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VERSION 1 - REVIEW 

REVIEWER Chris Metcalfe 
University of Bristol, UK 

REVIEW RETURNED 01-Sep-2014 

 

GENERAL COMMENTS The statistics are appropriate for addressing the study question, but 
as the statistical methods are central to this paper I suggest more 
explanation of how they work and how they can be implemented. 
The description on page 9 is pretty technical; adding something 
more intuitive, with some specific detail would encourage greater 
use of these methods. At present the web appendix gives an 
intuitive description of the established methods - can this be 
extended to also describe the unbiased estimates of efficacy? 
Including the Stata code for implementing the methods would also 
be a big help. 
 
MINOR CORRECTIONS / SUGGESTIONS  
PAGE 11, SECOND PARAGRAPH  
Should be "types of measure" rather than "types of measured".  
 
TABLE 1  
The links to the second and third footnotes aren't included in the 
body of the table.  
 
FIGURE 3A  
Could provide quick reassurance that the wierd circle of points in this 
figure is due to the jittering technique used.  
 
FIGURE 5  
I'd add a little more to the text on what this figure is showing us.  

 

REVIEWER Jim Young 
Basel Institute for Clinical Epidemiology and Biostatistics  
University Hospital Basel  
Switzerland 

REVIEW RETURNED 01-Dec-2014 
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GENERAL COMMENTS In general this manuscript presents a competent analysis and report. 
My comments are all minor, although I have some reservations 
about the Discussion.  
 
1. Abstract  
 
The outcomes reported in the Results subsection are difficult to put 
into context. At this point, we do not know how symptom severity 
was recorded and we do not know what percentage of patients 
reported new or worsening symptoms or side effects.  
 
These are issues for the main text too. I may have missed it, but did 
not see a table of outcomes by randomised group. For example, it's 
difficult to gauge the clinical implications of odds ratios when you 
don't have any absolute measures for the various outcomes.  
 
I'm sure this information is in the main paper but it's a bit 
inconvenient for the reader to have to refer to another paper for such 
basic information.  
 
2. Introduction  
 
I found the justification for interest in effectiveness a little simplistic. 
For example, the authors write " While an ITT analysis is an 
important part of the analysis of any trial, as it reflects the design of 
the trial and uses randomisation to avoid selection bias, this 
approach ignores any protocol deviations that occur following 
randomisation, such as lack of adherence to treatment."  
 
However surely this is a reasonable thing to do in an ITT analysis. 
An ITT analysis takes the clinician's (or society's) perspective: 'what 
happens if I give these patients this treatment?' In a well-run double-
blind RCT, if adherence differs between groups, it would seem there 
are only two plausible explanations: either the difference is due to 
chance or it is due to treatment. For a strict test of equality between 
two treatments in an ITT analysis, adherence to treatment does not 
matter.  
 
That's not to say that a per-protocol – or effectiveness – analysis is 
any less important. Such analyses represent the patient's 
perspective: 'what would happen if I were to adhere to this 
treatment?'  
 
It might be helpful to remind the reader why the ITT is often 
emphasised but why other analyses are also valuable – and to 
whom.  
 
3. Methods  
 
"The decision to exclude the outcome “time to resolution of 
moderately bad symptoms” from the analysis was made for two 
reasons. First, in order to reduce the number of assumptions made 
when deriving the definition of adherence. The second reason was 
that standard techniques for adjusting time-to-event outcomes for 
non-adherence rely on fitting an accelerated failure time model. The 
original outcome was analysed using a Cox proportional hazards 
model, and therefore the outcome would initially require re-analysing 
using an accelerated failure time model before an adjustment could 
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be made. As the results from this analysis cannot be directly 
compared with the findings from the main paper, the decision to 
exclude this outcome from consideration was  
made. "  
 
I didn't understand the first reason for this decision. Could the 
authors please add an additional sentence explaining why such an 
analysis increases the number of assumptions needed to derive 
measures of adherence.  
 
I think the second reason is a bit weak. I mean how hard would it be 
to re-analyse the original data using an AFT model? And I'd be a bit 
surprised if estimates from such a model were materially different 
from the Cox model estimates reported in the main paper.  
 
I suggest 'Bland and Altman plots are presented both in their original 
form and with jittering...'  
 
I suggest – for clarity – 'The between group odds of ... were 
compared using logistic regression without covariates.'  
 
I suggest something like 'For more information on the use of 
randomised-based efficacy estimators and on their core 
assumptions, please see...' That is, I was looking for a clear 
statement of the assumptions required for this approach and the 
web appendix had just what I was looking for. However I thought this 
web appendix could have given some of the technical details of the 
two analytic methods – a brief sketch of the material in references 
17 and 18. Without some additional detail, I could not in all honesty 
say that the statistic methods used in this paper were 'fully 
described'.  
 
'LOA' – this abbreviation is both uncommon elsewhere and 
infrequently used here, and I found myself confusing its meaning 
with 'levels of adherence'. I'd use the phrase itself instead.  
 
4. Results  
 
Table 2: Note that mean adherence was lower in patients that did 
not complete the diary. The implication is that in patients not 
reporting any measure of adherence at all, adherence might have 
been lower that shown in this table. Which is logical really. But there 
are implications, which I will come to in a moment.  
 
'The LOA when comparing diary and table count adherence ranged 
from ...' This is a bit misleading because Table 3 suggests the 
statistics given on agreement are 95% limits, not ranges?  
 
Should that be '...7% of participants were outside the 95% limits of 
agreement and 5% were outside the 95% limits of agreement when 
comparing...'?  
 
Table 4 and Figure 4: The title of each should remind the reader that 
both show minimum reported adherence.  
 
Effectiveness estimates: 'the 95% confidence interval included zero' 
and 'with the confidence interval including 1'. My view is that, for the 
purposes of this paper, whether the null is included or not in an 
interval is irrelevant. That is, these are estimates of effects – of harm 
or of benefit. They are not tests of equality and I myself would not 
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want to make statements that introduce ambiguity by implying that 
the purpose of this paper is to make such tests. As far as I 
understand it, that is not the purpose of this paper although it would 
have been the purpose of the ITT analysis in the main paper.  
 
Table 5: It might be easy for the reader if 'efficacy per % increase in 
adherence' was re-expressed as per 10% increase in adherence?  
 
Figures 3a and 3b have axis labels in different font sizes. The labels 
in Figure 3a are too small to read.  
 
Rounding: In both text and tables I suggest (mostly) following the 
convention of reporting standard deviations to one significant figure 
(or to two significant figures if the first is a '1').  
 
Discussion  
 
There were a number of issues that the authors didn't mention and 
that I felt were relevant. In no particular order, these were:  
 
(1) External validity  
 
The authors wrote 'By maintaining a broad inclusion criteria, 
recruiting across a range of different countries, and recruiting 
participants similar in nature to previously conducted observational 
studies in this setting, the study is likely to be widely applicable.'  
 
However in the Introduction, the authors note 'Previous literature 
indicates that less than 60% of patients prescribed an antibiotic for 
an acute cough / LRTI in primary care initiate their treatment, and 
less than half take the full course.'  
 
How applicable can a trial be if in the setting of an RCT adherence is 
much better than is typically achieved in practice? While they are 
safe to assume here that 'the intervention does not work in practice 
nor in principle', in other situations better adherence in a trial than in 
practice creates a problem for external validity.  
 
There may be ways to run more pragmatic trials for antibiotic 
interventions and the authors might comment on how this could or 
has been done.  
 
I also wonder whether the act of measuring adherence actually 
increases it, at least within an RCT but possibly in clinical practice as 
well. Is there evidence for this? If so, then the act of measuring 
adherence so randomisation-based efficacy estimates can be 
calculated might make the calculation of such estimates 
unnecessary. As in this example because there is no getting around 
it – all the estimates in Table 5 lead to the same clinical conclusions.  
 
(2) Balancing benefits and harms  
 
'The slight benefits gained from taking amoxicillin in adults 
consulting to primary care with acute uncomplicated LRTI must be 
balanced against the slight harms that amoxicillin can also cause.'  
 
To my mind, the cost of treatment (both current and future costs 
because of increasing resistance to antibiotics) becomes the 
deciding factor when the benefits of treatment are so slight.  
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(3) Per-protocol estimates  
 
I find it a bit disingenuous to extol the virtues of randomisation-based 
efficacy estimates and censure per-protocol estimates ('What is a 
per-protocol analysis and why is it usually wrong?') and then to not 
present the latter at all. Why not include a typical per-protocol 
estimate (in Table 5 or in Table 6 under different binary definitions of 
adherence).  
 
I rather expect that the same clinical conclusion would be reached in 
any per-protocol analysis. Which begs the far more interesting 
question – which the authors neglect to raise and address – when 
are per-protocol analyses not to be trusted so randomisation-based 
efficacy estimation becomes essential? Here the latter are not 
materially different from ITT estimates and I expect this is because 
adherence is high and there's little difference in adherence between 
groups (Table 2). I expect both lower adherence and a difference in 
adherence between groups are needed before there will be a 
material difference between per-protocol and randomisation-based 
efficacy estimates. Could the authors please comment?  
 
(4) Missing adherence  
 
The authors note that other methods of estimating treatment efficacy 
'make the implicit assumption that the groups of participants are 
equivalent with respect to both observed and unobserved variables, 
something that is implausible in practice.'  
 
The approach they take seems to replace this assumption with 
another. That is, the assumption that patients excluded because of 
missing adherence data will have the same adherence as the 
patients used to calculate randomisation based efficacy estimates. 
But, as I have note above, Table 2 is consistent with the reasonable 
expectation that adherence to treatment will be worse in those who 
do not provide any data on adherence. Does their approach 
accommodate missing adherence information and if does not, could 
missing adherence data lead to residual bias in estimates? In this 
situation, could one infer the direction of that residual bias by 
comparing per-protocol and randomisation based efficacy 
estimates? 

 

VERSION 1 – AUTHOR RESPONSE 

Dr Chris Metcalfe:  

 

1. The statistics are appropriate for addressing the study question, but as the statistical methods are 

central to this paper I suggest more explanation of how they work and how they can be implemented. 

The description on page 9 is pretty technical; adding something more intuitive, with some specific 

detail would encourage greater use of these methods. At present the web appendix gives an intuitive 

description of the established methods - can this be extended to also describe the unbiased estimates 

of efficacy? Including the Stata code for implementing the methods would also be a big help.  

 

RESPONSE: We have added a more intuitive description in the methods section. We have also 

included the Stata code used to run the models in the appendix.  

 

2. PAGE 11, SECOND PARAGRAPH Should be "types of measure" rather than "types of measured".  
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RESPONSE: This has been amended.  

 

3. TABLE 1 The links to the second and third footnotes aren't included in the body of the table.  

 

RESPONSE: This has been amended.  

 

4. FIGURE 3A Could provide quick reassurance that the weird circle of points in this figure is due to 

the jittering technique used.  

 

RESPONSE: This has been included in the footnote of the figure.  

 

5. FIGURE 5 I'd add a little more to the text on what this figure is showing us.  

 

RESPONSE: This has been included in the results section.  

 

 

Dr Jim Young:  

 

1. The outcomes reported in the Results subsection are difficult to put into context. At this point, we 

do not know how symptom severity was recorded and we do not know what percentage of patients 

reported new or worsening symptoms or side effects. These are issues for the main text too. I may 

have missed it, but did not see a table of outcomes by randomised group. For example, it's difficult to 

gauge the clinical implications of odds ratios when you don't have any absolute measures for the 

various outcomes. I'm sure this information is in the main paper but it's a bit inconvenient for the 

reader to have to refer to another paper for such basic information.  

 

RESPONSE: A table has now been added that provides a descriptive summary of the three outcomes 

by trial arm. This, as well as a fuller description of symptom severity, has not been added to the 

abstract due to the size limitations of abstracts. Full detail can be found in the manuscript.  

 

2. I found the justification for interest in effectiveness a little simplistic. For example, the authors write 

"While an ITT analysis is an important part of the analysis of any trial, as it reflects the design of the 

trial and uses randomisation to avoid selection bias, this approach ignores any protocol deviations 

that occur following randomisation, such as lack of adherence to treatment." However surely this is a 

reasonable thing to do in an ITT analysis. An ITT analysis takes the clinician's (or society's) 

perspective: 'what happens if I give these patients this treatment?' In a well-run double-blind RCT, if 

adherence differs between groups, it would seem there are only two plausible explanations: either the 

difference is due to chance or it is due to treatment. For a strict test of equality between two 

treatments in an ITT analysis, adherence to treatment does not matter. That's not to say that a per-

protocol – or effectiveness – analysis is any less important. Such analyses represent the patient's 

perspective: 'what would happen if I were to adhere to this treatment?' It might be helpful to remind 

the reader why the ITT is often emphasised but why other analyses are also valuable – and to whom.  

 

RESPONSE: Additional text has been included in the discussion related to this point.  

 

3. "The decision to exclude the outcome “time to resolution of moderately bad symptoms” from the 

analysis was made for two reasons. First, in order to reduce the number of assumptions made when 

deriving the definition of adherence. The second reason was that standard techniques for adjusting 

time-to-event outcomes for non-adherence rely on fitting an accelerated failure time model. The 

original outcome was analysed using a Cox proportional hazards model, and therefore the outcome 

would initially require re-analysing using an accelerated failure time model before an adjustment could 

be made. As the results from this analysis cannot be directly compared with the findings from the 
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main paper, the decision to exclude this outcome from consideration was made. "I didn't understand 

the first reason for this decision. Could the authors please add an additional sentence explaining why 

such an analysis increases the number of assumptions needed to derive measures of adherence. I 

think the second reason is a bit weak. I mean how hard would it be to re-analyse the original data 

using an AFT model? And I'd be a bit surprised if estimates from such a model were materially 

different from the Cox model estimates reported in the main paper.  

 

RESPONSE: Additional text has been included in the methods section. The issue about additional 

adherence assumptions relates to the fact that we have not made any assumptions about adherence 

on individual days, but would have to make this additional assumption to perform analysis on this 

outcome. This would not be a problem for the self-reported data, but would become quite a strong 

assumption for adherence derived using tablet counts. The decision to exclude this outcome was 

largely based on this. Having to re-analyse the original analysis using a different type of survival 

model, while not difficult, also added to the decision as we felt it would add additional confusion to the 

paper.  

 

4. I suggest 'Bland and Altman plots are presented both in their original form and with jittering...'  

 

RESPONSE: This has been amended. We actually did not present Bland and Altman plots in their 

original form (this text must have been left in from a previous draft version of the manuscript and has 

now been removed).  

 

5. I suggest – for clarity – 'The between group odds of ... were compared using logistic regression 

without covariates.'  

 

RESPONSE: This has been amended.  

 

6. I suggest something like 'For more information on the use of randomised-based efficacy estimators 

and on their core assumptions, please see...' That is, I was looking for a clear statement of the 

assumptions required for this approach and the web appendix had just what I was looking for. 

However I thought this web appendix could have given some of the technical details of the two 

analytic methods – a brief sketch of the material in references 17 and 18. Without some additional 

detail, I could not in all honesty say that the statistic methods used in this paper were 'fully described'.  

 

RESPONSE: This has been amended in the main text. The appendix now also includes some 

additional information on the technical details of the two methods.  

 

7. 'LOA' – this abbreviation is both uncommon elsewhere and infrequently used here, and I found 

myself confusing its meaning with 'levels of adherence'. I'd use the phrase itself instead.  

 

RESPONSE: This has been amended throughout.  

 

8. 'The LOA when comparing diary and table count adherence ranged from ...' This is a bit misleading 

because Table 3 suggests the statistics given on agreement are 95% limits, not ranges?  

 

RESPONSE: The statistics given in table 3 and the text and limits of agreement. Now that the 

acronym “LOA” has been replaced by the full text “limits of agreement” we feel the sentence is 

clearer.  

 

9. Should that be '...7% of participants were outside the 95% limits of agreement and 5% were outside 

the 95% limits of agreement when comparing...'?  
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RESPONSE: This has been restructured into two separate sentences to improve the clarity.  

 

10. Table 4 and Figure 4: The title of each should remind the reader that both show minimum reported 

adherence.  

 

RESPONSE: This has been amended.  

 

11. Effectiveness estimates: 'the 95% confidence interval included zero' and 'with the confidence 

interval including 1'. My view is that, for the purposes of this paper, whether the null is included or not 

in an interval is irrelevant. That is, these are estimates of effects – of harm or of benefit. They are not 

tests of equality and I myself would not want to make statements that introduce ambiguity by implying 

that the purpose of this paper is to make such tests. As far as I understand it, that is not the purpose 

of this paper although it would have been the purpose of the ITT analysis in the main paper.  

 

RESPONSE: This has been amended.  

 

12. Table 5: It might be easy for the reader if 'efficacy per % increase in adherence' was re-expressed 

as per 10% increase in adherence?  

 

RESPONSE: This has been amended.  

 

13. Figures 3a and 3b have axis labels in different font sizes. The labels in Figure 3a are too small to 

read.  

 

RESPONSE: This has been amended.  

 

14. Rounding: In both text and tables I suggest (mostly) following the convention of reporting standard 

deviations to one significant figure (or to two significant figures if the first is a '1').  

 

RESPONSE: For consistency throughout the manuscript, we would like to report all standard 

deviations to one decimal place, unless we are advised otherwise during the proofing stage.  

 

15. The authors wrote 'By maintaining a broad inclusion criteria, recruiting across a range of different 

countries, and recruiting participants similar in nature to previously conducted observational studies in 

this setting, the study is likely to be widely applicable.' However in the Introduction, the authors note 

'Previous literature indicates that less than 60% of patients prescribed an antibiotic for an acute cough 

/ LRTI in primary care initiate their treatment, and less than half take the full course.' How applicable 

can a trial be if in the setting of an RCT adherence is much better than is typically achieved in 

practice? While they are safe to assume here that 'the intervention does not work in practice nor in 

principle', in other situations better adherence in a trial than in practice creates a problem for external 

validity. There may be ways to run more pragmatic trials for antibiotic interventions and the authors 

might comment on how this could or has been done.  

 

RESPONSE: We have now indicated that we meant the clinical findings of this particular trial are 

widely applicable. We also agree that in situations where adherence is considerably higher in the RCT 

than in routine practice (or observational studies), this can potentially impact on external validity. This 

would only really be an issue when investigating effectiveness however, and the purpose of this paper 

is to report on efficacy.  

 

16. I also wonder whether the act of measuring adherence actually increases it, at least within an 

RCT but possibly in clinical practice as well. Is there evidence for this? If so, then the act of measuring 

adherence so randomisation-based efficacy estimates can be calculated might make the calculation 
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of such estimates unnecessary. As in this example because there is no getting around it – all the 

estimates in Table 5 lead to the same clinical conclusions.  

 

RESPONSE: While there is evidence to suggest that patients may alter their medication taking if they 

know they are being monitored (e.g. white coat adherence), this does not make the calculation of a 

randomisation-based efficacy estimator unnecessary. Even if monitoring in trials increases 

adherence, there will still be participants who do not take their medication as prescribed. An ITT 

analysis that does not adjust for this will therefore not be able to make causal statements about the 

effect of taking medication as prescribed.  

 

17. 'The slight benefits gained from taking amoxicillin in adults consulting to primary care with acute 

uncomplicated LRTI must be balanced against the slight harms that amoxicillin can also cause.' To 

my mind, the cost of treatment (both current and future costs because of increasing resistance to 

antibiotics) becomes the deciding factor when the benefits of treatment are so slight.  

 

RESPONSE: This has been included.  

 

18. I find it a bit disingenuous to extol the virtues of randomisation-based efficacy estimates and 

censure per-protocol estimates ('What is a per-protocol analysis and why is it usually wrong?') and 

then to not present the latter at all. Why not include a typical per-protocol estimate (in Table 5 or in 

Table 6 under different binary definitions of adherence). I rather expect that the same clinical 

conclusion would be reached in any per-protocol analysis. Which begs the far more interesting 

question – which the authors neglect to raise and address – when are per-protocol analyses not to be 

trusted so randomisation-based efficacy estimation becomes essential? Here the latter are not 

materially different from ITT estimates and I expect this is because adherence is high and there's little 

difference in adherence between groups (Table 2). I expect both lower adherence and a difference in 

adherence between groups are needed before there will be a material difference between per-

protocol and randomisation-based efficacy estimates. Could the authors please comment?  

 

RESPONSE: We agree that the tone of the appendix section was too strong. This has now been 

amended to “What is a per-protocol analysis and why is it usually inappropriate to perform in an 

RCT?” We also agree that the estimates from a per-protocol analysis may not look substantially 

different from the randomisation-based efficacy estimates. The key point is that a per-protocol 

analysis is trying to infer a causal relationship while making the key assumption of no unmeasured 

confounders. Given that alternative approaches exist that do not make this assumption, and this is the 

core assumption that an RCT is aiming to circumvent, we believe that RBEEs are better methods of 

analysis in RCTs with non-adherence.  

 

19. The authors note that other methods of estimating treatment efficacy 'make the implicit 

assumption that the groups of participants are equivalent with respect to both observed and 

unobserved variables, something that is implausible in practice.' The approach they take seems to 

replace this assumption with another. That is, the assumption that patients excluded because of 

missing adherence data will have the same adherence as the patients used to calculate 

randomisation based efficacy estimates. But, as I have note above, Table 2 is consistent with the 

reasonable expectation that adherence to treatment will be worse in those who do not provide any 

data on adherence. Does their approach accommodate missing adherence information and if does 

not, could missing adherence data lead to residual bias in estimates? In this situation, could one infer 

the direction of that residual bias by comparing per-protocol and randomisation based efficacy 

estimates?  

 

RESPONSE: The reviewer makes a very good point here, but it is important to note that the 

participants with missing adherence data would also have been excluded from any per-protocol 
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analyses. That said, there may still be some residual bias in the randomisation-based efficacy 

estimates because of missing adherence data. The purpose of this paper was to use these methods 

to adjust effectiveness findings for adherence (and hence determine efficacy). While 2061 participants 

were randomised in the trial, not all provided follow-up data, and the main aim of this paper was to 

use RBEEs to produced adherence adjusted estimates of treatment efficacy based on the findings of 

the main study/paper. For the three outcomes we looked at, follow-up data were available for 1789 

(symptom severity outcome), 2027 (worsening symptoms outcome), and 1727 (side effects outcome) 

participants. The adherence-adjusted analyses sacrificed 2, 104, and 2 participants respectively 

(Table 6 in the amended manuscript). The worsening of symptoms outcome was collected from nearly 

all randomised participants as the relevant data were obtained via medical notes. An additional 

appendix has been added that provides a sensitivity analysis where missing adherence data has 

been imputed. 

VERSION 2 – REVIEW 

REVIEWER Chris Metcalfe 
University of Bristol, UK. 

REVIEW RETURNED 23-Jan-2015 

 

GENERAL COMMENTS Happy to confirm that the authors have addressed my minor 
comments on the previous version.  

 

REVIEWER Jim Young 
Basel Institute for Clinical Epidemiology and Biostatistics, 
Switzerland 

REVIEW RETURNED 08-Jan-2015 

 

GENERAL COMMENTS A couple of minor points.  
 
Point 9. I was initially a bit confused reading the new text (although I 
got there in the end). Suggest "For the comparison of diary to tablet 
count adherence, 7% of participants were outside the limits of 
agreement; for the comparision of telephone to tablet count 
adherence, 5% of participants were outside the limits of agreement."  
 
Point 19 and the new Appendix 3. It took me a while to figure out 
that the two right hand columns contained results under the 
assumption of zero adherence. More informative column heading (or 
footnotes) would help here. I also think the reader could be a bit 
baffled by your assumption of zero adherence - after all, it would be 
more conservative to assume full adherence. The reader won't have 
read this exchange and my opinion that it seems reasonable to 
assume lower adherence in patients with no adherence data. So this 
sensitivity analysis shows the limit - I think - of how low the OR for 
new or worsening symptoms could be. Some discussion of these 
issues in this new Appendix would help the reader. I'm also a bit 
baffled as to why the third outcome (non-respiratory symptoms / side 
effects 4 weeks post-randomisation) seems to have only 2 patients 
with missing adherence data - like the first outcome and unlike the 
second outcome. I assumed that the first outcome requires 
adherence data for Days 2 to 4 while the second outcome requires 
adherence data for the full 7 days of treatment (and hence this 
outcome has a greater number of patients with missing adherence 
data). But then why is the third outcome not like the second? There's 
probably a good reason for this but it alludes me. Please help both 
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me and the reader.  

 

VERSION 2 – AUTHOR RESPONSE 

Point 9. I was initially a bit confused reading the new text (although I got there in the end). Suggest 

"For the comparison of diary to tablet count adherence, 7% of participants were outside the limits of 

agreement; for the comparision of telephone to tablet count adherence, 5% of participants were 

outside the limits of agreement."  

 

RESPONSE: This has now been amended to read as indicated above.  

 

Point 19 and the new Appendix 3. It took me a while to figure out that the two right hand columns 

contained results under the assumption of zero adherence. More informative column heading (or 

footnotes) would help here. I also think the reader could be a bit baffled by your assumption of zero 

adherence - after all, it would be more conservative to assume full adherence. The reader won't have 

read this exchange and my opinion that it seems reasonable to assume lower adherence in patients 

with no adherence data. So this sensitivity analysis shows the limit - I think - of how low the OR for 

new or worsening symptoms could be. Some discussion of these issues in this new Appendix would 

help the reader. I'm also a bit baffled as to why the third outcome (non-respiratory symptoms / side 

effects 4 weeks post-randomisation) seems to have only 2 patients with missing adherence data - like 

the first outcome and unlike the second outcome. I assumed that the first outcome requires 

adherence data for Days 2 to 4 while the second outcome requires adherence data for the full 7 days 

of treatment (and hence this outcome has a greater number of patients with missing adherence data). 

But then why is the third outcome not like the second? There's probably a good reason for this but it 

alludes me. Please help both me and the reader.  

 

RESPONSE: The new Appendix 3 has now been amended to relfect these points. Specifically:  

- We now describe why there are differences in the number of participants with missing adherence 

data (new or worsening symptom data was collected from patient notes, whereas the other two 

outcomes were collected from symptom diaries).  

- We discuss the what the lower adherence levels from self-report telephone data may suggest  

- We elaborate that we are particularly interested in knowing "how low the odds ratio for new or 

worsening symptoms could be"  

- We have added an additional footnote to the table, indicating that the final two columns assume 

those participants with missing adherence data did not take any medication (i.e. their adherence level 

is 0%)  
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