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VERSION 1 - REVIEW 

REVIEWER Freiberger Ellen 
Friedrich-Alexander-Universtität Erlangen-Nürnberg  
Institute for Biomedicine of Aging 

REVIEW RETURNED 03-Aug-2015 

 

GENERAL COMMENTS The authors address an interesting question by investigating the 
effects of cluster-randomized controlled trials of complex intervention 
in the general practitioner setting. However the reviewer has some 
concerns regarding the protocol.  
Major comments:  
1. Even so the authors declare to include all c-RCTs of any design 
the search is restricted to MEDLINE; EMBASE and Cochrane 
Database. Health behavior changes e.g. for weight reduction might 
not be catch in this area therefore including PsychInfo Database or 
Web of Science might add additional information. Even so the 
authors have conducted a feasibility study they might think about 
expanding their search for other data basis. Furthermore restricting 
the search to family practitioners related journals might hamper the 
primary aim of gathering all the relevant information. Manuscript 
might be published in the area of the age related journals not the 
setting specific journals.  
2. The approach to investigate “how frequently complex 
interventions are shown to be more effective, equally or less 
effective than routine care in c-RCTs with a superiority design” 
seems counteracted by not restricting the search for either specific 
population or diseases. For the reviewer is seems almost impossible 
to retrieve and collapse information about a broad continuum over 
the lifespan, and/or not restricted to diseases. Furthermore the term 
complex intervention has been used in different way (related to the 
profession using this term which might be another barrier).  
3. The outcome “patient-relevant” would need further specification 
with e.g. regard to function, quality of life, health care cost.  
4. The term and definition of “superiority trials” should be given. 
Does this mean the authors expect trails with no reports on primary 
outcomes?  

 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-2015-009414 on 18 F

ebruary 2016. D
ow

nloaded from
 

http://bmjopen.bmj.com/site/about/resources/checklist.pdf
http://bmjopen.bmj.com/


5. Figure 1 should state the exclusion criteria not only the number of 
the excluded studies (N = 426). In the next step information on 
exclusion are available.  
6. The discussion part does not state possible barriers or limitations 
of the protocol. Please insert.  
Minor comments:  
1. The sentence “The aim of this study will be to assess outcomes 
and methodological bias when cluster randomized controlled trials 
are used to examine complex interventions versus routine care….” 
Is somewhat misleading. Will the study assess outcomes alone or 
outcomes and methodological bias? Please comment. 

 

REVIEWER Rosa Lau 
University College London, United Kingdom 

REVIEW RETURNED 04-Aug-2015 

 

GENERAL COMMENTS General comments  
 
Overall this paper is original, the aims/objectives, design are clearly 
described and the key findings from the feasibility project are 
summarised well in the discussion.  
 
Primary care and general practice are used interchangeably in the 
manuscript. Some define primary care as “the first level contact with 
people taking action to improve health in a community. It covers a 
wide range of health care professionals and settings, such as 
general practices, dental practices, pharmacies”. This would 
influence the number of papers going into the review. Please provide 
definitions used in the review.  
 
The authors' own interpretation/ explanation as to why their studies 
did not show a positive effect could be important, e.g. loss to follow 
up, issues related to recruitment, adherence and data collection 
(outcomes). This information can usually be found in the discussion 
and it may be worthwhile to extract them, if provided. They could 
serve as additional information and help inform the review.  
 
Specific comments  
 
Abstract  
Page 3, line 42 - [...] 21 studies examined complex interventions in a 
primary care setting. Shouldn't it be general practice?  
 
Introduction  
Introduction focused on primary care; however, this is a review 
based in general practice. Please specify the reason(s) why the 
review includes studies in general practice and not primary care.  
Page 5, line 27 - [...] a common example of which is an adequate 
concealment of the treatment allocation. Do you mean "inadequate" 
allocation concealment as an example of potential methodological 
shortcomings?  
 
Methods  
Page 6, line 27 - Only outcomes related to patients are included in 
the review. It would be helpful to specify the type(s) of patient 
outcomes and provide a couple of examples, e.g. objective (e.g. 
health status) vs. subjective (self-reported outcomes such as change 
in behaviour or knowledge, satisfaction).  
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Page 7, line 18 - seems a bit strange to repeat the objectives under 
"outcome measures". If the original paper reports outcomes at 
multiple time points, would the outcome from the longest available 
follow-up interval be extracted?  
Page 7, line 47 - Could you specify the (proposed) end date of the 
literature search.  
Page 8, line 49 – It is unclear what authors' personal files means - 
please clarify.  
Page 9, line 18 - Could you please explain how 5000 findings and 
150 papers were calculated/ estimated.  
Page 9, line 22 - It's great that authors were contacted for further 
information on ICC.  
Page 9, line 34 - In the text, it says "the abstracts, titles and full texts 
will be independently screened by two reviewers". However, in 
supplementary file 3, it states that only one person reviewed the full 
texts. Please clarify.  
Page 10, line 22 - suggestive text: Data will be summarised (or 
pooled) statistically where appropriate.  
Page 10, line 44 – It might be worthwhile describing in the methods 
about what intraclass correlation coefficients (ICC) are, why you are 
comparing ICCs used to power calculation with those obtained from 
the data and how this can be interpreted.  
Will there be validation of data abstraction (for accuracy), if so, how 
(e.g. taking a random sample of x papers).  
 
Discussion  
Fourteen out of 21 studies did not demonstrate a positive effect on a 
primary patient related outcome. Other than the quality of c-RCTs, 
could it simply be the intervention itself is not effective? Or the follow 
up period is too short to observe any benefit in patient outcomes 
(especially a change in patient health status)? Or does it depend on 
the type of patient outcome?  
Perhaps certain items in the CONSORT statement are more 
important than others, e.g. important changes to methods after trial 
commencement (such as the way in which the intervention is 
delivered or implemented).  
Would it be worthwhile including some potential limitations in the 
discussion?  
 
Supplementary file 3  
Page 21 - It is unclear why the authors decided to exclude studies 
which reported more than 1 primary outcome and mixed effects/ 
partly effective. Please clarify.  
Page 25 - Suggest "target population/ health condition" (instead of 
indication) and "aim/objective" (instead of research question)  
Page 27 (table 3) - the table indicates whether studies show an 
intervention effect (yes vs. no effect); it might also be important to 
consider the magitude of the effect size.  
 
Minor edits:  
All in-text citations should be placed before the full stop as they are 
part of the sentence.  
Strengths and limitations of this study - last bullet point is smaller (in 
terms of font size) compared to the other two.  
Page 5, line 27 - Consort should be written in Capitals.  
Page 5, line 41 - Suggest "secondary objective" (instead of 
secondary aim) to be consistent with earlier text.  
Page 6, line 21 - [...] considered at the same time[6] - missing a 
space.  
Page 8, line 48 - 01/2010 should be written in full, i.e. January 2010.  
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Page 9, line 22 - 18 should be written out as eighteen. 

 

REVIEWER Gabriele Meyer 
Martin Luther University Halle-Wittenberg Institute for Health and 
Nursing Science  
Halle (Saale)  
Germany 

REVIEW RETURNED 06-Aug-2015 

 

GENERAL COMMENTS Thank you very much for the invitation to peer review the manuscript 
by Andrea Siebenhofer and colleagues.  
 
The authors submitted a study protocol on a systematic review 
dealing with cluster randomized controlled trials (cRCTs) in the 
setting general practices. I have read the manuscript with great 
interest and think it is well written and the systematic review is very 
well prepared. The PRISMA-P reporting statement is sufficiently 
reflected and a pilot study has already been performed. Therefore, 
there is no doubt concerning the feasibility of the systematic review.  
 
The authors have planned to do a lot of efforts to identify further 
information through snowballing techniques, i.e. reference tracking 
and contacting authors in cases of lack of written information. 
However, they have not planned to check trial registries and will not 
formally explore a potential publication bias. Even in the field of 
general medicine, studies with negative results might have a lower 
probability of getting published. Therefore, checking study registers 
and formally investigating publication bias might contribute to the 
validity of the systematic review. If not planned, this fact should at 
least be reflected as limitation in the discussion chapter.  
 
In the introduction the authors refer to allocation concealment as a 
pitfall of cRCTs. I am not sure why this should be a problem of 
cRCTs. Do the authors mean the “post randomization recruitment 
bias” in cases where random allocation of clusters have been 
performed but consecutive recruitment of individuals is ongoing 
resulting in a higher risk of selective application of inclusion criteria?  
 
Eligibility criteria: It remains unclear to me why for inclusion studies 
must have an observation time of at least 12 months. No explanation 
is provided and should be added to the revised protocol.  
It remains unclear to me why the control group must have continued 
to receive treatment as usual. In many cases optimized usual care 
might be the better option because a kind of standardization of 
routine care could be achieved when information on better practice 
is available outside the study and it could therefore not be ruled out 
that optimized routine care will be adopted by some clusters during 
the course of the study. Anyway, a rationale is missing in the 
manuscript why more active comparators are excluded.  
The acronym “IQWiG” (page 6) should be spelled out and an 
argument should be added why the IQWiG approach is appropriate 
to use in this systematic review.  
 
Table 1: What is meant by “side papers”?  
 
My most important question regarding this well written and 
technically sound study protocol refers to the fact that I do not 
understand why the authors aim to include complex interventions 
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only and regard their review as contribution to better designing of 
complex interventions in the future. This systematic review has not 
planned to deal with the specific methodological characteristics of 
complex interventions. The efficacy and effectiveness of a complex 
intervention depends on many well described features, beginning 
with sound theory foundation, careful preparation and piloting of the 
intervention components, outcomes and processes, sound process 
evaluation which tries to describe all processes like recruitment 
retention, intervention fidelity, barriers and facilitators of 
implementation. None of these aspects are reflected in the studies’ 
assessment and data extraction within the systematic review. Thus, 
the result of a controlled trial comparing a complex intervention with 
routine care is most likely depending on the adherence of the study 
conductors to the “arts of complex interventions” development and 
evaluation. How to appraise complex interventions has been 
exercised in former reviews and I refer the attention of the authors to 
the CReDECI statement (Möhler et al. Trials 2015) and the 
publication by Möhler et al. IJNS 20012.  
If the authors of the systematic review do not take the complex 
intervention methods into account, they could instead include all 
cRCTs conducted in general practices and do not need to reduce 
the search and inclusion of studies to complex interventions only.  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer comments: Ellen 

Freiberger  

Authors answer 

The authors address an interesting 

question by investigating the 

effects of cluster-randomized 

controlled trials of complex 

intervention in the general 

practitioner setting. However the 

reviewer has some concerns 

regarding the protocol. 

We would like to thank the reviewer for expressing her 

appreciation of the importance of the subject and for the 

interesting comments. 

Major comments 

1. Even so the authors declare to 

include all c-RCTs of any design 

the search is restricted to 

MEDLINE; EMBASE and 

Cochrane Database. Health 

behavior changes e.g. for weight 

reduction might not be catch in this 

area therefore including PsychInfo 

Database or Web of Science might 

add additional information. Even so 

the authors have conducted a 

feasibility study they might think 

about expanding their search for 

other data basis. Furthermore 

restricting the search to family 

practitioners related journals might 

Only the feasibility trial search was restricted to family practice-

related journals. This will not be the case for our full review (see 

Methods section - Search methods: “When these results are 

extrapolated to take account of an unrestricted literature 

search that includes EMBASE as a third database, as well as 

journals that do not focus on general practice, we expect about 

5000 findings and 150 papers (3% of initial findings.” page 9 ) 

However, we will add one further sentence in the method 

section - Search methods page 9) to clarify this. 

 

We expect about 150 studies to be included in the review. 

Adding the PsychInfo Database would be interesting but would 

lead to an excess of information that we would simply not have 

the resources to deal with. However, we do not expect by not 
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hamper the primary aim of 

gathering all the relevant 

information. Manuscript might be 

published in the area of the age 

related journals not the setting 

specific journals. 

including this database will result in any deterioration in the 

quality of the answers to our pre-defined research questions. 

 

We have now added information on the restriction of the search 

to three databases only to the discussion section.(see 

Discussion section: on page 12).  

2. The approach to investigate 

“how frequently complex 

interventions are shown to be more 

effective, equally or less effective 

than routine care in c-RCTs with a 

superiority design” seems 

counteracted by not restricting the 

search for either specific 

population or diseases. For the 

reviewer is seems almost 

impossible to retrieve and collapse 

information about a broad 

continuum over the lifespan, and/or 

not restricted to diseases.  

We plan to perform a methodological review, which is why we 

did not restrict it to specific diseases. The volume of potential 

studies was estimated after the feasibility trial and provided us 

with confirmation that the full review will be manageable. 

 

In addition, subgroup analyses will be performed wherever 

possible (see Methods - Criteria for inclusion in this review - 

Data analysis; page: 11). 

 

Furthermore the term complex 

intervention has been used in 

different way (related to the 

profession using this term which 

might be another barrier). 

Many thanks for this important comment. We have now clarified 

the term (and our inclusion criteria) so that it is in line with the 

latest MRC guidance (see the first paragraph of the methods 

section on page 6) 

 

3. The outcome “patient-relevant” 

would need further specification 

with e.g. regard to function, quality 

of life, health care cost. 

For the definition of a patient-relevant outcome the authors 

used the IQWiG definition (General methods 4.2). We have 

specified this further in our updated manuscript (see Methods  - 

Criteria for inclusion in this review - Eligibility Criteria; page: 6) 

4 The term and definition of 

“superiority trials” should be given.  

 

Does this mean the authors expect 

trails with no reports on primary 

outcomes? 

Table 1 shows the in- and exclusion criteria for the review 

separately but side-by-side in two columns.  

We used the term “superiority trials” in its general sense of trials 

designed to show that one of the treatments in the trial is 

superior to another. We do not accept trials that do not report 

on primary outcomes.  

 

We think that any confusion with the use of the term may stem 

from the associated exclusion criterion, which should actually 

read “There is no reporting on patient-relevant primary 

outcomes”. This has been changed accordingly in the 

manuscript (See Methods - Criteria for inclusion in this review 

Eligibility Criteria; page 7)  

5. Figure 1 should state the 

exclusion criteria not only the 

The detailed criteria for exclusion are listed in Table 1 in the 

main manuscript and all exclusion criteria for every single study 
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number of the excluded studies (N 

= 426). In the next step information 

on exclusion are available. 

that is excluded after full text screening are described in the 

supplementary file.  

 

We provided detailed exclusion criteria for the full text screening 

but not for the abstract screening as the specific exclusion 

criteria chosen by the 2 reviewers may have been different in 

the abstract screening process. This procedure is in line with 

the guidance provided in the Cochrane Handbook and therefore 

no changes have been added to Figure 1 (see 

http://handbook.cochrane.org/ in chapter 7.2.5 Selecting 

‘excluded studies’). 

6. The discussion part does not 

state possible barriers or limitations 

of the protocol. Please insert. 

As compared to other protocol publication papers in this journal 

limitations were mostly listed in the column “Strengths and 

Limitations of the Study”. However, we have gladly followed 

your recommendation and have added further possible barriers 

and limitations to the discussion section. (See Strengths and 

Limitations of the Study; page: 4 and discussion page: 12 ) 

Minor comments 

1. The sentence “The aim of this 

study will be to assess outcomes 

and methodological bias when 

cluster randomized controlled trials 

are used to examine complex 

interventions versus routine 

care….” Is somewhat misleading. 

Will the study assess outcomes 

alone or outcomes and 

methodological bias?  

We agree that this sentence is rather misleading. Reviewer 2 

also mentioned that it is just a repetition of the objective (in 

confusing words), so we have deleted it.   

 

Reviewer comments: Rosa Lau Authors answer 

General comments 

1. Overall this paper is original, the 

aims/objectives, design are clearly 

described and the key findings 

from the feasibility project are 

summarised well in the discussion. 

Thank you very much for reviewing our manuscript and your 

helpful suggestions. 

We are pleased that you consider our study to be original, with 

a clear description of the methods and a good summary of our 

key findings from the feasibility project. 

2. Primary care and general 

practice are used interchangeably 

in the manuscript. Some define 

primary care as “the first level 

contact with people taking action to 

improve health in a community. It 

covers a wide range of health care 

professionals and settings, such as 

general practices, dental practices, 

We thank the reviewer for this important clarification. We have 

now ensured consistent use of “general practice” (and “general 

practitioner”) throughout the manuscript. 
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pharmacies”. This would influence 

the number of papers going into 

the review. Please provide 

definitions used in the review. 

3. The authors' own interpretation/ 

explanation as to why their studies 

did not show a positive effect could 

be important, e.g. loss to follow up, 

issues related to recruitment, 

adherence and data collection 

(outcomes). This information can 

usually be found in the discussion 

and it may be worthwhile to extract 

them, if provided. They could serve 

as additional information and help 

inform the review. 

Thank you very much for your valuable idea to include the 

authors' own interpretation. We have taken this into 

consideration in our updated manuscript.  

(see Supplementary File 3; Table 1) 

Page 3, line 42 - [...] 21 studies 

examined complex interventions in 

a primary care setting. Shouldn't it 

be general practice? 

See our previous reply (we now refer to “general practice 

settings” and “general practitioners” throughout the manuscript). 

1. Introduction focused on primary 

care; however, this is a review 

based in general practice. Please 

specify the reason(s) why the 

review includes studies in general 

practice and not primary care. 

See our previous reply (we now refer to “general practice 

settings” and “general practitioners” throughout the whole 

manuscript).  

As we did not intend to study c-RCTs in dental care, or any 

other type of primary care other than general practice, we have 

checked the document for consistency in wording. 

2. Page 5, line 27 - [...] a common 

example of which is an adequate 

concealment of the treatment 

allocation. Do you mean 

"inadequate" allocation 

concealment as an example of 

potential methodological 

shortcomings? 

We are sorry that we overlooked this mistake and have 

corrected it to read “inadequate”. 

(see Introduction; page: 5) 

1. Page 6, line 27 - Only outcomes 

related to patients are included in 

the review. It would be helpful to 

specify the type(s) of patient 

outcomes and provide a couple of 

examples, e.g. objective (e.g. 

health status) vs. subjective (self-

reported outcomes such as change 

in behaviour or knowledge, 

satisfaction).  

For the definition of a patient-relevant outcome the authors 

used the IQWiG definition (General methods 4.2). We have 

further specified this in our updated manuscript (see Methods  - 

Criteria for inclusion in this review - Eligibility Criteria; page: 6) 
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2. Page 7, line 18 - seems a bit 

strange to repeat the objectives 

under "outcome measures". If the 

original paper reports outcomes at 

multiple time points, would the 

outcome from the longest available 

follow-up interval be extracted? 

The first sentence in this paragraph has now been deleted.   

 

Yes, we will extract outcomes from the longest available time 

period (e.g. in a 3-years study, we include outcomes from those 

3 years), as long as the events occurred within the pre-defined 

period specified in the randomized trial design.  

3. Page 7, line 47 - Could you 

specify the (proposed) end date of 

the literature search.  

Page 8, line 49 – It is unclear what 

authors' personal files means - 

please clarify. 

The proposed end date for the literature search is September 

2015. An extra sentence to clarify this has been added to the 

manuscript (see methods - Search methods: page 8)  

A lot of helpful material was read and collected during the 

conceptual development of our project idea, even though no 

systematic search was performed. This material will be cross-

checked by the authors.  

(see Methods - Search methods: page 8) 

4. Page 9, line 18 - Could you 

please explain how 5000 findings 

and 150 papers were calculated/ 

estimated.  

 

Based on the search results in MEDLINE and CCTR, 2965 hits 

were identified before we limited ourselves to articles in general 

practice-related journals.  

 

We estimated that by adding EMBASE as a third database, a 

further 2000 hits would be detected, bringing the total to around 

5000.  

 

4% of initial findings were included in our feasibility project. 

However, as we will not be restricting the search to GP-related 

journals we lowered the expectation rate to 3%.  

 

(see Methods - Criteria for inclusion in this review - Expected 

primary studies; page: 11) 

Page 9, line 22 - It's great that 

authors were contacted for further 

information on ICC. 

We very much appreciate your taking notice of our efforts to 

contact the authors! 

5. Page 9, line 34 - In the text, it 

says "the abstracts, titles and full 

texts will be independently 

screened by two reviewers". 

However, in supplementary file 3, it 

states that only one person 

For the upcoming full review, the whole process, including the 

full text screening, will be conducted by two reviewers 

independently of one another.  
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reviewed the full texts. Please 

clarify. 

It was only in the feasibility phase - described in supplementary 

file 3 – that the full text screening was performed by one person 

only. See page 1: Selection of trials and data collection for the 

feasibility project  

6. Page 10, line 22 - suggestive 

text: Data will be summarised (or 

pooled) statistically where 

appropriate. 

Many thanks for your suggestion. This sentence has now been 

changed.  

7. Page 10, line 44 – It might be 

worthwhile describing in the 

methods about what intraclass 

correlation coefficients (ICC) are, 

why you are comparing ICCs used 

to power calculation with those 

obtained from the data and how 

this can be interpreted.  

Will there be validation of data 

abstraction (for accuracy), if so, 

how (e.g. taking a random sample 

of x papers). 

The idea behind the comparison of ICCs used in the sample 

size calculation and those obtained from the data was to see if 

part of the reason for trials not being able to show improved 

patient outcomes for the complex intervention was because 

unrealistic assumptions in the sample size calculation had 

resulted in lower than anticipated power.  

There were not enough pairs of ICCs available in the pilot trial 

to check for a possible connection between over-optimistic 

assumptions and the outcome of the trial, but we intend to do 

this in the main study. The data analysis section now contains a 

more thorough description. 

 

(see Methods - Data analysis; page: 11) 

1. Fourteen out of 21 studies did 

not demonstrate a positive effect 

on a primary patient related 

outcome. Other than the quality of 

c-RCTs, could it simply be the 

intervention itself is not effective? 

Or the follow up period is too short 

to observe any benefit in patient 

outcomes (especially a change in 

patient health status)? Or does it 

depend on the type of patient 

outcome?  

Perhaps certain items in the 

CONSORT statement are more 

important than others, e.g. 

important changes to methods 

after trial commencement (such as 

the way in which the intervention is 

delivered or implemented).  

Would it be worthwhile including 

some potential limitations in the 

discussion? 

We agree with the reviewer and have now paid more attention 

to the limitations of our feasibility test – in particular with regard 

to the generalizability of our results. A new paragraph on 

limitations has now been added to supplementary file 3.  

 

1. Page 21 - It is unclear why the 

authors decided to exclude studies 

which reported more than 1 

primary outcome and mixed 

While conducting the feasibility study we were faced with the 

problem that some studies defined more than one primary 

outcome, one of which was effective and the other not. 

However, as we wanted to compare the findings of studies with 
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effects/ partly effective. Please 

clarify.  

and without effects in terms of potential methodological 

differences, we decided to exclude these.  

 

This information was missing in supplementary file 3 but an 

extra sentence has now been added.  

See Supplementary file 3 - Outcome measures  

2. Page 25 - Suggest "target 

population/ health condition" 

(instead of indication) and 

"aim/objective" (instead of research 

question)  

We have corrected this in supplementary file 3 (see Tables 1 

and 2) – thank-you for your suggestion. 

3. Page 27 (table 3) - the table 

indicates whether studies show an 

intervention effect (yes vs. no 

effect); it might also be important to 

consider the magnitude of the 

effect size. 

We will consider this point in the main review. This is also 

mentioned in the data analysis section of the protocol.  

 

(see Methods - Data analysis -; page: 12)  

Minor edits 

1. All in-text citations should be 

placed before the full stop as they 

are part of the sentence.  

The instructions for authors (BMJ Open) doesn`t describe which 

reference style is requested. So the authors used the general 

standards of the BMJ 

(http://journals.bmj.com/site/authors/preparing-

manuscript.xhtml#references): Reference numbers in the text 

should be inserted immediately after punctuation (with no word 

spacing)—for example,[6] not [6]. 

2. Strengths and limitations of this 

study - last bullet point is smaller 

(in terms of font size) compared to 

the other two.  

We have corrected this (see Strengths and Limitations of this 

Study; page: 4) 

3. Page 5, line 27 - Consort should 

be written in Capitals. 

We have corrected this (see Introduction: page 5) 

4. Page 5, line 41 - Suggest 

"secondary objective" (instead of 

secondary aim) to be consistent 

with earlier text. 

We have corrected this (see Introduction: page 5) 

5. Page 6, line 21 - [...] considered 

at the same time[6] - missing a 

space. 

We have corrected this (see Methods -  

Criteria for inclusion in this review - Eligibility Criteria: page 5) 

6. Page 8, line 48 - 01/2010 should 

be written in full, i.e. January 2010. 

We have corrected this (see Methods -  

Criteria for inclusion in this review -Search methods: page 9) 
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7. Page 9, line 22 - 18 should be 

written out as eighteen. 

We have corrected this (see Methods -  

Criteria for inclusion in this review - Expected authors’ 

responses: page 10) 

Reviewer comments : Gabriele 

Meyer 

Authors answer 

1. The authors submitted a study 

protocol on a systematic review 

dealing with cluster randomized 

controlled trials (cRCTs) in the 

setting general practices. I have 

read the manuscript with great 

interest and think it is well written 

and the systematic review is very 

well prepared. The PRISMA-P 

reporting statement is sufficiently 

reflected and a pilot study has 

already been performed. 

Therefore, there is no doubt 

concerning the feasibility of the 

systematic review.  

Thank you very much for your valuable review of our 

manuscript and we are pleased that you share our confidence 

that a systematic review is feasible.  

2. The authors have planned to do 

a lot of efforts to identify further 

information through snowballing 

techniques, i.e. reference tracking 

and contacting authors in cases of 

lack of written information. 

However, they have not planned to 

check trial registries and will not 

formally explore a potential 

publication bias. Even in the field of 

general medicine, studies with 

negative results might have a lower 

probability of getting published. 

Therefore, checking study registers 

and formally investigating 

publication bias might contribute to 

the validity of the systematic 

review. If not planned, this fact 

should at least be reflected as 

limitation in the discussion chapter. 

No search of trial registries is planned because we do not 

expect them to be comprehensive, especially with regard to 

earlier years. We have now mentioned this as a limitation of the 

study.  

However, we are planning on investigating for any potential 

publication bias by visually investigating funnel plots. This has 

now been added to the statistical analysis section on page 11: 

"We will perform sensitivity analyses in order to explore the 

robustness of our results and visually inspect funnel plots for 

any indication of publication bias." 

 

1. In the introduction the authors 

refer to allocation concealment as 

a pitfall of cRCTs. I am not sure 

why this should be a problem of 

cRCTs. Do the authors mean the 

“post randomization recruitment 

bias” in cases where random 

allocation of clusters have been 

We are sorry but by mistake we used the wrong word and have 

now corrected it to read “inadequate”. 

 

(see Introduction; page: 5) 
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performed but consecutive 

recruitment of individuals is 

ongoing resulting in a higher risk of 

selective application of inclusion 

criteria? 

1. Eligibility criteria: It remains 

unclear to me why for inclusion 

studies must have an observation 

time of at least 12 months. No 

explanation is provided and should 

be added to the revised protocol. 

The aim of this review is to evaluate the long-term benefit of an 

intervention. We therefore decided that only studies that lasted 

at least 12 months should be included. We now explain this on 

page 6 of the methods section.  

2. It remains unclear to me why the 

control group must have continued 

to receive treatment as usual. In 

many cases optimized usual care 

might be the better option because 

a kind of standardization of routine 

care could be achieved when 

information on better practice is 

available outside the study and it 

could therefore not be ruled out 

that optimized routine care will be 

adopted by some clusters during 

the course of the study. Anyway, a 

rationale is missing in the 

manuscript why more active 

comparators are excluded.  

We can clearly follow your argument, and we know that we 

cannot rule out that some optimization of usual care may have 

taken case in the routine care group. 

 

However, we did not include studies with active comparators as 

we wanted to keep the studies homogeneous. This information 

has now been added to the methods section - eligibility criteria 

on page 6: "To avoid additional heterogeneity between studies 

arising from active comparators, the control group..." 

 

For your personal information, we thought we could maybe add 

these studies with more active comparators but this would just 

not be feasible, as we now expect about 150 studies to be 

included. Furthermore, we do not expect any deterioration of 

quality in terms of answering our pre-defined research 

questions to result from not including such studies. 

3. The acronym “IQWiG” (page 6) 

should be spelled out and an 

argument should be added why the 

IQWiG approach is appropriate to 

use in this systematic review.  

The acronym “IQWiG” has now been written out in full (Institute 

for Quality and Efficiency in Health Care) (see Methods - 

Criteria for inclusion in this review - Eligibility Criteria: page 6).  

 

The IQWiG’s definition is based on work carried out by the 

Biomarkers Definitions Working Group (Biomarkers and 

surrogate endpoints: preferred definitions and conceptual 

framework. Clin Pharmacol Ther 2001; 69(3): 89-95). The 

IQWiG definition is chosen because they have substantial 

experience when it comes to assessing outcomes and they give 

a concise definition of what is meant by patient relevant. 

See Methods - Criteria for inclusion in this review - Eligibility 

Criteria; page: 6) 

4. Table 1: What is meant by “side 

papers”? 

The term “side papers” refers, for example, to tertiary literature 

that describes and summarizes the results of publications 

based on original findings that have already been published in 
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another peer reviewed journal elsewhere.  

This information has been added to table 1 (see Methods - 

Criteria for inclusion in this review - Eligibility Criteria; page: 6) 

My most important question 

regarding this well written and 

technically sound study protocol 

refers to the fact that I do not 

understand why the authors aim to 

include complex interventions only 

and regard their review as 

contribution to better designing of 

complex interventions in the future.  

 

This systematic review has not 

planned to deal with the specific 

methodological characteristics of 

complex interventions. The efficacy 

and effectiveness of a complex 

intervention depends on many well 

described features, beginning with 

sound theory foundation, careful 

preparation and piloting of the 

intervention components, 

outcomes and processes, sound 

process evaluation which tries to 

describe all processes like 

recruitment retention, intervention 

fidelity, barriers and facilitators of 

implementation. None of these 

aspects are reflected in the studies’ 

assessment and data extraction 

within the systematic review. Thus, 

the result of a controlled trial 

comparing a complex intervention 

with routine care is most likely 

depending on the adherence of the 

study conductors to the “arts of 

complex interventions” 

development and evaluation. How 

to appraise complex interventions 

has been exercised in former 

reviews and I refer the attention of 

the authors to the CReDECI 

statement (Möhler et al. Trials 

2015) and the publication by 

Möhler et al. IJNS 20012.  

If the authors of the systematic 

review do not take the complex 

intervention methods into account, 

We thank the reviewer very much for this thorough discussion 

of our planned study.  

 

As we saw from the feasibility trial, and as you would probably 

expect, every intervention described in the studies we reviewed 

included some kind of complex intervention. The study pool 

would probably have been similar, even if we had not restricted 

included studies to those describing a complex intervention in 

the strict sense. As we want to use the term complex 

intervention as a “descriptive element” for the intervention, we 

have therefore decided, after careful consideration of your 

suggestion, to leave it as originally designed.  

 

However, in a subsequent sub-study based on samples of the 

included studies, we will appraise the complex interventions 

themselves according to the recommendations described by 

Möhler et al. This information is provided in the discussion 

section on page 13.  

 

Due to resource limitations we did not include the aspects you 

mention in our feasibility study. Moreover, we did not critically 

discuss this as a limitation. We have therefore added the 

following to a new paragraph on “limitations” to be found in 

supplementary file 3: 

 

" Fourthly, our feasibility trial did not comprehensively examine 

methodological shortcomings that concern the gradual 

development and evaluation of a complex intervention. Thus it 

did not attempt to answer such questions as (1) whether a study 

had a sound theoretical foundation, (2) whether the piloting of 

the intervention components, outcomes and processes justified 

confidence in the feasibility of the project, (3) whether the 

effectiveness of the intervention had been appropriately 

evaluated, and (4) whether process evaluation had been well 

planned a priori. The full review will therefore have to take these 

more specific aspects into consideration by examining the 

framework of the c-RCT, the fidelity of the intervention, and 

barriers and facilitators to its implementation". 
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they could instead include all 

cRCTs conducted in general 

practices and do not need to 

reduce the search and inclusion of 

studies to complex interventions 

only 

 

 

VERSION 2 – REVIEW 

REVIEWER Freiberger Ellen 
Institute for Biomedicine of Aging (FAU Erlangen-Nürnberg)  
Germany 

REVIEW RETURNED 07-Oct-2015 

 

GENERAL COMMENTS The reviewer completed the checklist but made no further 
comments. 
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