMMENT 1: I still feel that the paper could benefit from a clearer account of the methods, at times 

they occur a bit scattered fashion and somewhat disorganised. The English is acceptable, but at times 

bulky and awkward. I understand that this is a limitation that can only be improved to a point, the 

improvement measures did help, good revision efforts.  

RESPONSE TO COMMENT 1: We thank the reviewer for recognising the efforts we have made to 

clarify the account of the methods. We feel it is important to provide a detailed account in order to 

allow visibility of our methods and demonstrate the robust nature of our study and therefore the basis 

on which we make our findings. We have also provided a high level of detail as required by the 

COREQ guidelines. Providing this amount of detail may have some consequences for style, but we 

hope that the importance of the content for the reader outweighs this. We have also made several 

editorial improvements concerning expression and economy of language.  

 

COMMENT 2: Re: Comment 25: The offer to provide an online-supplemental table is a good one, 

please follow up with this.  

RESPONSE TO COMMENT 2: In our previous response to reviewer comments we stated: In order to 

keep the paper and the table of extracts to a manageable length we have not provided extracts of 

everything mentioned in the results narrative. However, if you wish we could supply more extracts 

which could then be available in a separate online table.  

 

We have now created two tables to be made available online. In these tables we have included the 

extracts already used in the manuscript itself (still numbered as in the manuscript) and also added 

further examples to each theme.  

 

In online table I (‗ Extended examples of network associated system factors influencing clinicians‘ 

antibiotic prescribing‘) we have added one extra example for each network and each theme.  

 

In online table II (‗Extended examples of clinician characteristics influencing clinicians‘ antibiotic 

prescribing‘) we have added further examples where necessary to demonstrate the breadth of 

clinician feelings on each theme.  

 

We have referred to these tables in the manuscript as follows (page 12, para 2): ―More extensive 

quotes are available online (table I and table II)‖.  

 

COMMENT 3: Re: Comment 40: I could not find the referenced Table (i), this would be another 

wonderful and rich addition to the manuscript.  

RESPONSE TO COMMENT 3: We feel that adding table (i) would disrupt the flow in the implications 

section but have paraphrased the main areas within the text as follows (page 24, para 2):  

―To gain a greater overview of the fixed characteristics of the health care system in each country, we 

gathered data and produced a descriptive map of the macro factors which could potentially influence 

routes to management of patients with acute cough or other signs of LRTI through the health care 

system for each country involved in the GRACE study. We combined a key informant interview for 

each network with documentary evidence to provide a description in relation to a number of areas 

including: the health care organisation; alternative health care settings; financial aspects of patient 

care; guidelines on antibiotic prescribing for LRTI; the drug regulatory system; and the use of near 

patient and laboratory tests on patients with LRTI. The data was interpreted and a ‗patient pathway‘ 

(PP) through the health care system in each European countries was produced. Examples of 

completed PPs can be found on the GRACE website https://www.grace-lrti.org/portal/en-

gb/publications/grace-02%20patient%20pathways. We have not included the PP data in this paper 

because we did not want to risk diluting the sharp focus of the current analysis, and also as we are in 
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the process of developing the PPs to triangulate the macro level data with the interview data collected 

for the GRACE qualitative study.‖  

 

REVIEWER 2  

COMMENT 4: Abstract: Under the ‗Conclusions‘ section, the authors report about the issue of limiting 

self-management with antibiotics not prescribed for that illness. I was not clear what this meant in the 

context of the abstract, but it is clearer in the main manuscript. Can this be rephrased for the 

abstract?  

RESPONSE TO COMMENT 4: Due to the word limit set for the abstract we are not able to expand on 

this in great detail. However, we have changed the wording in the abstract to better reflect the 

wording used in the conclusions section which, we agree, now seems clearer (page 3, para 1):  

―limiting patients‘ self-management with antibiotics before consulting in primary care‖.  

 

COMMENT 5: Page 6: this is pedantic, but the LRTI abbreviation is not explained on page 6, line 12. 

It is explained on page 7, line 5, but the explanation should be made at its first appearance.  

RESPONSE TO COMMENT 5: Thank you for this observation. This has now been rectified (page 6, 

para 1):  

―In the Genomics to combat Resistance against Antibiotics in Community-acquired lower respiratory 

tract infection in Europe (LRTI-GRACE-01) observational study of variation in antibiotic prescribing for 

acute cough...‖  

 

COMMENT 6: Page 11, line 10. The term ‗ the talk‘ is used and I wasn‘t sure if this referred to the 

interview, or to the discussion about the analysis within the research team.  

RESPONSE TO COMMENT 6: This refers to the interview. We have clarified this (page 10, para 2):  

―The fourth stage, ‗charting‘, involves retrieving the coded data and producing summaries of 

interviewees‘ talk produced on each theme, for each individual participant, and visually arranging it in 

a table to build an overall picture of the whole data set‖  

 

COMMENT 7: Page 20, line 39. The authors refer to emerging evidence and make reference to 

extract 15. But when I read extract 15, I could not see any reference to ‗emerging evidence‘?  

RESPONSE TO COMMENT 7: We have extended the extract to give more context (page 17, table 3, 

extract 15):  

"Some say give me antibiotics…I still do the effort of explaining it to them, like I say you mean 

antibiotics, don‘t you. But in this case it‘s more likely that they will cure you later instead of sooner. 

They don‘t help for this kind of infections, viruses, and if you give antibiotics for things they are not 

meant for, then, in the end, you only suffer from the side effects and you‘ll be sick even longer…But 

then you really have to bother to explain, ‗cause it‘s far more difficult not to prescribe antibiotics, than 

to prescribe them‖ (Antwerp 77)  

 

We have corrected the narrative in the manuscript to reflect the extract more accurately (page 19, 

para 2):  

―while some experienced clinicians‘ felt it necessary to put in extra effort to explain to the patient the 

evidence for limiting antibiotic use (extract 15)‖  

 

COMMENT 8: Page 22, line 34-remove apostrophe from ‗clinicians‘  

RESPONSE TO COMMENT 8: Thank you for pointing this out. The apostrophe has now been 

removed (page 23, para 2)  

 

Yours sincerely,  

Lucy Brookes-Howell, Chris Butler, on behalf of all authors 
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