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Dear Miss Bryce  

 

Manuscript ID BMJ.2015.027820 entitled "Global antibiotic resistance prevalence in paediatric 

Escherichia coli urinary tract infections and associations with routine use of primary care antibiotics: 

a systematic review and meta-analysis"  

 

 
Thank you for sending us this paper, which we discussed at a recent manuscript meeting  

 

We recognise the value and importance of your study, but identified some important issues that need 

to be clarified before we make a final decision about publication.  

 

Would you be willing to revise and let us take another look?  

 

You will find reviewers' reports at the end of this letter, along with a report from our manuscript 

meeting. Please address all comments. We hope you find them constructive.  

 
I'm afraid we can't promise to publish the revision, but we should be able to make a quick decision  

 

If you are happy to proceed with the BMJ, please let us have the revised paper back within a month 

or so.  

 

Online and print publication: All original research in the BMJ is published with open access. The full 

text online version of your article, if accepted after revision, will be the indexed citable version (full 

details are at http://resources.bmj.com/bmj/about-bmj/the-bmjs-publishing-model), while the print 

and iPad BMJ will carry an abridged version of your article, usually a few weeks afterwards. 
Publication of research on bmj.com is definitive and is not simply interim "epublication ahead of 

print", so if you do not wish to abridge your article for print, you will be able to opt for online only 

publication. Please let us know if you would prefer this option.  

 

Open access publication fee: The BMJ is committed to keeping research articles Open Access (with 

Creative Commons licences and deposit of the full text content in PubMedCentral as well as fully 

Open Access on bmj.com). To support this we are now asking all authors to pay an Open Access fee 

of £3000 on acceptance of their paper. If we accept your article we will ask you to pay the Open 

Access publication fee; we do have a waiver policy for authors who cannot pay. Consideration of your 

paper is not related to whether you can or cannot pay the fee (the editors will be unaware of this), 
and you need do nothing now.  

 

How to submit your revised article: Log into http://mc.manuscriptcentral.com/bmj and enter your 

Author Center, where you will find your manuscript title listed under "Manuscripts with Decisions." 

Under "Actions," click on "Create a Revision." Your manuscript number has been appended to denote 

a revision.  

 

You will be unable to make your revisions on the originally submitted version of the manuscript. 

Instead, revise your manuscript using a word processing program and save it on your computer.  
 

Once the revised manuscript is prepared, you can upload it and submit it through your Author 

Center. When submitting your revised manuscript, you will be able to respond to the comments 

made by the reviewer(s) and Committee in the space provided. You can use this space to document 

any changes you make to the original manuscript and to explain your responses.  

 

IMPORTANT: Your original files are available to you when you upload your revised manuscript. Please 

delete any redundant files before completing the submission.  

 

And finally, we also require a copy of the manuscript with changes highlighted. Please upload this file 
with file designation ‘Revised Manuscript Marked copy’.  

 

Many thanks again. We look forward to seeing your revised paper  

 

With best wishes  

 

 

Alison Tonks  

associate editor BMJ  
atonks@bmj.com  

 

MANUSCRIPT MEETING  

 

These comments are an attempt to summarise the discussions at the manuscript meeting. They are 

not an exact transcript. Members of the committee were: Wim Weber (chair), Rafael Perera (stats), 

Elizabeth Loder, Georg Röggla, Alison Tonks, Jose Merino, Tiago Villanueva  

 

 



Decision: request revisions  

 

Detailed comments from the meeting:  
 

It’s fair to say your paper got a mixed reception from editors and advisers at the meeting. This is 

arguably a burden of illness study-usually a lower priority for our readers. But we also agreed that 

your review was well done, and fills a gap in the evidence on antibiotic resistance among children.  

 

The following more specific comments should be addressed in your revision:  

 

The search goes to 2014. Please update your search if possible. It is now over a year old.  

 
Did you capture grey literature such as CDC reports or equivalents ?  

 

You used the Cochrane Risk of Bias tool and the CASP checklist to assess study quality but translated 

them in to a traffic light system. Editors weren’t sure if this was a valid approach. Please discuss  

 

In essence, this is a burden of disease study. The fact that the data come from several countries at 

various levels of development makes the paper relevant to an international audience. But the data 

from each country are limited. Can we draw more general conclusions?  

 

The authors group countries by OECD status, with the implication that OECD members are more 
economically developed. But there are data from only a few countries in each group. Could we draw 

a meaningful conclusion for the entire group based on these data? Would conclusions differ if they 

looked at data by continent?  

 

The justification for dividing countries into OECD and non OECD is largely because of the availability 

of antibiotics over the counter. Why not classify countries that way?  

 

Please explain what OECD means and signifies. Some readers may not be familiar with the term.  

 
 

Please define "primary care" – it varies from country to country. In the US, most children would be 

seen by paediatricians. Could your definition have missed children seen by “office” specialists in the 

US and elsewhere?  

 

Is your list of antibiotics reasonably complete?  

 

Please address all comment by reviewers at the end of this letter, starting with our statistician Rafael 

Perera (reviewer 5)  

 
 

 

FURTHER INFORMATION  

 

Essential Items to include with your revision (see http://www.bmj.com/about-bmj/resources-

authors/article-types/research):  

 

1. What this paper adds/what is already known box (as described at 

http://resources.bmj.com/bmj/authors/types-of-article/research)  
 

2. Name of the ethics committee or IRB, ID# of the approval, and a statement that participants gave 

informed consent before taking part. If ethics committee approval was not required, please state so 

clearly and explain the reasons why (see http://resources.bmj.com/bmj/authors/editorial-

policies/guidelines.)  

 

3. Patient confidentiality forms when appropriate (see 

http://resources.bmj.com/bmj/authors/editorial-policies/copy_of_patient-confidentiality).  

 

4. Competing interests statement (see http://resources.bmj.com/bmj/authors/editorial-
policies/competing-interests)  

 

5. Contributorship statement+ guarantor (see http://resources.bmj.com/bmj/authors/article-

submission/authorship-contributorship)  

 

6. Transparency statement: (see http://www.bmj.com/about-bmj/resources-authors/forms-policies-

and-checklists/transparency-policy)  

 

7. Copyright statement/licence for publication (see http://www.bmj.com/about-bmj/resources-
authors/forms-policies-and-checklists/copyright-open-access-and-permission-reuse)  

 

8. Data sharing statement (see http://www.bmj.com/about-bmj/resources-authors/article-

types/research)  

 

9. Funding statement and statement of the independence of researchers from funders (see 

http://resources.bmj.com/bmj/authors/article-submission/article-requirements).  

 

10. Patient involvement statement (see http://www.bmj.com/about-bmj/resources-authors/article-



types/research).  

 

 
11. Please ensure the paper complies with The BMJ’s style, as detailed below:  

 

a. Title: this should include the study design eg "systematic review and meta-analysis.”  

 

b. Abstract: Please include a structured abstract with key summary statistics, as explained below 

(also see http://resources.bmj.com/bmj/authors/types-of-article/research). For every clinical trial - 

and for any other registered study- the last line of the abstract must list the study registration 

number and the name of the register.  

 
c. Introduction: This should cover no more than three paragraphs, focusing on the research question 

and your reasons for asking it now.  

 

d. Methods: For an intervention study the manuscript should include enough information about the 

intervention(s) and comparator(s) (even if this was usual care) for reviewers and readers to 

understand fully what happened in the study. To enable readers to replicate your work or implement 

the interventions in their own practice please also provide (uploaded as one or more supplemental 

files, including video and audio files where appropriate) any relevant detailed descriptions and 

materials. Alternatively, please provide in the manuscript urls to openly accessible websites where 

these materials can be found.  
 

e. Results: Please report statistical aspects of the study in line with the Statistical Analyses and 

Methods in the Published Literature (SAMPL) guidelines http://www.equator-network.org/reporting-

guidelines/sampl/.  

 

f. Discussion: To minimise the risk of careful explanation giving way to polemic, please write the 

discussion section of your paper in a structured way. Please follow this structure: i) statement of 

principal findings of the study; ii) strengths and weaknesses of the study; iii) strengths and 

weaknesses in relation to other studies, discussing important differences in results; iv) what your 
study adds (whenever possible please discuss your study in the light of relevant systematic reviews 

and meta-analyses); v) meaning of the study, including possible explanations and implications for 

clinicians and policymakers and other researchers; vi) how your study could promote better 

decisions; vi) unanswered questions and future research  

 

g. Footnotes and statements, listed above  

 

 

 

REFEREES COMMENTS  
 

Reviewer: 1  

 

Reviewer 1 declared a disqualifying competing interest  

 

Additional Questions:  

Please enter your name: Akke Vellinga  

 

Job Title: Senior Lecturer  
 

Institution: NUI Galway  

 

 

Reviewer: 2  

 

Recommendation:  

 

Comments:  

Thank you for sending me this manuscript to review. The topic of use of abx and their impact on 
resistance rates is highly topical in many countries.  

Methods - the review has been conducted using the optimal methods for this type of SR, and I could 

find not fault at all in the methods used for searching, including, and analysing data. One question 

for the authors would be how likely reports done by agencies such as the CDC in the US (and 

equivalents in other countries) would be picked up by their search strategy? Would these be included 

in the grey literature. I ask this as it is likely that many reports of resistance rates might be in such 

reports rather than traditional published studies. 

Results - are clearly presented, and appropriately reported. THe authors have gone to great lengths 

to ensure that this fairly complex data is presented to the reader in a digestible format, with the 
more detailed data in appendices.  

Discussion - I think they do an excellent job with discussing the implications of their work, and the 

limitations. The splitting of data into OECD vs non OECD is reasonable, though as they point out the 

relationship between OECD and OTC availability of these drugs is less secure. The lack of data from 

non OECD on prior use of abx is disappionting, but this reflects the data. THey are careful to warn of 

over interpretation of their findings, and the risk of confounders etc that could not be controlled for. 

The results of this review could influence abx policy for UTI in many countries and thus highly 

valuable in my opinon.  

Additional points that might be interesting to include in the discussion or an accompanying 



commentary/editorial could include:  

-most importantly perhaps, what do these findings mean for the quality of primary care in 

particularly nonOECD countries, and related policies? The findings of higher resistance are striking, 
and potentially reflect deficiencies in how care is provided, how well clinical algorithms like IMCI 

target children who need abx, whether quality of care in such countries should measure 

appropriateness of use, policies surrounding pharmacy or dispensaries etc. THis is outwith the 

Discussion, but reflecting on what this means at the higher level for primary care delivery and quality 

would be interesting.  

-is it possible that higher resistance in low income countries reflects greater use of appropriate 

antibiotics given that children in these countries aare at higher risk of pneumonia, sepsis, meningitis 

etc. As opposed to high income countries where most of us accept that abx are overused or used 

inappropriately?  
-it would be interesting to speculate on whether there is a dose response effect, ie bigger doses of 

abx result in more or longer periods of resistance. And whether use of shorter courses of abx would 

have a role in limiting resistance, given their equivalent effect for many bacterial infections.  

-It would be interesting to know whether there have been changes over time that can be measured, 

given the widespread introduction of vaccines for most invasive bacteria in higher income and 

increasingly in lower income countries (of course not for E Coli). Many not all of the abx used 

previously for pneumo or Hib etc are sthe same as ones used for UTI. Or, is the rise in resistance 

independent of this and reflects poor diagnosis/targeting/etc. In other words, has vaccination for 

many bacterial pathogens altered the rise in abx resistance??  

 
Additional Questions:  

Please enter your name: Matthew Thompson  

 

Job Title: Professor of Family Medicine  

 

Institution: University of Washington, Seattle, USA  

 

 

If you have any competing interests (please see BMJ policy) please declare them here: I have 
received funding from a commerical body and previously from the NIHR to conduct research into the 

use of inflammatory markers to help target use of antibiotics in primary care settings for respiratory 

infection, but not for UTI which is the focus of the manuscript I am reviewing.  

 

 

Reviewer: 3  

 

Recommendation:  

 

Comments:  
Review of BMJ.2015.027820  

Virginia Hernadez Santiago and Bruce Guthrie, University of Dundee  

 

Antimicrobial resistance is an increasing worldwide public health problem, and understanding its 

prevalence and what factors contribute to it (including prior antimicrobial use) is important to define 

the problem and inform how to respond to it. This systematic review is therefore timely and to our 

knowledge unique in its systematic examination of prevalence of resistance and the relationship 

between primary care use of antimicrobials and resistance in children (although there are other 

papers / reviews published in relation to the latter in the general [mostly adult] population (Brian G 
Bell et Al BMC Infectious diseases 2014, E Taconnnelli et al JAC 2008, and the previous systematic 

review by one of the authors C Costelloe BMJ 2010). The systematic review appears well conducted 

and reported according to published standards. Please note BG’s interest (but not necessarily conflict 

of interest) in that he is an author of the Duffy 2013 study which is one of the five included studies 

examining resistance and prior antibiotic prescribing.  

 

Major issues  

Our major concerns are with the meta-analysis of the relationship between culture of resistant 

bacteria in the urine and prior exposure to antibiotics (figure 3 reports the findings).  

 
(1) The Mcloughlin study is included twice in the 0-1 month group and this appears to be double 

counting, since the patients and exposures are the same, and the outcome of co-trimoxazole 

resistance is also included in the outcome of any antibiotic resistance. The Duffy study also appears 

to be included twice in the 0-12 month outcome, and it isn’t clear how that can happen given the 

methods. The authors either need to explain these or (if erroneous) correct the analysis.  

 

(2) The resistance meta-analysis combines the data in ways which we believe may lead to misleading 

conclusions. It reports the odds of resistance by overlapping periods (any exposure in 0-1 month, 

any exposure in 0-3 months, 0-6 months etc). This is the method also used in the previous 
systematic review on this subject (Costelloe et al BMJ 2010), and we can see that it is a pragmatic 

decision based on the way that most of the underlying papers report their data. However, as the 

authors acknowledge in the discussion, patients exposed in month 1 are therefore included in 

analyses of ‘exposure in the last 3/6/12 months’. This makes this a less than ideal method to 

examine the extent to which resistance declines (or not) over time. The findings in this study are 

that resistance does not decline over 12 months, whereas the meta-analyses reported in Costelloe 

2010 find that it does (which is briefly discussed). Additionally, the Costelloe 2010 paper highlights 

one large prospective study (Malhotra-Kumar Lancet 2007) which finds a clear decline over 6 months 

following antibiotic exposure (albeit not urinary antibiotics); the single largest study of urinary isolate 

http://www.bmj.com/sites/default/files/attachments/resources/2011/07/bmjpolicyondeclarationofinterestsmarch2014.pdf


resistance in the Costelloe 2010 review found a clear reduction over 12 months when resistance was 

measured in relation to exposure in non-overlapping discrete periods (Donnan P, BMJ 2004 – a 

colleague of ours), and the Duffy 2013 paper (the single largest study in the meta-analysis) found 
the same. For example, this systematic review reports a statistically significant association between 

antibiotic exposure in the last 0-12 months and resistance based entirely on the Duffy paper (but see 

our comments below about the extracted OR). But the Duffy paper itself reports an OR of 1.21 (0.66 

to 2.24) for exposure 6-12 months before infection, which we think is clearly a better measure of the 

association with 'long-ago' exposures.  

 

We don’t think that this is a lethal flaw since both analyses are reasonable (and the meta-analysis 

probably isn’t possible without taking their approach), but we but we would invite the authors to 

reconsider if the analysis is appropriate for the purpose of assessing change in resistance over time. 
If they feel that it is, then at a minimum they should significantly strengthen the discussion of this to 

more clearly acknowledge the differences with the Costelloe 2010 study (which they already do 

briefly), with the Malhotra-Kumar study (which to our knowledge remains the strongest prospective 

observational evidence in this regard, albeit not for urinary antibiotics), and to studies using the 

same methods as Duffy and Donnan examining urinary isolate resistance in relation to defined 

periods of last exposure (we don’t know of any apart from these two but the authors may).  

 

(3) We are uncertain how the odds ratios for the Duffy 2013 paper reported in figure 3 were derived. 

They do not match either the crude or adjusted multilevel OR reported in the paper (the 0-1 month 

ones are reported to be 2.32 in figure 3 vs >6 crude and ~4.7 adjusted in the original paper– we 
report by 1-2 weeks and 3-4 weeks so combined for the meta-analysis). It’s difficult to understand 

how such a large difference could happen, although it may be that it relates to our use of a multilevel 

model to estimate the OR to properly account for the clustering of samples within children as some 

children have multiple tests. Given the repeated measures within individual children, a crude OR 

ignoring this is unlikely to be appropriate to include. This also raises a more general query, which is 

that the results state that the number of children and the number of samples is the same, but this is 

definitely not true for Duffy 2013, and it would be useful if the authors can confirm that this is the 

only exception and amend that section of the results.  

 
(3) On a different topic, we think the paper should have an appendix table describing the included 

studies (ie the table on which the existing summary table 1 is based, but with somewhat more detail 

for example on the antibiotics examined, country of origin, date of study and so on). Most readers 

will of course never read this, but comprehensive reporting for those with a specific interest is better. 

This relates to item 18 of the PRISMA checklist.  

 

A specific issue to report and to discuss further is the inclusion of studies from the hospital setting if 

they reported “community-acquired UTI” (defined as within 48 hours of hospital admission). The 

definition of “community acquired” is not so straightforward, and some define it as also not being 

within 30 days of hospital discharge. It would be useful to clarify how many studies are of this nature 
and to discuss how this might alter findings (in the UK for example, children with UTI seen in or 

admitted to hospital are very likely to be sicker).  

 

(4) The implications of the findings are not that clearly stated. What is a GP to do in the face of high 

resistance to the first line drugs we use (apart from nitrofurantoin) and strong pressure not to use 

second line drugs?!? Perhaps we should more often test then treat if positive strategies?  

 

Minor issues  

(1) Table 2 and table 3 reporting prevalence of resistance are differently formatted. They should 
report the same information, and I prefer the more detailed table 3 since it lists the studies 

contributing. But they should be consistent.  

 

(2) There are a number of minor typos. The ones I spotted are “foodbourne” in the introduction; 

“thatinvestigation” in 2nd para methods; paragraph breaks in results “see also [paragraph] Figure 

2”; rogue text immediately after figure 2; rogue text immediately before table 3; “drug-bug 

combinations” in the results section about association between previous antibiotic exposure and 

resistance; “Around a quarter of children are also likely to be resistant to trimethoprim” in clinical 

and research implications of discussion (bacteria are resistant not children).  

 
(3) The introduction first paragraph and the clinical implications section of the discussion talk about 

“stronger” antibiotics but for example, we don’t think that cefalosporins are intrinsically stronger than 

trimethoprim for lower UTI. Certainly newer, more expensive, second line but not intrinsically 

stronger.  

 

(4) Duffy 2013 is referred to as Duffy 2012 in text.  

 

(5) The rationale for distinguishing between OECD and non-OECD countries is framed as “economic 

status” in the methods, but is better discussed as both a general measure of development and more 
particularly a proxy for over the counter use. The methods should be more specific.  

 

(6) To a UK eye, the much more limited data on trimethoprim resistance from OECD countries in 

particular is surprising. Could the authors comment on why they think this is?  

 

Additional Questions:  

Please enter your name: Bruce Guthrie and Virginia Hernandez Santiago  

 

Job Title: Prof of Primary Care Medicine and Research Fellow  



 

Institution: University of Dundee  

 
 

If you have any competing interests please declare them here: VHS has a Scottish Government Chief 

Scientist Office funded PhD fellowship which is examining antibiotic resistance in relation to individual 

and community exposure, for which BG is the primary supervisor. BG was also an author on one of 

the papers cited in the meta-analysis of the association between prior antibiotic exposure and 

subsequent resistance. We believe these are interests, but not conflicts of interest.  

 

 

Reviewer: 4  
 

Recommendation:  

 

Comments:  

Overall this paper is of high quality, the results are well presented and transparent, and thus I have 

no major issues. I do have some very minor comments.  

 

Line 25. Methods. Are 'E. coli-positive UTI isolates' laboratory-diagnosed as opposed to solely GP 

diagnosed UTIs? I think they are as they have linked resistance data but wanted to check as its 

defined for hospital based studies.  
 

Table 1: A number of papers do not report the method of urine collection - do these studies have 

anything particular in common? Previous antibiotic exposure: it would be helpful to know which 

studies showed crude and/or adjusted OR and what they adjusted for in the model? Also does Figure 

3 show the crude ORs or a mixture? I think it needs to be clarified in the title. Also did any study 

adjust for practice level variation?  

 

Figure 3: For the 0-12 month exposure period there are two ORs from the Duffy et al (2012) paper. 

Can you explain what the difference is between these two point estimates?  
 

Appendix 4. Any reason why the three studies from Turkey have higher resistance of co-amoxiclav as 

this is also where you have the highest heterogeneity?  

 

Reference #27. Duffy et al is stated as 2012 throughout the paper but is 2013 in the reference list.  

 

For all forest plots, please add what ES stands for (or in the methods).  

 

Additional Questions:  

Please enter your name: Rebecca Cannings-John  
 

Job Title: Research fellow in Statistics  

 

Institution: Cardiff University  

 

 

If you have any competing interests please declare them here: I have worked on a funding 

application with Prof Hay on UTIs and have jointly been members of a trial task and finish group.  

 
 

Reviewer: 5  

 

Recommendation:  

 

Comments:  

Stats Rev: BMJ 27820  

 

The current manuscript presents results from a systematic review of articles reporting prevalence of 

resistance to antibiotics in children. It also presents evidence of other studies reporting association 
between antibiotic prescription and resistance (within different time windows). The data appears 

comprehensive and adequate. Given that this is a systematic review of prevalence, the methods for 

analysis are not as well developed as that for systematic reviews of interventions and I believe some 

adjustments to their current analyses are required.  

 

Major issues:  

1. When pooling prevalence, there is a risk of having small, close to 0 (or large, close to 1) values. In 

these cases, the asymptotic approach for the 95%CI does not work creating lower (or upper) limits 

outside the plausible region. At the same time, the estimate for the Variance of these studies is 
affected and this will have a big impact on the pooled estimate. There are (at least) a couple of 

transformations (logit or double arcsine) suggested to adjust for this. Please see paper below as a 

potential reference for this and adjust accordingly  

Ref: Barendregt JJ, et al. J Epidemiol Community Health 2013;0:1–5.  

 

2. The analysis and presentation focus on country specific estimates. Nevertheless pooled estimates 

are presented for OECD and Non-OECD countries. As the number of studies varied by country, I 

believe the correct approach would be to estimate country specific estimates (as the authors do 

when reporting results in their maps) and then to obtain pooled estimates for OECD and non-OECD 



 

countries taking only one estimate per country into account. In cases like Turkey or the USA this 

single estimate will itself be a pooled estimate. This is similar to a multilevel model to account for 

clustering by country and it will have an impact as they are using RE models for pooling.  
 

3. The use of meta-regression is almost surely incorrect (given the overlap in time windows 

reported) and the information gained from this analysis is minimal. Would suggest not including this 

in the paper and explaining the reason for not reporting it (still include in the methods as something 

you were intending on doing).  

 

4. Please do not include the funnel plots. They do not add information to the review (particularly 

given the number of studies).  

 
5. It is unclear if all studies reported on all antibiotics or only a subset. This needs to be presented 

more clearly. I assumed that the first line antibiotics would vary between countries. If this were the 

case, it would reflect with larger levels of heterogeneity in the pooled estimates (as resistance levels 

should depend on antibiotic use). Please can the authors comment on this and if possible include as 

part of their analysis?  

 

6. Tables should not include p-values for the heterogeneity (this is already adequately captured in 

the i-squared) and instead provide information as to the number of countries these estimates come 

from as well as how many studies.  

 
7. In Figure 3, there must be a mistake as the study by Duffy 2012 appears twice with different 

results. Please check and correct.  

 

Minor/Comments:  

 

* If Economic Status and particularly being part of the OECD has been used as a proxy for 

availability of OTC antibiotics, they could potentially use economic status as a continuous measure to 

test for direct association with prevalence of resistance.  

 
* Interesting exercise to have compared obtained estimates with adjusted estimates reported but 

would have been more relevant to mention which variables were reported in the different papers as 

part of the adjustment.  

 

* Please consider a sensitivity analysis based on those studies that have used BSAC or CLSI 

guidelines (better quality?)  

 

* In the Flow-chart, please can the authors add at end how many studies reported on prevalence and 

how many looked at resistance (and both) as these are different questions.  

 
* In the Discussion they comment that the prevalence estimates might be inflated, this is potentially 

true but should not account for the differences observed between OECD and Non-OECD countries 

unless there are systematic differences about the timing when the samples are taken.  

 

* In the Forest plots, please include estimate of heterogeneity by subgroup here (i-squared)  

 

 

 

 
.  

 

 

 

 

 

Additional Questions:  

Please enter your name: Rafael Perera  

 

Job Title: Professor of Medical Statistics  
 

Institution: University of Oxford  

 

If you have any competing interests please declare them here: None  

 

 

 

END 

Date Sent: 12-Oct-2015 
  

 

  

 

 

 


