
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.   
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VERSION 1 - REVIEW 

REVIEWER Tom Fahey 
RCSI Medical School, Dublin and HRB Centre for Primary Care 
Research 

REVIEW RETURNED 24-Nov-2015 

 

GENERAL COMMENTS Reviewer’s comments:  
Manuscript ID: bmjopen-2015-009769 entitled "A primary care 
randomised controlled trial of a tailored interactive website for the 
self-management of respiratory infections (Internet Dr.)"  
 
Thank you for asking me to review this manuscript.  
Overall, it is an important, well conducted and analysed study. I do 
have some issues in relation to clarification:  
Denominator for the intervention and control groups and flow chart 
(author’s figure 1)- my manuscript refers to Figure 1 the CONSORT 
flow diagram in the results section on page 8. I did not have a flow 
diagram in my manuscript so found it hard to follow the different 
denominators cited in the abstract, results and tables of results. I 
think that a flow diagram outlining the flow of trial participants is 
crucial for this RCT where only a proportion of participants 
randomised actually suffered a respiratory tract infection (RTI) 
during follow up.  
Similarly, the authors report overall loss to follow up of 30 (page 9, 
discussion). Once again, the CONSORT flow diagram will outline 
where these participants were lost to follow up, and whether or not 
there were differential losses to follow up between the intervention 
and control arms of the RCT. 

 

REVIEWER Bruce Arroll 
University of Auckland  
New Zealand 

REVIEW RETURNED 01-Dec-2015 

 

GENERAL COMMENTS It was not clear where the antibiotic use reduction was in the tables. 
Also they may wish to consider controlling for resentful 
demoralisation by giving the control group something to do. 
 
1. Relevance and Originality of study 
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Is this study asking a question that is clear, important and 
relevant 
to primary care? Indirectly  
 

Was it designed to produce results that are important beyond the 
context in which the study was conducted, either nationally or 
internationally: yes  

What is the relationship between this work and what is already 
known? 
This is the first study 
 
2 Introduction 

Is there a brief literature review leading logically to the reason for 
doing the study? 
Yes  

Is there a clear question being addressed by the study? Yes  
 
3 Methods 

Is the method chosen appropriate for the question being asked? 
Somewhat.  The authors do not account for resentful 
demoralisation(Sedgwick 2015) of the control group – it would have 
been a better design to have told participants that they would not be 
told what they were not getting. There is a risk the control group 
being unhappy and behaving in a counter-productive way 

Is the sample representative of the population? About 10% of the 
original invitation. 

Are inclusion & exclusion criteria clear and appropriate? Yes  
Are the outcome measures appropriately chosen? Yes  
Are all the measuring instruments referenced, validated or, if not, 

adequately described? Yes  
Is the outcome status of each individual clearly defined and 

applied 
appropriately?  Yes  

Are the statistical methods described adequately and 
appropriate? Yes; study was randomised and concealed.   
 
4 Results 

Are response rates and follow-up rates sufficient to enable 
generalisable conclusions to be drawn? Reasonable for study such 
as this 

Is the statistical analysis appropriate? Yes  
 
5 Tables, results & figures 

Please check that there are no missing data; that the numbers 
add 
up and correspond to those in the text. They are fine. 

If the tables and figures are difficult to follow (particularly if there 
is excessive data), try and suggest how they could be improved. 
They are ok. It was not immediately clear where the 6-12% reduction 
in antibiotics came in. 

If you feel able to do so comment on the statistics, whether the 
appropriate tests have been applied and correctly interpreted. The 
statistics are fine. 
 
6 Discussion 
Please think about all the sections that are covered in a structured 
discussion: 

Is there a concise, accurate and impartial summary of the 
results? Yes  

Can all of the conclusions be supported by the data presented in 
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the 
paper?  Yes  

Are the strengths and the limitations of this study discussed 
critically? Yes  

How and why does this study agree or disagree with the existing 
literature, including any papers published since the study was 
designed and carried out? This is the first study 
 

The implications for clinical practice and policy.  
This is an important study and the findings are encouraging.  
 
7 Abstract 

Does the abstract accurately reflect the content of the paper?  
Yes  
 
8 Readability 

Is the paper as a whole excessively long? No  
You may comment on how easy the paper was to read.  Well 

written and easy to read and done by a top class research group. 
 

Sedgwick, P. (2015). "Controlled trials: allocation concealment, 
random allocation, and blinding." BMJ 350: h2633. 

  

 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1 

 

The authors should reference the first sentence in the discussion. 

As the referee states this is probably the first study (we were being cautious). We have changed the 

sentence to make it clear that we are not aware of any studies to address this issue. 

While the numbers are small it would be interesting to know what the reasons for hospitalisations 

were. Some speculation on this would be interesting. For example has the internet group become 

socialised to using non-GP sources of help and hence less likely to see a GP and hence less likely to 

be admitted with a discretionary admission.  

Thank you for this thoughtful comment which has made us reappraise and reflect on our data, but in 

the end we probably come to the opposite view to the referee’s speculation, and have been more 

conservative with the data. The reason for our view is that this advice was specific to infections and 

on balance we think it is probably not credible in the time course of the follow-up to modify the overall 

threshold for seeing the GP about other problems. So we have looked again carefully at the 

hospitalisation data and removed admissions where it would be unlikely to relate to the advice given 

(routine admissions; PE, DVT). The remaining reasons documented are: mycoplasma infection, 

admission following out of hours, pleural effusion with infection,  sore throat, COPD, persistent 

symptoms,  chest infection (?bronchiectasis). This does not alter the basic finding of reduced 

admissions, but because the numbers are smaller the reduction in admissions is now no longer quite 

significant. However, the upper bound of the confidence interval still shows that major harm in terms 

of delayed presentations and an increase in admissions for serious infections is a little unlikely.  

On balance we think it is unlikely that  individuals who are unwell enough with an infection to 

potentially be admitted will not see the GP,  particularly as they have been instructed to do so by the 
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intervention (Internet Dr). Thus its seems likely that the mechanism of the reduction in admissions 

is by earlier presentation for more serious illness, though of course the opposite speculation is 

unlikely but possible (i.e. general de-medicalisation of all illnesses as the referee suggests). We have 

added this to the discussion 

 

Reviewer: 2 

 

There are typos throughout the manuscript. Recommend going through carefully and correcting them 

(e.g., Third sentence under Methods now reads “Patients were also be given contact….”) 

Apologies, these will be corrected. 

 

For a non-UK audience, it would be useful to define things like “NHS Direct”.   

In the main text we have clarified this: ‘provides nurse led advice about the need to seek further medical 

help’ but in the abstract this has been abbreviated to ‘nurse led advice line’ 

 

It would be useful to define how the advice was tailored in the abstract (that individualized information 

was provided based on self-report of symptoms). This tailoring that goes beyond generic advice is an 

innovative and important feature of the intervention. 

We can certainly provide more detail in an Appendix if required 

 

The conclusion about the lack of utility of advice to use ibuprofen seems a bit odd and not clear how it 

follows from the results without more explanation as that provided in the manuscript. I am not familiar 

on evidence of increased symptom burden resulting from providers recommending use of ibuprofen. 

This hypothesis needs to be set up better if it is an a priori hypothesis in the Introduction. If this was a 

post-hoc sensitivity analysis performed after the primary analyses were run, this should be clearly 

stated 

 

We apologise for not making the rationale clearer and have clarified the steps of this reasoning now in 

the discussion: 1) a previous trial from our group published by the BMJ showed that advice to take 

ibuprofen in respiratory infections was harmful (with more people returning with symptoms 

progressing/not settling, or complications); 2) the current intervention had prominent advice to take 

ibuprofen: and 3)  the intervention appeared to do similar harm  (worse symptoms control, with 

increased the duration of more severe symptoms in the intervention group). Therefore to explore 

whether it was the advice to take ibuprofen specifically that might be responsible for the harm we 

assessed whether looking at the ibuprofen pages of the website was relevant, and found that it was: 

when the use of ibuprofen pages was controlled for, the estimate of harm was attenuated. The 

apparent harm from looking at the ibuprofen pages is very unlikely to be due to reverse causality (i.e. 

reverse causality would be that patients with more severe symptoms consulted the ibuprofen pages 

more and so have longer lasting illness) since we have shown previously that individuals with more 

severe or florid upper respiratory symptoms are likely to have a brisker inflammatory response and 

shorter lasting illness (which we have referenced now). Reverse causality would also not explain why 

the intervention group had significantly worse symptoms since the number of respiratory infections 

reported in intervention and control group is almost identical, and there is no reasons to believe that 

differences in the spectrum of illness could have arisen by chance since these are large randomised 

numbers. 

The analysis of the impact of the ibuprofen pages was not an a priori analysis - which we have 

clarified. The finding of increased symptom burden was unexpected, but with the recent results of our 
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prior trial demonstrating harms (as mentioned above –and published in the BMJ) it was important to 

investigate whether advice to use ibuprofen was likely to be relevant.  

We have also added to the introduction as suggested. 

 

Make sure to include all relevant information from CONSORT guidelines about randomization. 

We have done so: the randomisation was not stratified, was computer generated with no blocking, 

and participants were blind to randomisation group at the point of consent (but clearly could not be 

blinded once they knew their randomisation group)  

 

Please provide more information on how ‘outcome measures were collected online’.  

We have clarified that participants were prompted by email and entered their own responses directly 

online 

In the case of outcomes such as service use and hospitalizations was there verification of what was 

self-reported by accessing medical records? 

Hospitalisation was documented in this study based on the medical records, and since it is a major 

event, the fact that an admission occurred will normally be reliably recorded in the records of most 

practices 

 

Authors should more clearly define the variables included as covariates. What is “deprivation”? This is 

only noted in the Results and not in the Measures session. Please define and give citations for scale 

used. In Table 1 there are also more covariates than mentioned in the Methods (e.g., ever smoked).  

 

Index of Multiple deprivation has been referenced, and smoking noted in the methods 

 

The very small response rate—the authors should add that participation rate to the manuscript should 

be noted as a limitation. Can information be provided on differences between characteristics between 

those invited who agreed to participate and those who did not? This would be useful information to 

add, and if not, to note that this was not possible. 

We agree the uptake was low and have mentioned this as a limitation. However the context here is a 

free standing website, where future management of RTIs is offered – this is very different indeed to 

being invited for a current clinical problem in person during a consultation by a clinician. Thus a low 

uptake is what would be expected for a cold calling invitation for a free standing website, and is likely 

to represent the uptake in the target population of interest – those more interested in using a free 

standing intervention to manage RTIs. There is also a circularity in engaging participants: physicians 

are much more likely to refer to a free standing intervention once it has been shown to be effective, so 

the first priority is to demonstrate effectiveness. 

The strength of this study is that there is normally no information about the number deciding to use 

free standing website and their characteristics compared to those who decide not to use a website – 

and because we recruited via general practices we were able to document this and to document 

possible selection bias. Our main concern regarding selection bias was that more deprived individuals 

would be less likely to use the website - which we did find: we documented the IMD score for 

participants and non-participants. We then had to investigate whether deprivation was an effect 

modifier i.e. predicted the efficacy of the intervention - which we did not find: there was no significant 

interaction and we also controlled for this in the analysis. 
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The question of how many participants accessed the Internet site is an important one and should be 

clearly reported in the Results. The authors also need to report pattern of completion of monthly 

assessments as there may have been a lot of missing data by month leading to incomplete capture of 

outcome data since participants only reported use for the prior month.  

We have now reported the month my month data in an Appendix 

 

Using just primary care notes to ascertain hospitalizations seems a very imprecise measure (or 

evidence needs to be given on the accuracy of relying on primary care notes for this outcome). 

The UK system of a registered list makes the recording of major events in routine data (such as 

hospital admissions) reasonably reliable but if there are errors this would have undermined the ability 

to show a difference between groups. 

 

As the authors note, another limitation is the short follow-up period (20 weeks). The rationale for the 

shorter follow-up than 12 months is not clear. 

We have now clarified the rationale better which we agree we had not explained fully. One of the 

drivers to change our approach was that during development, for the website to be useable in context, 

we needed to incorporate not just advice to see the GP but also advice to use NHS direct, and 

therefore we needed to document NHS direct contacts which required monthly data. We had not 

anticipated this in advance, and so to measure key the key outcomes of the impact of the website on 

NHS contacts required the monthly data. To provide monthly follow-ups for a year would then have 

had two effects – engagement of participants would have been much more difficult and also much 

more resource intensive that originally anticipated when we wrote the original application.  

 

It is not clear what to make of the reduction in hospitalizations in the intervention group. What might 

be a plausible mechanism to explain this finding (which is opposite of what the authors had feared 

might happen as they explain in the Introduction)? 

 

See our answer above 

 

 

Reviewer: 3 

 

Major comments (we are happy to address all the minor comments too, but to keep this letter from 

being a novel we have omitted responses to the minor issues for the moment) 

the primary outcome of self reported consultation with the GP is potentially biased by the knowledge 

that this is often discouraged by the internet advisor, so admitting one went anyway might be 

admitting one did not follow directions.  

We have clarified that the Internet Dr did not emphasise advice to people not to contact the NHS but 

emphasised an assessment of symptoms, self help, and when to initiate contact  (and in particular 

when to contact NHs direct and when to see the doctor promptly for more serious symptoms). If we 

were discouraging people from reporting contact with the NHS, then we would also have expected 

fewer RTIs to be reported  which did not occur (particularly for those where contact was made) . We 

have added this point in the discussion. 

 It was also hard to determine the denominator used in the analysis. My impression from the numbers 

is that this is the number of monthly reports including the participants’ report of a consultation. I am 

not able to be clear on the number of months in which an RTI occurred.  
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We have clarified this in describing each row: the denominator for the first line of Table 2 is the 

number of times individuals in each groups filled in website replies to document the number of who 

reported an RTI. 

From then on in Table 2 the next two rows, the denominator is the number of episodes of reported, 

and as  the referee suggests  this is explained by some individuals having multiple episodes.  We also 

discovered an error in the analysis syntax so Table2 now has corrected figures (but the inferences 

were not altered). 

We have given a month by month breakdown of infections in the Appendix. 

 

It does not appear that the analysis adjusts for the fact that the participant months are certainly not 

independent. Indeed, one could make a good case for adjusting for clustering at the level of the 

practice.  

We agree regarding participant clustering, but the repeated measures analysis  does allow for this – 

which we have made  clear in the revised paper.  

 

 The description of adjusting for “exposure” to internet advice to use ibuprofen is also less clear than it 

should be. This would suggest to me that persons with less severe illness are less likely to look up 

information about ibuprofen. That does not surprise me.  

The explanation of reverse causality does not hold (see above) 

 

The decision to not provide any insight into whether people who went to the doctor or called NHS 

Direct were told to do so by the algorithm makes this paper less interesting. Particularly given the 

marginal significance, and the fact that the analysis did not adjust for clustering, which will raise p 

values when performed, I think that one needs to have as much evidence as possible to help justify 

the conclusion that the intervention led to the small differences observed between intervention and 

control participants.  

To collect the data the referee would ideally like about whether participants used the advice pages in 

their decision would be difficult to document and would reflect a level of control that would not occur in 

practice. This was not an efficacy trial – the aim was to document the pragmatic outcomes likely to 

occur when interested participants used the website. The fact that NHS direct contacts as expected 

increased and GP consultations as expected also decreased suggests these are not chance findings 

– which we have added to the discussion. 

.  

Reviewer: 4 

This reviewer was the most critical and perhaps on occasion a little unbalanced? 

The study design and sample-size were inadequate to provide reliable data to answer the questions 

reported and the estimates of RTI-incidence were not supported, reducing the adequacy of the 

sampling even further. It is, at best, a pilot, exploratory study. 

A power calculation was performed (which is not the case for pilot studies), we exceeded the sample 

size, and found significant results which have potentially  important implications for everyday practice.  

There was poor take-up  

See our response above 
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no attempt to determine or contextualise issues in sampling-bias through self-selection.  

Perhaps the referee missed our reporting of this issue since we have assessed the issues of selection 

bias – see our response above. 

 

It suffers from poor design, unexamined assumptions, inadequate methodologies, inadequate 

sample-size, apparent changes in design mid-course in order to salvage the study,  

This is a little difficult to respond to since mostly no specific points are made here. On the specific 

point about changes in design and we have made it clear why it was central for the outcome to be 

reconsidered (the need to understand whether patients contacted NHS direct, since advice to contact 

NHS direct was part of the intervention  – it would have made no sense not to document this, and this 

is not recorded in the medical records). This then had knock on effects as to why a four month 

outcome was used (the feasibility of being able to achieve adequate follow-up). The important thing 

about changes to the study design is that they are made explicit and explained. We have highlighted 

this further in the revised paper by a separate section of changes to the study design 

ill-informed and nonsensical use of language (e.g., "quantitative piloting", "mental problems", "reverse 

causality", "patients" instead of respondents). 

We can explain in more detail what we mean by each of these terms, in particular:  

‘quantitative piloting’:  most pilots are not designed to demonstrate quantitative changes in 

intermediate outcome, but to ensure the development had worked we did measure quantitative 

intermediate outcomes (confidence in managing respiratory symptoms) to be more secure that the 

intervention was worth taking to a full trial. The development work is fully referenced. 

Severe ‘mental problems’: we did specify this in the paper as to what we meant (major uncontrolled 

depression/schizophrenia; dementia; severe mental impairment) and explained that this was because 

such groups would be unable to complete outcomes. We can of course expand upon this if the BMJ 

wishes 

Reverse causality is a reasonably standard term we hope: the issue here was whether the ibuprofen 

page use was a cause or a consequence of the  increased symptom burden we found in the intervention 

group (see our response above)  

‘Patients’: all participants were registered patients  - but we would be happy to change this to participants 

reference to external metrics to provide needed context (e.g., "less deprived") 

see our comment above 

Mental ‘Impairment’: 

We apologise for not clarifying this and will clarify that we are talking about severe intellectual 

disability 

 is conceptually woolly and shows a complete absence of knowledge of critical theory in medicine and 

science,  

The referee might have missed the reference to the paper where the theoretical underpinning and the 

website and its iterative development as a complex behavioural  intervention  are described and 

referenced. 
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supports the validity of the study by making irrelevant and inappropriate conclusionsthe significance of 

estimated reductions in antibiotic-use without reference to argument (how and why would 6-12% 

affect the incidence of antibiotic-resistance in this population?) 

We have not emphasised the reduction in antibiotic use too much since it was not significant (and we 

were not powered for this) – however there is good and consistent evidence that when people attend 

their GP they are likely to get antibiotics and there is no sign of a trend downwards, so to reduce the 

number of contacts safely (which we have shown) would be expected to be an important part of a 

strategy to reduce antibiotic resistance. There is evidence about the linear relationship between 

outpatient antibiotic prescribing and resistance at both an individual level and country level which we 

have referenced further. 

addresses questions that it was not able to answer appropriately due to its design (the effects of 

ibuprofen on symptom-duration). 

Important secondary questions do come up in trials and should be explored – particularly having 

found unexpected harm (worse symptom control). It would have been odd given our recent findings of 

the harm of ibuprofen in the  context of RTIs (published by the BMJ) and in the context of the key 

messages of the web intervention (take regular paracetamol and ibuprofen) not to investigate this 

having found the effect.  

relies on circular logic ("most likely to be sensitive to change for those with cough and fever", if cough 

and fever are part of the definition of "moderately bad") 

This is not circular logic but certainly might have been a little ambiguous,  and we will rephrase: ‘we 

have shown in previous research that the duration of moderately bad symptoms  is a useful outcome 

that is  sensitive to change for individuals
16

’ 

 uses variables and concepts without necessary explication and justification of their adequacy (e.g., 

Index of Multiple Deprivation; "symptoms potenitally posing serious risks") 

re IMD see above 

Symptoms potentially posing serious risks  

For mild moderate and severe symptoms it would not be possible in the paper to give an exhaustive 

list of the advice recommended but we can give examples in a revised paper (e.g. for serious 

symptoms: reduced conscious level) 

fails to report basic statistical information (e.g., statistics on the normality of the distributions of the 

initial data which allow for parametric analyses, especially on variables that would be expected to be 

highly non-normal; the percentile of the confidence limits used) 

We can report the normality of the distribution but it is the distribution of the residuals that is 

important; (perhaps the referee might have missed that 95% confidence intervals were reported apart 

from the first interval in the abstract – a typo, now corrected.) 

 paper with a partial analysis (i.e., by excluding analysis of moderators) 

the moderator analysis is a paper in itself but if the BMJ wishes we could include it 

 makes several ipse dixit statements that lack substantiation (e.g., "reliable and unbiased" p6, l.35; 

“common-sense model") 

We have referenced the reliability statement and will reference the common sense model (perhaps 

one of the most widely used behavioural models) 
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 and lacks consistency of focus in helping the reader understand why the project was undertaken at 

all: was it about ibuprofen-use, reducing GP-visits (why, and why is that good?), comparing internet-

use to pamphlet-use,  

All resource constrained systems need to encourage the efficient use of both primary care and 

secondary care, so to encourage self care, and provide advice about when to consult – these are viral 

efficiency questions. To demonstrate no clear harm, or if harm does occurs to understand it, is also  

important.  Hopefully we have made this clearer in the revised paper. 

There is virtually nothing of benefit to patients in this research and the value of the research is not 

specified or substantiated.  

There is benefit for the health services here with important implications for everyday practice: that a 

theoretically informed website that was developed iteratively with users results in more appropriate 

use of  NHS primary care services, and is unlikely to increase hospital admissions.  

Benefits to patients from this research are a) reduced time spent going to practices for infections 

which is likely to help in the battle against antibiotic resistance and b) possibly  fewer hospital 

admissions with  complications of infections c) helpful data to help avoid harm from ibuprofen use 

determining whether "worse" symptoms (however that's measured) were determinants of GP-visits 

and whether that was a valid driver, etc. 

We have not included a mediator analysis as described above. 

This is behavioural research apparently led and framed by a physician without any qualifications in 

science, particularly behavioural science, and it should not have been funded due to the lack of 

scientific capital inherent in the project. It should also not be published.  

 

Health services research is a team activity and requires a very broad range of methodologists to be 

involved. The PI is not a behavioural scientist, statistician, health economist or social scientist but has 

had considerable experience in leading teams of such individuals which develop and trial complex 

behavioural interventions. Professor Yardley is perhaps the best known internationally for developing 

complex web based behavioural interventions, and led the development of this intervention. 

 

VERSION 2 – REVIEW 

REVIEWER Tom Fahey 
RCSI Medical School,  
123 St Stephens Green,  
Dublin 2 

REVIEW RETURNED 10-Dec-2015 

 

GENERAL COMMENTS Changes and clarification look good to me  
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Correction

Little P, Stuart B, Andreou P, et al. Primary care randomised controlled trial of a tailored
interactive website for the selfmanagement of respiratory infections (Internet Doctor).
BMJ Open 2016;6:e009769. doi:10.1136/bmjopen-2015-009769
There is a labeling mistake in the analysis of this paper. Although the mistake alters the

estimates very slightly it does not alter the inferences.
The misunderstanding was that the 24 week follow-up (the last data point) was thought to

be 20 weeks, and the real 20 week data was then not included. The most complete use of
the data is therefore to include both the 20 and 24 weeks data. If the complete 24 weeks of
data is used throughout this means the following changes to the tables: In the Abstract, the
Results section should read: “Results 3044 participants were recruited. 852 in the interven-
tion group and 920 in the control group reported one or more RTIs, among whom there a
modest increase in NHS Direct contacts in the intervention group (intervention 44/1734
(2.5%) versus control 24/1842 (1.3%); multivariate Risk Ratio (RR) 2.53 (95% CI 1.10 to
5.82, p=0.029)). Conversely reduced contact with doctors occurred (283/1734 (16.3%) vs
368/1845 (20.0%); risk ratio 0.71, 0.53 to 0.95, p=0.019). Reduction in contacts occurred
despite slightly longer illness duration (11.3 days versus 10.9 days respectively; multivariate
estimate 0.48 days longer (-0.16 to 1.12, p=0.141) and more days of illness rated moderately
bad or worse illness (0.53 days; 0.12 to 0.94, p=0.012). The estimate of slower symptom reso-
lution in the intervention group was attenuated when controlling for whether individuals
had used webpages which advocated ibuprofen use (length of illness 0.22 days, −0.51 to
0.95, p=0.551; moderately bad or worse symptoms 0.36 days, −0.08 to 0.80, p=0.105). There
was no evidence of increased hospitalisations (risk ratio 0.13; 0.02 to 1.01; p=0.051).”
Table 2 is the characteristics of those who reported at least one illness and that does not

change. The main impact is on the numbers in Table 3 (monthly report) and Table 4
(notes reviews at 20 weeks in those who reported an infection). These now use 24 weeks
of data. There were no changes to the inferences.
The title of table 5 is changed as it is actually based on 24 weeks rather than 20 weeks

of data.
Table 6 is revised to use 24 rather than 20 weeks. No change to the inferences.
Table 7 is all notes reviews at 12 months and remains unchanged.
Table 8 is characteristics of those lost to follow up which also remains unchanged.
The relationship with ibuprofen remains unchanged. (length of illness 0.22, −0.51 to 0.95,
p=0.551; moderately bad or worse symptoms 0.36, −0.08 to 0.80, p=0.105).
The corrected Tables are shown below:

Table 3 Monthly reports of health service use and duration of illness (4,8,12,16,20,24 weeks) for participants who reported

at least one respiratory infection during the 24 weeks

24 weeks of reported infections and 24 weeks of reported health service use

Control Intervention
Univariate risk ratio
(95% CI; p value)

Multivariate risk ratio*
(95% CI; p=value)

Reported episodes of respiratory

tract infection

1,853/ 6,776 (27.4%) 1,742/6,264

(27.8%)

1.02 (0.93, 1.01;

p=0.641)

1.03 (0.94, 1.13;

p=0.525)

Of those who reported a respiratory tract infection

Saw a doctor about illness (as

a proportion of the number of

episodes)

368/1845 (20.0%) 283/1734 (16.3%) 0.74 (0.53, 0.93;

p=0.025)

0.71 (0.53, 0.95;

p=0.019)

Contacted NHS Direct about

illness

24/1842 (1.3%) 44/1734 (2.5%) 2.39 (1.11, 5.16;

p=0.025)

2.53 (1.10, 5.82;

p=0.029)

Length of illness (days) 10.88 (9.67) 11.34 (9.91) 0.43 (-0.27, 1.14;

p=0.226)

0.48 (-0.16, 1.12;

p=0.141)

Days moderately bad or worse 4.16 (5.69) 4.66 (6.89) 0.51 (0.10, 0.92;

p=0.015)

0.53 (0.12, 0.94;

p=0.012)

*Multivariate model controls for gender, age, highest educational qualification, smoking status, whether there are children aged under
16 years living in the household, any comorbid condition, index of multiple deprivation score, and the number of times the patient reported
consulting a doctor about an RTI in the 12 months prior to the study.
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Table 4 Health service use recorded in primary care records in the 24 weeks following the date of consent for participants

who reported at least one episode of respiratory tract infection (RTI)

24 weeks of reported infections and 24 weeks of notes review data

Control (%) Intervention (%)
Univariate risk ratio
(95% CI; p=value)

Multivariate risk ratio*
(95% CI; p=value)

Any consultations 127/912 (13.9%) 111/851 (13.0%) 0.94 (0.74, 1.18; p=0.588) 0.92 (0.70, 1.21; p=0.556)

Any antibiotic prescriptions 83/880 (9.4%) 79/827 (9.6%) 1.01 (0.75, 1.35; p=0.953) 1.02 (0.82, 1.43; p=0.911)

Any hospitalisations 8/823 (0.9%) 1/765 (0.1%) 0.13 (0.02, 1.07; p=0.058) 0.13 (0.02, 1.01; p=0.051)

Any referrals 14/824 (1.7%) 12/771 (1.6%) 0.92 (0.43, 1.96; p=0.830) 0.87 (0.35, 2.16; p=0.799)

*Multivariate model controls for gender, age, highest educational qualification, smoking status, whether there are children aged under
16 years living in the household, any comorbid condition, index of multiple deprivation score, and the number of times the patient reported
consulting a doctor about an RTI in the 12 months prior to the study.

Table 6. Health service use in the 24 weeks following the date of consent based on review of primary care notes

Control Intervention
Univariate risk ratio
(95% CI; p=value)

Multivariate risk ratio
(95% CI; p=value)

Any reconsultations 165/1418 (11.6%) 149/1483 (10.1%) 0.86 (0.70, 1.06; p=0.169) 0.86 (0.67, 1.09; p=0.216)

Number of reconsultations† 0.22 (0.82) 0.18 (0.69) 0.82 (0.62, 1.08; p=0.156) 0.89 (0.67, 1.19; p=0.438)

Any antibiotic prescriptions 108/1378 (7,8%) 101/1448 (7.0%) 0.89 (0.68, 1.15; p=0.380) 0.92 (0.68, 1.24; p=0.592)

Any hospitalisations 8/1301 (0.6%) 3/1388 (0.2%) 0.35 (0.09, 1.33; p=0.125) 0.36 (0.10, 1.37; p=0.134)

Any referrals 12/1302 (0.92%) 11/1375 (0.80%) 0.86 (0.38, 1.94; p=0.721) 1.08 (0.42, 2.79; p=0.870)

*Multivariate model controls for gender, age, highest educational qualification, smoking status, whether there are children aged under
16 years living in the household, any comorbid condition, index of multiple deprivation score and the number of times the patient reported
consulting a doctor about an respiratory tract infection in the 12 months prior to the study.
†Reported as the mean (SD). The median is 0 and the IQR is (0, 0). The range is 0–8.

Table 5 Health service use recorded in primary care records in the 12 months following the date of consent for patients who

experience at least one episode of respiratory tract infection (RTI) in the first 24 weeks

Control Intervention
Univariate risk ratio
(95% CI; p=value)

Multivariate risk ratio
(95% CI; p=value)

Any reconsultations 176/912 (19.3%) 164/851 (19.3%) 0.99 (0.82 to 1.16;

p=0.989)

0.93 (0.73 to 1.16;

p=0.509)

Number of reconsultations† 0.36 (1.01) 0.33 (0.85) 0.91 (0.71, 1.17;

p=0.475)

0.94 (0.72, 1.21;

p=0.619)

Any antibiotic prescriptions 115/851 (13.5%) 107/794 (13.5%) 0.99 (0.78 to 1.30;

p=0.982)

1.00 (0.74 to 1.33;

p=0.997)

Any hospitalisations 8/748 (1.1%) 1/689 (0.2%) 0.14 (0.02 to 1.08;

p=0.059)

0.13 (0.02 to 1.05;

p=0.056)

Any referrals 14/750 (1.9%) 12/699 (1.7%) 0.92 (0.43 to 1.96;

p=0.830)

0.87 (0.35 to 2.16;

p=0.799)

*Multivariate model controls for gender, age, highest educational qualification, smoking status, whether there are children aged under
16 years living in the household, any comorbid condition, index of multiple deprivation score, and the number of times the patient reported
consulting a doctor about an RTI in the 12 months prior to the study.
†Reported as the mean (SD). The median is 0 and the IQR is (0, 0). The range is 0–8.
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