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May 30th 2017 

 

Dear Dr Ladher 

 

Re: BMJ.2017.037542 entitled "“Complete the antibiotic course to avoid 

resistance”; non-evidence-based dogma which has run its course? 

 

Thank you very much for your email of May 1st inviting us to prepare a revised 

submission. We have considered the editors’ and reviewers’ comments carefully 

and made changes addressing each point. We think this has strengthened the 

arguments we make and hope the editorial committee will be happy to publish it 

in the Journal. We would of course be happy to consider any further changes. 

 

Our point by point responses are below. 

 

Yours sincerely 

  

 

 
Comment Response 

Ed.1 Editors thought your paper covered an 

important and interesting clinical topic. 

The comments here are intended to 

strengthen your argument and broaden 

the appeal to our international 

readership. 

None 

Ed.2 We thought that some additional 

background about the "complete the 

course" gospel would be helpful to 

make clear that this is standard of care, 

particularly taking in to account the 

recommendations from other 

organisations and guideline bodies (for 

example the CDC). It would also be 

helpful to know how commonly this 
occurs - is it possible to quantify 

prescribing activity/guidance? 
 

We have expanded the introduction 

paragraph to highlight that in addition to 

the WHO recommendations we cited 

previously, the "complete the course to 

avoid resistance" gospel is a feature of 

current antibiotic awareness activity in 

Canada, Australia and the European 

Union. 

We introduce earlier in the article the fact 
that Public Health England and the CDC 

have subtly replaced the message with 
advice to take antibiotics ‘exactly as 

prescribed’ but that they have not 
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explicitly acknowledged the previous 

recommendations were wrong and that 

the recommendation remains on key 

public information sources such as NHS 

Choices. 
 

 

Ed.3 We also thought it would be helpful to 
be clearer about the evidence guiding a 

rationale for change. Is there a 

sufficient evidence base to reach a 

tipping point and change practice? This 

doesn't come through clearly enough in 

the paper, and adding more on this 

would help make your argument more 

convincing 

We have re-ordered the section 
Antibiotic treatment as a driver of 

antibiotic resistance and the section 

renamed Antibiotic treatment duration 

to set out more clearly how thinking about 

antibiotic treatment durations should now 

move from unfounded fear of under 

treatment to well-founded fear of 

overtreatment.  Table 1 already lays out 

the evidence supporting shorter antibiotic 

courses than traditionally recommended – 

without any evidence of increase in 

resistance – supporting a change in 

practice. We have added references to key 

evidence as suggested by reviewer 2 but 

are aware that along with the additional 

references to address the point above we 

are already over the recommended 

number of references for an analysis piece 

in the Journal. 

R1.1 For the ‘Standfirst’ statement, consider 

adding to end of sentence ‘vs. 

completing the course’ or changing to ‘. 

. . . should drop the message that 

completing the course prevents 

antibiotic resistance’, as in most cases 

this is the specific counselling advice 

offered. 
 

We have revised the ‘Standfirst’ as 

suggested so that it concludes ‘… should 

drop the message that completing the 

course prevents antibiotic resistance’. 

R1.2 page 5, paragraph starting with ‘This 

belief . . ‘, please modify first 2 

sentences, adding ‘a’  between is and 

barrier in first sentence and adding 

comas after ‘In primary care’, and 
before and after ‘for example’. 

 

We have made these changes. 

R1.3 End of page 5, consider removing 

content related to patient consent as 
this touches upon other broad areas 

related to clinical trials and could be 
considered distracting from main 

points of paper. 
 

We have removed this as suggested by 

both reviewers. 

R1.4  Consider expanding the last paragraph 
regarding ‘What should we advise 

patients   . . .’ to include what message 

Having expanded the earlier sections in 
line with the editors comments we are 

aware that the article is already over the 
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to substitute in cases where a shorter 

course of antibiotics has not been 

demonstrated or prescribed.  Given that 

there is not yet evidence for patients 

determining an appropriate and 
effective antibiotic duration based on 

their self-reported symptoms, it seems 
that if the usual message regarding 

completing course is dropped, that a 

new message needs to be substituted. 

length suggested for an analysis 

submission to the Journal. The reviewer is 

correct that a good evidence base does not 

currently exist for alternative easy 

messages such as use of for self-reported 
symptoms to guide duration. PHE have 

replaced ‘complete the course’ with 
‘exactly as prescribed’ but the argument 

we are making is that failure to 

acknowledge the uncertainty about 

antibiotic treatment duration and focus on 

unfounded fears of resistance gets in the 

way of even developing patient-focused, 

antibiotic sparing approaches. We would 

advocate active acknowledgement and re-

education of the public that shorter 

antibiotic duration is generally better and 

‘antibiotics are a precious and finite 

natural resource which should be 

conserved’. As we lay out in the article, 

there is no evidence that completing the 
course prevents resistance for the 

bacterial infections being treated in 

primary and secondary care but an 

accumulating body of evidence that more 

antibiotic exposure drives more resistance 

and places patients at real risk of harm. 

R2.1 In general, I would steer away from 

saying "more" or "less" antibiotic 

treatment. What is being discussed 

here is duration, i.e. "longer" or 

"shorter". More treatment could also 

refer to the dose of antibiotics being 

administered (or the dosing regimen in 

general, e.g. BID vs TID). The 

relationship of antimicrobial resistance 
selection with dose is likely to be 

complex, but in terms of dose 

sometimes more may be better. 

 

We were not sufficiently clear about this 

in the previous submission. We have 

added a sentence to the section ‘Antibiotic 

treatment as a driver for antibiotic 

resistance’ making this point and have 

elsewhere made sure we are clear where 

we refer to duration. 

R2.2 - Please could you cite evidence to 

support the following statement: "the 

longer the antibiotic exposure these 

‘opportunist’ bacteria are subjected to, 

the greater the pressure to select for 

antibiotic resistance in them." 

 

This statement is supported by one of the 

references in the original submission 

(Costelloe C et al 2010, BMJ) and we have 

added an additional secondary care study 

(Lodise TP et al 2007, AAC) 

R2.3 -Could you explain why you feel that 

the different pharmacological 

properties of antibiotics being 

compared in the (few) existing studies 

comparing shorter and longer 

treatment 

This is particularly regarding studies 

comparing very long acting agents such as 

azithromycin with (half life around 63 

hours) with penicillins with much shorter 

half-lives of 0.5-6 hours. We have clarified 

this point in the text at the point the 
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durations make the assessment of 

optimal treatment duration more 

complex (p4, l11)? 

 

reviewer refers to. 

R2.4 - I don't feel that failure to stop 

antibiotics at 48-72 hours in 

hospitalised patients relates to the 

discussion of duration of treatment 

being presented here. In this situation, 

it seems to me that the problem isn't as 

much physicians wanting to complete a 
standard course, as lack of physician 

confidence about absence of infection. 

 

We agree that physician confidence about 

absence of infection is one important 

reason why doctors may fail to stop 

antibiotics early more often than they do 

in hospitalised patients.  However 

antibiotic guidelines recommend 

treatment durations by indication. So at 
the point treatment is instigated a course 

has been embarked on, irrespective of 

how confident the prescriber was of the 

indication.  Given how embedded is the 

idea that completing the course prevents 

antibiotic resistance it is likely this idea 

gets in the way of decisions to stop 

antibiotics early to minimise resistance. 

We therefore consider that this is an 

important point to retain and have added 

a sentence to explain this in the text. 

R2.5 - Perhaps suggesting that we would 

want to formally consent patients for 

receiving antibiotics is taking it a bit 

far? I guess the point that much of 

antibiotic prescribing is experimental 

in that it is not based on robust 

evidence (especially where duration is 

concerned) is valid. Patients are 

unlikely to be aware of this. 

In line with reviewer 1’s comments we 

have removed this brief section. 

R2.6 - change take to taking in line 47/48, p. 

4 

- This belief is a barrier - line 33/34, p. 

5 

We have made these changes 

 


