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VERSION 1 - REVIEW 

REVIEWER Christos Lionis 
University of Crete, School of Medicine, Greece 

REVIEW RETURNED 17-Dec-2015 

 

GENERAL COMMENTS The manuscript describes the protocol of a trial that investigates an 
interesting issue of changing doctors’ prescribing behaviors and 
educating parents and caregivers to reduce the irrational use of 
antibiotics among children with upper respiratory infections in 
primary care settings in rural China.  
 
It is a well-designed and written protocol with much attention to 
detail, while it addresses an important issue and has potential of 
providing evidence to improve the challenging topic of irrational 
antibiotic prescription.  
 
The introduction part is informative with extensive literature overview 
to support and justify the study. However, the theoretical framework 
that guides this study is lacking. A reference to frames relevant to 
behavior change (The Theory of Planned Behavior as an example, 
http://people.umass.edu/aizen/pdf/tpb.intervention.pdf) is needed 
and the authors could explore how such theoretical background may 
lead their intervention and methodological tools.  
 
The setting, the participants, the intervention and the outcomes are, 
also, clearly described. Sample size estimation and randomization 
are adequately explained on a statistical basis.  
 
The implementation of a pilot study to assess recruitment rates, prior 
to the main study, is an advantage. However, I am thinking to what 
extend the utilization of the Normalization Process Theory (Finch at 
al., Implementation Science, 2013, 
http://www.implementationscience.com/content/8/1/43) would be a 
useful framework for understanding how the chosen intervention 
became an effective part of daily practice. The authors are invited to 
comment on it.  
 
Data analysis is thoroughly presented and seems properly selected 
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according to the study’s design. The qualitative process evaluation, 
also, completes the study, however, considering the use of 
consolidated criteria for reporting on the qualitative process 
evaluation (COREQ, 
http://intqhc.oxfordjournals.org/content/19/6/349.long) need to be 
added.  
 
In the discussion part the impact of the study is distinctly presented 
and analyzed.  
 
I am recommending a major revision of this trial protocol.  

 

REVIEWER Nikos Spyridis 
2nd Department of Pediatrics, University of Athens, Greece 

REVIEW RETURNED 23-Feb-2016 

 

GENERAL COMMENTS This is an interesting study that will take place in a high prescribing 
country. Most published studies have taken place to developed 
countries where antibiotic use although high is not excessive. This 
particular study has two arms (control and interventional) that make 
it even more promising.  
Protocol is very well written and outcomes clearly defined.  
Language is also of a high standard.   

 

REVIEWER Dr Mehdi Rajbai 
Clinical pharmacist, Member of General Pharmaceutical Council of 
Great Britain  
Visiting Clinical Pharmacist at North Staffordshire Teaching Hospital, 
UK  
Jointly,  
Assistant Professor  
Head of Clinical Pharmacy and Pharmacy practice  
Islamic Azad University Pharmaceutical Sciences, Tehran, Iran 

REVIEW RETURNED 05-Mar-2016 

 

GENERAL COMMENTS Irrational use of antibiotics around the world is a highlighted 
problem. This study aims to tackle the problem in rural area in 
China.  
The manuscript could be modified to have a maximum impact on 
those who wish to study the manuscript.  
1. Abstract must be written in the past sentence and in the format 
were can be followed easier. For instance, there is no clear mention 
of results and discussion.  
2. The outcomes must be explained in more detail and discussed 
and compared with other identical or similar national or international 
studies.  
3. Statistics used are appropriate as far as I can follow, however 
more expert opinion must be sought as I am not the expert on the 
sort of analysis offered for this investigation.  
4. Only one reference of 2015 is offered, I wonder if there are more 
and maybe more recent references that can be offered?!  
5. There is no conclusion in this manuscript. Is that the format 
offered by the BMJ or is it been missed? Also, Results must be 
discussed in more detail in discussion and outcomes must be 
compared with “similar studies”  
6. Is there any other limitation with this study as well as the one that 
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is mentioned? I wondered what impact of misdiagnosis of medical 
professions would have? What is the criteria for clear diagnosis 
across all arms? 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

Reviewer Name: Christos Lionis  

Institution and Country: University of Crete, School of Medicine, Greece  

Competing Interests: None declared’  

 

The manuscript describes the protocol of a trial that investigates an interesting issue of changing 

doctors’ prescribing behaviors and educating parents and caregivers to reduce the irrational use of 

antibiotics among children with upper respiratory infections in primary care settings in rural China.  

 

It is a well-designed and written protocol with much attention to detail, while it addresses an important 

issue and has potential of providing evidence to improve the challenging topic of irrational antibiotic 

prescription.  

 

The introduction part is informative with extensive literature overview to support and justify the study. 

However, the theoretical framework that guides this study is lacking. A reference to frames relevant to 

behavior change (The Theory of Planned Behavior as an example, 

http://people.umass.edu/aizen/pdf/tpb.intervention.pdf) is needed and the authors could explore how 

such theoretical background may lead their intervention and methodological tools.  

 

Response:  

Thanks very much for the recommendations. We have used the Theoretical Domain Framework to 

inform the intervention design and data collection. Please see the revised text(Page 8 )  

 

‘The intervention design is informed by the Theoretical Domains Framework (TDF), an emerging 

method developed from a wide range of theories relevant to behavior change. The TDF, which 

consists of 14 theoretical domains (groups of constructs from theories of behavior change) has been 

widely used for exploring influencing factors and designing interventions37-39 in implementation 

research. Based on our exploratory study and systematic review, several theoretical domains from the 

TDF were identified as important in antibiotic prescribing, to which relevant behaviour change 

techniques, and content of interventions were targeted (Table 1). 40 ’  

 

How the specific intervention component is informed by the TDF is explained in the texts(Page 9), for 

example, ‘…using participatory and interactive lectures, case discussion and question and answer 

sessions. These two components address the theoretical domains of knowledge, skills, and beliefs 

about capabilities of rational prescribing, using the technique of information provision;’…  

How the process evaluation is informed by the TDF is also briefly explained in the texts(Page 15): 

‘The methods, which will also be informed by the TDF,37-39 will include document review (e.g. 

meeting minutes), observation of training sessions and consultations, and qualitative interviews.’  

Please also see the newly added Table 1(Page 26-27) for details.  

Table 1: Multi-dimensional interventions designed to reduce the use of antibiotics among children  

 

The setting, the participants, the intervention and the outcomes are, also, clearly described. Sample 

size estimation and randomization are adequately explained on a statistical basis.  

 

The implementation of a pilot study to assess recruitment rates, prior to the main study, is an 

advantage. However, I am thinking to what extend the utilization of the Normalization Process Theory 
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(Finch at al., Implementation Science, 2013, http://www.implementationscience.com/content/8/1/43) 

would be a useful framework for understanding how the chosen intervention became an effective part 

of daily practice. The authors are invited to comment on it.  

 

Response: We highly appreciate the reviewers’ recommendation, and agree with the explanatory 

power of Normalisation Process Theory in intervention uptake. However, in this study, we have used 

MRC Process Evaluation Framework to understand the enablers and barriers that will affect the 

behavior change outcome of the intervention (which is also informed by the behavior change theory). 

We prefer not overloading the study design and intervention with too many theories or frameworks. 

However we do have acknowledged the role of this theory in evaluation of health interventions in the 

discussion (Page 18):  

 

‘Normaliszation Process Theory (NPT) 50 51 provides a useful lens for understanding the processes 

that affect the implementation, embedding, and integration of rational antibiotic prescribing into 

healthcare systems. However, our main aim for the process evaluation44 is to understand the barriers 

and facilitators which are embedded within the context, the implementation and mechanisms of 

impact, and which mechanisms affect behaviour change outcomes. ’  

 

Data analysis is thoroughly presented and seems properly selected according to the study’s design. 

The qualitative process evaluation, also, completes the study, however, considering the use of 

consolidated criteria for reporting on the qualitative process evaluation (COREQ, 

http://intqhc.oxfordjournals.org/content/19/6/349.long) need to be added.  

 

Response:  

We have added this in the text(Page16 ):  

Quality of reporting the qualitative study will be ensured by adhering to the Consolidated criteria for 

reporting qualitative studies (COREQ) .46  

 

In the discussion part the impact of the study is distinctly presented and analyzed.  

Response:  

We have further improved the discussion by comparing the outcomes with other studies and including 

more consideration of study limitations (see responses to Comment 5 and 6 of Reviewer 3, if 

relevant).  

 

I am recommending a major revision of this trial protocol.  

 

Finally, we have updated the protocol paper based on the SPIRIT guidelines(see response to Editor). 

Two co-authors (British) have carefully edited through the paper(see response to editor).  

 

 

Reviewer: 2  

Reviewer Name: Nikos Spyridis  

Institution and Country: Department of Pediatrics, University of Athens, Greece  

Competing Interests: None declared  

 

This is an interesting study that will take place in a high prescribing country. Most published studies 

have taken place to developed countries where antibiotic use although high is not excessive. This 

particular study has two arms (control and interventional) that make it even more promising.  

Protocol is very well written and outcomes clearly defined.  

Language is also of a high standard.  

Response: we appreciate the reviewer’s positive comments. We have revised the paper based on the 

comments from editor, Reviewer 1 and 3.  
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Reviewer: 3  

Reviewer Name: Dr Mehdi Rajbai  

Institution and Country: Clinical pharmacist, Member of General Pharmaceutical Council of Great 

Britain; Visiting Clinical Pharmacist at North Staffordshire Teaching Hospital, UK; Jointly Assistant 

Professor Head of Clinical Pharmacy and Pharmacy practice, Islamic Azad University Pharmaceutical 

Sciences, Tehran, Iran.  

Competing Interests: No conflict of interest  

 

Irrational use of antibiotics around the world is a highlighted problem. This study aims to tackle the 

problem in rural area in China.  

The manuscript could be modified to have a maximum impact on those who wish to study the 

manuscript.  

1. Abstract must be written in the past sentence and in the format were can be followed easier. For 

instance, there is no clear mention of results and discussion.  

Response:  

Thank you for the comments. As suggested by the editor, the tense should be in the future tense as it 

is a study protocol. The format of the abstract is written according to the author guideline:  

‘Abstract: this should be structured with the following sections. Introduction; Methods and analysis; 

Ethics and dissemination. Registration details should be included as a final section, if appropriate.’  

 

2. The outcomes must be explained in more detail and discussed and compared with other identical 

or similar national or international studies.  

Response:  

We think we have explained the outcomes and justification of selection of the outcomes based on the 

SPIRIT guidelines. However, following this comment, we have further discussed the outcomes as 

compared to other studies in the discussion (Page 18 ):  

‘In this study we use the APR as the outcome, rather than other clinical and laboratory measures such 

as the positive rate of the extended-spectrum beta-lactamases, because we want to focus on provider 

behavior, whereas more complex patient outcomes will be difficult to interpret in the face of many 

confounding factors. Trials of reducing antibiotic prescriptions for acute respiratory infections are not 

uncommon in high-income countries.18 21 25 28 Given few relevant interventions exist in low-to-

middle income countries, and different studies have focused on different populations, comparisons 

with other studies needs to be cautious.’  

 

3. Statistics used are appropriate as far as I can follow, however more expert opinion must be sought 

as I am not the expert on the sort of analysis offered for this investigation.  

Response: Dr. Joseph P Hicks(co-author) is a biomedical statistician based in the University of Leeds, 

UK. He developed the statistical analysis plan with support from the Clinical Trial Unit of the 

University.  

 

4. Only one reference of 2015 is offered, I wonder if there are more and maybe more recent 

references that can be offered?!  

Response: Antibiotics control is an emerging research topic in China and so it is understandable to 

see few relevant and latest literature from China published, especially in the international journals. 

Thanks to the comments, in the review of antibiotics use in China, we have now identified another 

literature published after we submitted this paper in Nov 2015(Page 4 ).  

‘Knowledge and awareness about antibiotic misuse and resistance is also poorer in rural communities 

compared to amongst urban residents.10 ’  

10. Gu J, Zhao J, Huang Y, et al. Use of antibiotics by urban and rural residents in Heilongjiang 

Province, China: cross-sectional study. Trop Med Int Health 2015;20(12):1815-1822  

 

 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-2015-010544 on 27 M

ay 2016. D
ow

nloaded from
 

http://bmjopen.bmj.com/


Regarding the global interventions for improving antibiotic use in URI treatment, we have identified 

and added one literature published in 2015(Page 5 ).  

‘Commonly reported interventions for improving antibiotic use in URI treatment included clinical 

decision support,16-20’  

20. Hingorani R, Mahmood M, Alweis R. Improving antibiotic adherence in treatment of acute upper 

respiratory infections: a quality improvement process. 2015 2015;5(3).  

 

5. There is no conclusion in this manuscript. Is that the format offered by the BMJ or is it been 

missed? Also, Results must be discussed in more detail in discussion and outcomes must be 

compared with “similar studies”  

Response:  

We have followed the author guidance to write the study protocol. The sections of the study protocol 

include ‘Introduction; Methods and analysis; Ethics and dissemination, Full references. Authors' 

contributions. Funding statement. Competing interests statement. Therefore, it is optional to include 

‘discussion’. Most of the protocol papers published in the BMJ Open do not have a ‘conclusion’. There 

are normally no results for the protocol paper, and so there is no need to compare with similar 

studies. However, due to comment 2 we do introduce potential comparison of the outcomes with 

those of other studies in the future(Page 18).  

‘In this study we use the APR as the outcome, rather than other clinical and laboratory measures such 

as the positive rate of the extended-spectrum beta-lactamases, because we want to focus on provider 

behavior, whereas more complex patient outcomes will be difficult to interpret in the face of many 

confounding factors. Trials of reducing antibiotic prescriptions for acute respiratory infections are not 

uncommon in high-income countries.18 21 25 28 Given few relevant interventions exist in low-to-

middle income countries, and different studies have focused on different populations, comparisons 

with other studies needs to be cautious.’  

 

6. Is there any other limitation with this study as well as the one that is mentioned? I wondered what 

impact of misdiagnosis of medical professions would have? What is the criteria for clear diagnosis 

across all arms?  

Responses:  

Thank you for the comment. We have now included this point to the text(Page 18):  

‘Misdiagnosis (either over- or under-diagnosis) of URIs may happen, which would bias the APR and 

could even have a negative impact on treatment. However, this bias will be minimized as diagnosis 

and treatment in both arms is based on Chinese antibiotics use guidelines and IMCI guidelines.’  

 

Finally, we have updated the protocol paper based on the SPIRIT guidelines(see response to Editor). 

Two co-authors (British) have carefully edited through the paper(see response to editor). 

 

 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-2015-010544 on 27 M

ay 2016. D
ow

nloaded from
 

http://bmjopen.bmj.com/

