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BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to 
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are provided with free text boxes to elaborate on their assessment. These free text comments are 
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GENERAL COMMENTS General comments  
The aims of the proposed study in the context of the available 
background literature need to be more clearly stated. The paper 
overall needs to be better structured. There are already two 
Cochrane reviews on this area and the authors have not clearly 
stated what this further review will add: this review will only consider 
intervention studies within the first 90 days but presumably such 
studies were included in the original reviews.  
 
Specific comments.  
1. Abstract intro. The figures for UK TIA rates are given followed by 
stroke mortality rates that appear to be global rates – this should be 
clarified.  
 
2. Abstract. References should not be given in the abstract.  
 
3. Abstract. The aim of the review should be more clearly stated. If 
there is a “paucity of research that offers an evidence base” as the 
authors state, this will not be rectified by doing a systematic review.  
 
4. Background. Secondary prevention reduces risk of second stroke. 
The authors are correct that rapid initiation of secondary prevention 
pharmacological therapy has been shown to have a major impact on 
risk of recurrent stroke. However, they state that this was in the 
research setting. The study referred to was done in research clinics 
providing the clinical care for all acute TIA and stroke within a 
defined population and thus was representative. The findings have 
been accepted internationally and TIA/minor strokes are now treated 
as an emergency. The authors statement that “These results have 
not been replicated in routine practice” is thus incorrect since trials of 
fast versus slow treatment of TIA and minor stroke would now be 
unethical. This section needs to be rephrased as at present, it 
appears as if the authors are suggesting that pharmacological 
treatment is unproven and it is this that supports the case for 
rehabilitation.  
 
5.Background, underlying pathological mechanism and risk/factors 
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for TIA/minor stroke. This includes a paragraph on costs which is not 
relevant to this section and should be placed elsewhere.  
 
6.Background, page 3. The authors state that “rehabilitation and 
secondary prevention programmes following an initial TIA or minor 
stroke are theoretically well-evidenced (28) (29), there is a paucity or 
well informed rehabilitation programmes for clinicians and healthcare 
professionals to use within this acute period”. The two references 
given are from recent Cochrane reviews. The authors need to be 
clear about what exactly their review is going to add to the existing 
reviews. Also, doing the review will not solve the problem of lack of 
informed rehabilitation programmes.  
 
7. Methods. The inclusion/exclusion criteria need to be more clearly 
stated.  
 
8. Methods. What definition of “minor” stroke will be used eg NIHSS 
or similar? At the very least, provision needs to be made for 
differences in definitions and thus comparability across studies.  
 
9. Methods. Why are only first events to be considered? The authors 
justification of “for clarity and to exclude more distinct populations..” 
is vague.  
 
10. Methods. Assessment of risk of bias. This section is focussed on 
internal trial validity. Of at least as much importance is external 
validity ie how representative is the trial population of the source 
population? A positive result is not useful if only applicable to a tiny 
minority of patients.  
  

 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer Name Pendlebury, Associate Professor  

Institution and Country Stroke Prevention Research Unit, Oxford, UK  

Please state any competing interests or state ‘None declared’: None  

 

Please leave your comments for the authors below  

General comments  

The aims of the proposed study in the context of the available background literature need to be more 

clearly stated. The paper overall needs to be better structured. There are already two Cochrane 

reviews on this area and the authors have not clearly stated what this further review will add: this 

review will only consider intervention studies within the first 90 days but presumably such studies 

were included in the original reviews.  

 

Thank you for this general comment. We have revised the aims of the proposed study which we hope 

are now stated more clearly and show, it will add to current background literature. There are gaps in 

the evidence regarding the translation of secondary prevention initiatives from research into practice 

and little evidence regarding the best approach to promoting lifestyle change to reduce subsequent 

stroke risk for patients with TIA or minor stroke. Although two Cochrane reviews have been conducted 

in a similar area, one of the Cochrane reviews only included one paper for their results and therefore 

has limited applicability. The other focused on pharmacological interventions, without consideration of 

the effects of non-pharmacological interventions.  
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Our review is novel because it considers rehabilitation programmes within the acute period after 

diagnosis when patients are at highest risk of suffering further events and these events are often the 

ones which leave them disabled, with subsequent negative impacts on the patient, family, carers and 

society. Previous reviews have considered interventions at various time intervals after the initial 

diagnosis but we know the sooner we treat these patients with pharmacological interventions, the 

better: the impact of early management of lifestyle risk factors is not known. Our proposal includes 

multi-faceted interventions, both pharmacological and non-pharmacological, to tackle modifiable 

vascular risk factors.  

 

Also, we are focusing attention on TIA and ‘minor’ stroke patients whereas in some previous studies 

and reviews these patients were not included or there was lack of clarity regarding inclusion of these 

diagnoses.  

 

Specific comments.  

1. Abstract intro. The figures for UK TIA rates are given followed by stroke mortality rates that appear 

to be global rates – this should be clarified.  

 

“globally…” has been added to the second part of the sentence as below.  

 

“Stroke killed 5.7 million people worldwide in 2005 and is estimated to cause 6.5 million deaths 

globally in 2015. “  

 

2. Abstract. References should not be given in the abstract.  

 

These have been removed.  

 

3. Abstract. The aim of the review should be more clearly stated. If there is a “paucity of research that 

offers an evidence base” as the authors state, this will not be rectified by doing a systematic review.  

 

We have considered and agree with this point, thus revising our aim as follows added at the end of 

the introduction/background:  

 

This systematic review will investigate the effect of rehabilitation programmes initiated within 90 days 

of a TIA or ‘minor’ stroke aimed at reducing the subsequent risk of stroke and specific vascular risk 

factors in adults.  

 

4. Background. Secondary prevention reduces risk of second stroke. The authors are correct that 

rapid initiation of secondary prevention pharmacological therapy has been shown to have a major 

impact on risk of recurrent stroke. However, they state that this was in the research setting. The study 

referred to was done in research clinics providing the clinical care for all acute TIA and stroke within a 

defined population and thus was representative. The findings have been accepted internationally and 

TIA/minor strokes are now treated as an emergency. The authors statement that “These results have 

not been replicated in routine practice” is thus incorrect since trials of fast versus slow treatment of 

TIA and minor stroke would now be unethical. This section needs to be rephrased as at present, it 

appears as if the authors are suggesting that pharmacological treatment is unproven and it is this that 

supports the case for rehabilitation.  

 

Thank you for your comment. This section of the paper refers to the research reported in the Rothwell 

paper, which showed benefit of treatment within 24 hours of diagnosis. However, NICE guidelines and 

current practice advise review and treatment of TIA/minor stroke patients up to one week following 

diagnosis, depending on their risk classification. We do not suggest that pharmacological treatment is 

unproven and have revised this section as follows:  
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“….with patients currently being reviewed up to one week following a potential diagnosis {{217 

National Institute of Health and Clinical Excellence 2008;}} and not within twenty four hours as in 

previous research {{222 Rothwell, Peter M 2007;}}…”  

 

5.Background, underlying pathological mechanism and risk/factors for TIA/minor stroke. This includes 

a paragraph on costs which is not relevant to this section and should be placed elsewhere.  

 

Thank you for your comment. We have removed the paragraph on costs.  

 

 

6.Background, page 3. The authors state that “rehabilitation and secondary prevention programmes 

following an initial TIA or minor stroke are theoretically well-evidenced (28) (29), there is a paucity or 

well informed rehabilitation programmes for clinicians and healthcare professionals to use within this 

acute period”. The two references given are from recent Cochrane reviews. The authors need to be 

clear about what exactly their review is going to add to the existing reviews. Also, doing the review will 

not solve the problem of lack of informed rehabilitation programmes.  

 

Thank you for your comments. We regret our lack of clarity on this point. As reported in our response 

above, the area where there is a paucity of evidence is within the acute period following the diagnosis, 

in relation to the optimal approach to non-pharmacological secondary prevention measures and for 

TIA or minor stroke. We have therefore added a sentence:  

 

“, particularly within the acute period following the diagnosis of TIA or ‘minor’ stroke, including optimal 

pharmacology and non-pharmacological secondary vascular prevention.”  

 

7. Methods. The inclusion/exclusion criteria need to be more clearly stated.  

 

We have added to the methods section, the specific inclusion and exclusion criteria.  

 

Study inclusion and exclusion criteria  

The inclusion criteria are:  

• Adults aged eighteen years old or above who have been diagnosed with a TIA and/or ‘minor’ stroke.  

• Assesses the impact of a rehabilitation programme initiated within 90 days of a diagnosis of a TIA or 

‘minor’ stroke.  

• The outcome measure for the study includes a cardiovascular risk factor (e.g. blood pressure, 

physical activity levels), cardiovascular outcome (e.g. further stroke event) and/or death.  

• The study is a randomised controlled trial or quasi-randomised controlled trial.  

 

The exclusion criteria are:  

1. Includes moderate and/or severe stroke subtypes.  

2. No rehabilitation service evaluated.  

3. No modifiable CVD risk factors, cardiovascular events and/or death outcomes reported.  

4. Protocol paper and therefore no results available.  

 

8. Methods. What definition of “minor” stroke will be used eg NIHSS or similar? At the very least, 

provision needs to be made for differences in definitions and thus comparability across studies.  

 

We have added a definition which will be used, to the Participant section in the methods:  

 

‘Minor’ stroke will be defined by a score of 3 or less on the National Institutes of Health stroke scale at 

initial assessment as per previous authors {{271 Coull, AJ 2004;}} or a modified Rankin scale of two 
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or less.  

 

9. Methods. Why are only first events to be considered? The authors justification of “for clarity and to 

exclude more distinct populations..” is vague.  

 

We have included all TIA and ‘minor’ stroke patients and therefore have removed ‘first’ from the 

paper.  

 

10. Methods. Assessment of risk of bias. This section is focussed on internal trial validity. Of at least 

as much importance is external validity ie how representative is the trial population of the source 

population? A positive result is not useful if only applicable to a tiny minority of patients.  

 

Thank you for this comment. We have included a section on external validity below the assessment of 

risk of bias paragraph:  

 

External validity  

To ensure the results of the systematic review and meta-analysis are generalisable to the true study 

population of interest (those with a TIA and/or ‘minor’ stroke diagnosis) we will consider the external 

validity of all included studies. To do this we will report on relevant aspects of the included studies in 

the review {{1040 Nasser,Mona 2012;}}, including:  

• Participant characteristics with reference to the background population (age, gender, source of 

recruitment);  

• Sample size;  

• Type and characteristics of the rehabilitation intervention;  

This will allow us to comment on how representative the included studies are of the intended true 

population and therefore allow clinicians to better apply the evidence to their study population of 

interest. 
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