
PEER REVIEW HISTORY 

BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to 

complete a checklist review form (http://bmjopen.bmj.com/site/about/resources/checklist.pdf) and 

are provided with free text boxes to elaborate on their assessment. These free text comments are 

reproduced below.   

 

ARTICLE DETAILS 

TITLE (PROVISIONAL) Effectiveness of interventions to reduce ordering of thyroid function 
tests: A systematic review 

AUTHORS Zhelev, Zhivko; Abbott, Rebecca; Rogers, Morwenna; Fleming, 
Simon; Patterson, Anthea; Hamilton, Willie; Heaton, Janet; 
Thompson Coon, Jo; Vaidya, Bijay; Hyde, Chris 

 

VERSION 1 - REVIEW 

REVIEWER Daniel Kobewka 
University of Ottawa  
Canada 

REVIEW RETURNED 27-Oct-2015 

 

GENERAL COMMENTS 1) Well done systematic review. Very heterogenous studies make it 
difficult to summarize and make generalizations. There is very little 
comment about the durability of the effect in various studies. Can 
some comment be made about the duration of follow up in the 
included studies?  
 
2) Page 9 line 46 you comment that more rigorous designs have 
smaller changes in test ordering behavior. This is a very interesting 
and important point that is not discussed in the results. Please state 
this in the results or point to which table shows this finding.  
 
3) Math for figure 1 does not add up. 1000 - 895 + 2 = 107 NOT 108  
 
4) Column headings for table 3 "not chance" and "Design" could be 
more clear. ie significant change and RCT. Also the "notes" column 
has heterogenous information. Perhaps change column heading to 
"Measure of intervention effect" or "outcome measure"  
 
5) Your final conclusion that "more systematic reviews looking at 
specific test ordering behavior are warranted" does not make sense. 
You previously stated that you could not make generalizations from 
your review of thyroid function test ordering. Why would further 
reviews on other test ordering behavior yield more helpful results?  

 

REVIEWER Professor Paul Collinson 
St George's Hospital, London 

REVIEW RETURNED 03-Nov-2015 

 

GENERAL COMMENTS The authors have undertaken a systematic review of the literature on 
intervention to reduce thyroid function testing. Their findings are 
unsurprising if depressing.  
Although the authors describe the considerable variability in relation 
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to their own audit in the South West of England this should be put 
into context of the national audit of thyroid function testing patterns 
published in the Atlas of variation in 2014. This should be 
considered both in the introduction and in the discussion section.  
The authors make very pertinent points on the question of the 
relevance of some of the studies to current practice but the 
discussion of the absence of intervention based on order 
communication systems needs to be expanded further. 

 

REVIEWER Joanna Stewart 
Consultant Biostatistician  
University of Auckland  
New Zealand 

REVIEW RETURNED 03-Feb-2016 

 

GENERAL COMMENTS It is very challenging to summarise the results of such a diverse 
collection of studies. The authors have gone to lengths to attempt to 
report the studies from many different perspectives to try and 
overcome this. It does, however, remain very difficult to assess the 
overall success of the interventions, particularly with respect to the 
quality of the studies. Although much information about the study 
differences would not be apparent, a figure which pictorially 
displayed some of the information could be helpful. If the information 
on effect in table 3 (ie direction and size) was graphically displayed, 
grouped by study design type then at a glance it would be possible 
to see the strength of evidence coming from the stronger designs. It 
might also give a clue about the presence of publication bias as this 
is likely to occur more in the weaker designs. This ignores the type 
of intervention or outcome evaluated but this would still be in the text 
and tables.  
Minor comments  
In the methods it would be good to clarify that both those with trend 
before and after as well as those with just one time point before and 
after were included (which provide quite different strengths of 
evidence)  
When quoting rates at the beginning of the introduction, the 
population they are being quoted for needs to be included  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1  

 

1) Well done systematic review. Very heterogeneous studies make it difficult to summarize and make 

generalizations. There is very little comment about the durability of the effect in various studies. Can 

some comment be made about the duration of follow up in the included studies?  

 

Response: Results were updated to include median (IQR) duration of interventions and follow up 

(once intervention was discontinued) (p. 11, lines 7-8); and specific details from the four studies 

reporting follow up data (p. 28, lines 14-27; pp. 29-30, lines 32-2). Also, a paragraph on the duration 

of the interventions and follow up was added to the Discussion (p. 30, lines 30-33).  

 

2) Page 9 line 46 you comment that more rigorous designs have smaller changes in test ordering 

behaviour. This is a very interesting and important point that is not discussed in the results. Please 

state this in the results or point to which table shows this finding.  
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Response: Reference to the relevant tables added (p. 32, lines 1-2).  

 

3) Math for figure 1 does not add up. 1000 - 895 + 2 = 107 NOT 108  

 

Response: Thank you for spotting this. It’s a typo; the actual number of exclusions at title/abstract 

level was 894, not 895. Figure 1 updated accordingly.  

 

4) Column headings for table 3 "not chance" and "Design" could be more clear. ie significant change 

and RCT. Also the "notes" column has heterogenous information. Perhaps change column heading to 

"Measure of intervention effect" or "outcome measure"  

 

Response: We tried to save space and provide definitions in the footnotes but agree that some 

headings could be made clearer. Headings and related footnotes were updated as suggested.  

 

5) Your final conclusion that "more systematic reviews looking at specific test ordering behavior are 

warranted" does not make sense. You previously stated that you could not make generalizations from 

your review of thyroid function test ordering. Why would further reviews on other test ordering 

behavior yield more helpful results?  

 

Response: We agree that the wording, as it is, is confusing and does not fit in with the results. We 

tried to clarify what we meant (p. 33, lines 24-39), namely that focusing on specific test ordering 

behaviour rather than a wide range of targets, would allow more focused and relevant to practice 

recommendations provided sufficient good quality evidence is available. Of course, this applies even 

if a wider range of test ordering scenarios are included in the review.  

 

Reviewer 2  

1) The authors have undertaken a systematic review of the literature on intervention to reduce thyroid 

function testing. Their findings are unsurprising if depressing.  

 

Response: We updated the article summary box (p. 2, lines 20-25) and the Strengths and limitations 

section (p. 10, lines 34-39) to highlight the potentially useful outcomes from the review which were 

neglected in the previous version.  

 

2) Although the authors describe the considerable variability in relation to their own audit in the South 

West of England this should be put into context of the national audit of thyroid function testing 

patterns published in the Atlas of variation in 2014. This should be considered both in the introduction 

and in the discussion section.  

 

Response: Relevant data from The NHS Atlas of Variation in Diagnostic Services (2013) added to the 

Introduction (p. 3, lines 12-18) and considered in the Discussion (p. 33, lines 29-31).  

 

3) The authors make very pertinent points on the question of the relevance of some of the studies to 

current practice but the discussion of the absence of intervention based on order communication 

systems needs to be expanded further.  

 

Response: We amended the results (p. 11, lines 3-6) to clarify that although 3 studies evaluated 

computer-based test ordering interventions, two of them were very old and the more recent one 

evaluated only a limited aspect of this system. In addition, we commented on this in the Conclusions 

(p. 33, lines 29-31).  

 

Reviewer 3  

1) It is very challenging to summarise the results of such a diverse collection of studies. The authors 
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have gone to lengths to attempt to report the studies from many different perspectives to try and 

overcome this. It does, however, remain very difficult to assess the overall success of the 

interventions, particularly with respect to the quality of the studies. Although much information about 

the study differences would not be apparent, a figure which pictorially displayed some of the 

information could be helpful. If the information on effect in table 3 (ie direction and size) was 

graphically displayed, grouped by study design type then at a glance it would be possible to see the 

strength of evidence coming from the stronger designs. It might also give a clue about the presence of 

publication bias as this is likely to occur more in the weaker designs. This ignores the type of 

intervention or outcome evaluated but this would still be in the text and tables.  

 

Response: As acknowledged by the reviewer, the effectiveness of different interventions is presented 

in table 3; the studies are grouped by design with additional information provided (e.g. type of 

intervention, outcomes measured etc.) using symbols, ‘+’ and ‘-‘ to allow the reader to appreciate the 

differences between studies. We feel that using even simpler graphical presentation focused on study 

design and reported effect may be misleading. It may leave the impression that the studies compare 

similar interventions and measure similar outcomes. Also, it may suggest that the hypothesis we 

advanced, namely that higher proportion of the studies with robust design reported ineffective 

interventions compared to studies with weaker design, is based on solid evidence. Therefore, we 

prefer not to add the suggested graphical presentation of results. We created an excel file (appendix 

2) with relevant study characteristics which allows the readers to explore for themselves different 

relationships without jumping to unwarranted conclusions. This is indicated in the relevant places in 

the text (p. 30, lines 14-16; p. 32, lines 1-2).  

 

2) Minor comments:  

a) In the methods it would be good to clarify that both those with trend before and after as well as 

those with just one time point before and after were included (which provide quite different strengths 

of evidence)  

 

Response: Clarification added to the respective paragraph (p. 4, lines 14-15).  

 

b) When quoting rates at the beginning of the introduction, the population they are being quoted for 

needs to be included  

 

Response: The meta-analysis is for the European population. We have added this in the text (p. 2, 

line 37).  

 

Other changes:  

We also made minor changes throughout the document (track changes used) to make the text more 

readable and correct minor grammatical, stylistic and spelling errors. 

 

VERSION 2 – REVIEW 

REVIEWER Prof Paul Collinson 
St George's Hospital, London 

REVIEW RETURNED 10-Mar-2016 

 

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

 

REVIEWER Joanna Stewart 
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University of Auckland  
New Zealand 

REVIEW RETURNED 07-Mar-2016 

 

GENERAL COMMENTS The additions which the authors have made to the paper add to its 
value and I am satisfied with their responses to the previous review  
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