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THE STUDY This manuscript describes a survey of care of people with atrial 
fibrillation in 8 UK general practices. To make this study a 
publishable research paper would require:  
a) More information on which to judge generalizability. At the 
practice level: How were the eight practices selected? They might be 
the practices of eight GPs who are all particularly interested in AF 
and therefore untypical. At the patient level: How many patients 
were on the combined AF registers of the 8 practices (I would 
estimate perhaps 1400 but we are not told). Of these, how was the 
sample of 825 arrived at? What were the reasons for not inviting any 
patients (unless they were all invited)? How many declined consent? 
What were the differences (if any) in the characteristics of those 
consenting and those declining?  
b) More evidence of pre-specified research questions/hypotheses 
would be useful. The research questions are poorly defined in the 
Abstract, although the objectives are more clearly stated in the main 
text. The results are descriptive statistics that do not test any pre-
specified hypotheses as far as I can tell. Confidence intervals are 
reported for the mean age of the sample, but this is the only 
example I could see where an inferential statistic is used. A sample 
size calculation is mentioned but not clearly described, and a design 
effect of 1.2 is given but not justified. What was the ICC value used 
to derive it?  
c) The chosen method needs to be justified – the study is confined 
to a relatively small sample of potentially selected patients, in 
contrast to the much greater volume of case records available 
through a GP database such as CPRD, where there is no consent 
issue and much lower risk of selection bias. Their method might offer 
advantages (eg, access to other data sources including hospital 
data, although this is in fact possible with large databases through 
linkage arrangements). An important study by Gallagher et al using 
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what is now CPRD is not cited [1]. But the authors did not mention 
advantages of their method (eg free text data providing reasons for 
clinical decisions), which as they admit required the exclusion of 
deceased and terminally ill patients – important groups.  
The authors refer to the NICE 2006 guideline on Atrial Fibrillation, 
which is appropriate, but they might also have mentioned more 
recent guidelines as policy has evolved rapidly since then. They do 
cite the ESC guideline of 2010 which is useful. Despite the 
requirements of QOF (which of course were mentioned, 
appropriately), policy on who should be offered anticoagulants has 
moved on since 2006 and includes a significant proportion of people 
with CHADS2 score less than 2 [2].  
 
Finally, other studies have also measured uptake of anticoagulants 
in high stroke risk AF patients very recently using more adequate 
samples and should perhaps be mentioned [3], rather than a study 
of a small sample of Swiss inpatients cited by the authors. There is 
in fact a systematic review of such surveys [4] which shows that the 
uptake of anticoagulants reported here as „only‟ 75.5% and 87.7% 
are in fact much higher than is usual.  
 
Despite these reservations the authors are addressing an important 
area of care and are aware of the real world issues obstructing high 
quality care in AF. It may be that their data contain useful insights to 
illuminate this area of care but I felt the above problems needed to 
be addressed before the work would be publishable.  
 
1. Gallagher AM, Rietbrock S, Plumb J, van Staa TP. Initiation and 
persistence of warfarin or aspirin in patients with chronic atrial 
fibrillation in general practice: do the appropriate patients receive 
stroke prophylaxis? J Thrombosis Haemost 2008; 6(9): 1500–1506.  
2. National Institute for Health and Care Excellence (NICE): 
Dabigatran etexilate for the prevention of stroke and systemic 
embolism in atrial fibrillation (TA249). NICE: London, England 2012.  
3. Holt TA, Hunter TD, Gunnarsson C, Khan N, Cload P, Lip GYH: 
Risk of stroke and oral anticoagulant use in atrial fibrillation:. Brit J 
Gen Pract 2012, 62: e710-717.  
4. Hart RG, Pearce LA, Aguilar MI. Meta-analysis: antithrombotic 
therapy to prevent stroke in patients who have non-valvular atrial 
fibrillation. Ann Intern Med 2007; 146(12): 857–867. 

RESULTS & CONCLUSIONS the study involves a presentation of descriptive statistics resulting 
from a survey. In this sense it meets its own objective of describing 
care in the 8 practices. This is limited but might still be useful if there 
were not concerns about selection bias and external validity.  
The results were credible. Presentation was clear but there were no 
attempts to compare (in terms of statistical significance) the results 
with other sources, and the literature cited needs expanding. 

REPORTING & ETHICS Lack of information on how the sample was selected is a significant 
problem 
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THE STUDY The research question requires definition.Presumably it should 
relate to the optimum management of AF at the 8 selected 
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centres.The key message that AF incurs a great deal of hard work is 
well established and statements on underprescribing of other drugs 
not unexpected. The conclusions are that there are opportunities for 
better organisation of treatment and demands on the NHS  
There is a massive number of recent references in the world 
literature between 2010 to date which have not been taken into 
account in this report.Particularly relevant are recent views on the 
absence of benefit in AF of aspirin administration which the authors 
still appear to support. At least the authors should be creditited for 
raising contraversial issues of this type. 

GENERAL COMMENTS This report would be of greater general interest if linked to the 
reccomendations of the NHS Improvement Document" 
Anticoagulation for AF "of 2011   

 

REVIEWER Dr Derick Todd  
Consultant Cardiologist & Electrophysiologist  
Liverpool Heart & Chest Hospital  
Thomas Dr  
Liverpool 

REVIEW RETURNED 30-Apr-2013 

 

THE STUDY The study is of some interest but it samples only a subset of the AF 
patients in the GP practices. It is therefore difficult to ascertain how 
relevant the patients included are to the overall population.  
The comments on management strategies are of some interest, but 
these are compared to the NICE guidelines from 2006. Although this 
may initially seem reasonable these are so far out of date that they 
do not represent best 2013 practice. Although I am sympathetic 
because this is AF care in general practice sampled in 2010 it 
means the immediate relevance of the paper to current practice is 
limited. 

GENERAL COMMENTS Clarify total number of AF patients in practice and how this relates to 
the expected numbers for those practices (based on ages of patients 
and number of them) 

 

VERSION 1 – AUTHOR RESPONSE 

Tim A. Holt  

Further detail has been provided in the methods section (page 4) and results (page 5) as to selection 

of centres, how many eligible patients were identified vs. number those subsequently consented. 

Included are the numbers of eligible patients and how the sample of 825 patients was arrived at (page 

4). It is also noted in the limitations that no analysis was performed on the cohort of patients who did 

not consent. (page 14)  

b) This study was intended to be descriptive in nature with no pre-defined research hypothesis to be 

tested.  

The methodology of the study has been further clarified (page 4).  

Further information on the sample size calculation has been added (Methods, page 4).  

c) Justification of methodology of why a case note review was undertaken has been provided, 

including reference to GPRD, Gallagher et al. (Discussion, page 14)  

 

Reference has been made to the 2012 ESC Guidelines on Management of AF which recommend no 

treatment rather than aspirin in patients with a low risk of stroke. (Discussion, page 13).  

The manuscript has also been updated according to the recommendations of use of anticoagulants in 

patients with a CHADS2 score ≤2 as per the 2012 ESC Guidelines on Management of AF and NICE 
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TA249. (Discussion, page 13).  

We have removed reference to the small Swiss study and have instead made comparison to work 

published by Holt TA et al., and Hart RG et al., (refs 20&21) (Discussion, page 13).  

 

RE: Concerns about selection bias:  

Further details as to how the sample was selected have been added to the manuscript. Specifically 

that all eligible patients were invited to consent and all consenting patients were included. Patients of 

all GPs in the practice were included, not just those with an interest in cardiology, to support the 

generalisability of the results (Method, page 4).  

We have not attempted statistical comparison with results from other sources but general 

comparisons with other work have been included. (Discussion page 13, 14).  

 

 

Professor L Poller  

This study was intended to be descriptive in nature with no pre-defined research hypothesis to be 

tested. (Methods, page 5)  

 

The discussion has been amended to include reference to more recent publications including the 

update to the European Society of Cardiology Guidelines for Management of Atrial Fibrillation, NHS 

Improvement Anticoagulation for Atrial Fibrillation - a simple overview to support the commissioning of 

quality services. (2011), NICE guidance on Dabigatran etexilate for the prevention of stroke and 

systemic embolism in atrial fibrillation (TA249) and Holt TA et al. (Discussion page 13, 14)  

 

In addition, the authors have commented on the appropriate use of aspirin for patients with a low risk 

of stoke as per existing guidance during the observation period, with acknowledgement that more 

guidance has been since updated (Camm et al, ESC Guidelines, 2012). (Discussion page 13).  

 

 

Dr Derick Todd  

We have now acknowledged in the limitations that only a subset of all patients with AF was included 

in the study as only consenting patients could be included and no data were collected on non-

consenting patients. (Discussion page 14)  

 

The discussion (page 14) has been updated to include reference to the European Society of 

Cardiology Guidelines for Management of Atrial Fibrillation and NICE guidance on Dabigatran 

(TA249).  

 

Total number of patients – patients were not sampled for the study – all eligible, consenting patients 

were included in the study. Consenting patients were 66% of those eligible. Expanded and clarified in 

methods, page 4. Also in results, page 5 

VERSION 2 – REVIEW 

REVIEWER Tim A Holt  
Department of Primary Care Health Studies  
Oxford University  
UK  
I have no competing interests. 

REVIEW RETURNED 13-Jul-2013 

 

THE STUDY There are significant improvements in the manuscript but I still felt 
the generalizability of the findings was unclear. The authors are 
open about this limitation, but it remains a problem. The inclusion 
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criteria for the study was apparently everyone with AF over 18 years 
old at diagnosis, and the authors state that they approached all of 
these people from all eight practices for inclusion in the study. 
Terminally ill people were excluded on the Ethics committee's advice 
(and this should therefore be stated as an exclusion in the Methods 
section). In most studies of atrial fibrillation (and chronic disease in 
general) there is an inevitable bias against inclusion of the more 
vulnerable groups (eg those with dementia), and this is to some 
extent inevitable, but it at least needs to be described/quantified in 
some way. The authors could compare the range of co-morbidities in 
their sample with published figures on the prevalence of these 
conditions in the UK AF population. This might reassure readers that 
their findings have external validity. This is obviously important 
because these co-morbidities themselves represent significant 
predictors of health care resource use independently of the AF. 

RESULTS & CONCLUSIONS I did not feel that there is a research question for this study, and the 
authors are open about this. For a purely descriptive observational 
study, generalizability (or at least an ability to place limits on it) is 
clearly very important and this is still lacking in this manuscript but 
might be addressed through the suggestion noted above. 

GENERAL COMMENTS I recognise the work the authors have done to improve this 
manuscript and also their openness about the limitations. I am 
nevertheless still concerned that the generalizability of the study 
sample is unclear and this is very important if we are to draw wider 
conclusions from it. If the authors can demonstrate that the 
distribution of comorbidities is similar (or even dissimilar in ways 
they can quantify) to the general UK AF population then the study 
may be a useful contribution to the literature, but this is still lacking.  

 

 

VERSION 2 – AUTHOR RESPONSE 

As recommended, further justification as to the generalisability of the findings have been included, 

including the exclusion of patients not being able to provide consent and have quantified and 

compared the distribution of comorbidities to larger AF population studies to give the findings in the 

study further validity.  

We have included the following additions to the discussion (page 11)  

Our cohort of patients had lower rates of common comorbidities than previously observed: for 

example hypertension 57%, 68% and 72%; dyslipidaemia 25%, 42% and 39%; coronary artery 

disease 22%, 18% and 19%; congestive heart disease 16%, 26% and 21% and diabetes 14%, 16% 

and 22% from this study, and the RECORDAF[10] and GARFIELD[13] multi-national registries 

respectively. One possible explanation could be inter-country variability as these registries contain a 

relatively small proportion of patients from the UK. However it is more likely that our cohort under-

represents co-morbidities compared with the general population with AF in the UK, as deceased 

patients and those unable to provide consent were not included for ethical reasons. These patients 

are perhaps more likely to be those with more co-morbidities.  

Additionally (Page 14,14) “… so the resource use we describe may be an under-estimate due to the 

exclusion of these potentially resource-intensive patients. This assumption is supported by the lower 

prevalence of co-morbidities in our sample, compared with previous observational samples of patients 

with AF, since the co-morbidities themselves are likely to be significant predictors of health care 

resource use independently of the AF”.  

The numbering of references have also been updated to reflect inclusion of more recent updates to 

guidance of the management of anticoagulation in patients with atrial fibrillation according to risk of 

stroke. 
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