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Introduction

Ethically, research findings should be disseminated completely and accurately [1]. However, authors may intentionally or non-intentionally misrepresent or overinterpret their results, which is referred to as 'spin' [START_REF] Boutron | Reporting and interpretation of randomized controlled trials with statistically nonsignificant results for primary outcomes[END_REF][START_REF] Boutron | Misrepresentation and distortion of research in biomedical literature[END_REF]. Through "spin", the effectiveness of interventions is typically presented in a more favourable way than is justified by the study findings.

Several studies have documented a high prevalence of spin in the biomedical literature [START_REF] Boutron | Reporting and interpretation of randomized controlled trials with statistically nonsignificant results for primary outcomes[END_REF][START_REF] Boutron | Misrepresentation and distortion of research in biomedical literature[END_REF][START_REF] Lazarus | Classification and prevalence of spin in abstracts of non-randomized studies evaluating an intervention[END_REF][5][START_REF] Yavchitz | A new classification of spin in systematic reviews and meta-analyses was developed and ranked according to the severity[END_REF][START_REF] Lazarus | Peer reviewers identified spin in manuscripts of nonrandomized studies assessing therapeutic interventions, but their impact on spin in abstract conclusions was limited[END_REF][START_REF] Ochodo | Overinterpretation and misreporting of diagnostic accuracy studies: evidence of "spin[END_REF][START_REF] Ghannad | A systematic review finds that spin or interpretation bias is abundant in evaluations of ovarian cancer biomarkers[END_REF][START_REF] Reynolds-Vaughn | Evaluation of Spin in the Abstracts of Emergency Medicine Randomized Controlled Trials[END_REF]. A recent systematic review of 35 reports evaluated the prevalence of spin in clinical trials, observational studies, diagnostic accuracy tests, systematic reviews and meta-analyses [START_REF] Chiu | Spin' in published biomedical literature: A methodological systematic review[END_REF]. The median prevalence of spin was 67% (range: 10% -84%), with the highest prevalence of spin found in trials [START_REF] Chiu | Spin' in published biomedical literature: A methodological systematic review[END_REF][START_REF] Bero | Meta-research matters: Meta-spin cycles, the blindness of bias, and rebuilding trust[END_REF].

A consequence of biased representation of results in scientific reports is that the published literature may suggest stronger evidence than is justified by the study findings, thus contributing to the increase in false discovery rate [START_REF] Munafò | A manifesto for reproducible science[END_REF]. This justifies efforts to prevent or reduce spin due to selective, biased and incomplete reporting in biomedical research. Researchers, authors, peer reviewers and journal editors undoubtedly share responsibility.

Meta-researchresearch on researchcan generate solid evidence to inform editorial policies and interventions [START_REF] Bero | Meta-research matters: Meta-spin cycles, the blindness of bias, and rebuilding trust[END_REF][START_REF] Schroter | Research on peer review and biomedical publication[END_REF]. Many studies have been published on peer review and the publishing process, and some interventions have been developed and implemented to improve the quality of peer-review [START_REF] Schroter | Research on peer review and biomedical publication[END_REF][START_REF] Bruce | Impact of interventions to improve the quality of peer review of biomedical journals: a systematic review and meta-analysis[END_REF]. However, to date, there has been no intervention designed to mitigate or reduce the prevalence of spin in biomedical literature. Thus, we developed a specific editorial intervention to reduce spin and conducted a randomised controlled trial to evaluate its impact.

Given that the abstract and its conclusions are often the most widely read part of scientific article [START_REF] Mathieu | Misleading abstract conclusions in randomized controlled trials in rheumatology: comparison of the abstract conclusions and the results section[END_REF], we considered a concise intervention (i.e., a set of short instructions for authors) to reduce spin in the abstract conclusion of primary research and research synthesis manuscripts that are submitted for publication. The intervention was developed in collaboration with editors, epidemiologists with expertise in the field of spin, and patient representatives. We aimed to obtain an initial estimate of the effectiveness of this intervention, compared to the usual peer-review process, at a large general medical journal, in a randomised trial.

Methods

We conducted this study in accordance with the study protocol registered on the Open Science Framework in August 2019 (osf.io/xnuyt).

Design and setting

This was a two-arm parallel-group randomised controlled trial of research manuscripts submitted for publication to BMJ Open, a general medical journal.

All research manuscripts consecutively submitted between June 1 st and October 9 th 2019 to BMJ Open, and sent for peer review, were screened for eligibility until the planned sample size was achieved.

Research manuscripts sent for peer review were randomly allocated to the intervention or control group. An investigator (MG) indicated which of the manuscripts were assigned to the intervention group using a flag and an additional note in the journal's electronic tracking system (ScholarOne). This informed the handling editors which manuscripts needed to include additional instructions in the decision emails sent to authors alongside the peer reviewers' reports. In the control group, the handling editors sent recommended revisions and reviewers' comments to authors in their usual manner. In the (flagged) intervention group, editors sent additional instructions to authors as part of the decision letter alongside the peer reviewers' comments, inviting the authors to check for and remove spin in the abstract of their revised manuscript.

The intervention was only applied if the editorial decision was 'revise'; manuscripts that were rejected after initial peer review were excluded. Manuscripts without an editorial decision by February 12 th 2020, the timeframe that we monitored the decision status, were also excluded. All manuscripts selected for revision were resubmitted by the authors within 100 days of original submission, in compliance with the BMJ Open time requirement for authors.

Eligibility criteria

Quantitative research manuscripts (primary research or research synthesis) submitted to BMJ Open were eligible. Narrative reviews, protocols, qualitative studies and mixed methods studies with a qualitative component were not eligible, as there are currently no reference studies characterising spin in these publications.

We considered manuscripts that had passed the initial editorial assessment and had been sent for peer review. Only manuscripts that were not rejected after peer review and that were resubmitted by the authors within 100 days of original submission were ultimately included in the analysis.

The intervention: Instructions to reduce spin

The intervention was developed in close collaboration with editors, epidemiologists with expertise in the field of spin, along with input from patient representatives.

To develop the intervention, we considered different factors. We defined spin as reporting that contains 'misrepresentation, over-interpretation, or inappropriate extrapolation of results' in the abstract's conclusion [START_REF] Boutron | Misrepresentation and distortion of research in biomedical literature[END_REF][START_REF] Chiu | Spin' in published biomedical literature: A methodological systematic review[END_REF]. We decided that the best time point to intervene was at the revision stage of the manuscript as the author may be more likely to follow the request of editors and peer reviewers to get their manuscript accepted. We chose to add the instructions under the heading "Editorial Requirement" in the decision letter email sent to authors with the peer reviewers' comments. We hoped authors would be more likely to follow editor's requests knowing it is the editor who makes the final decision. We intended the instructions to authors to be concise and easy to understand, applicable to all types of studies, to facilitate future wider implementation, and to target prevalent types of "spin" that are seen in abstract's conclusions. It is important to note that spin may also have been present in the main text conclusions, but our instructions were not targeted at removing spin in that part of the manuscript.

We developed the initial list of instructions for authors (Appendix A), based on a classification of types of spin in a recent systematic review by Chiu et al. [START_REF] Chiu | Spin' in published biomedical literature: A methodological systematic review[END_REF]. The selected statements targeted the most prevalent types of spin identified generic to all empirical study designs that we expected to see in a general medical journal.

Patient and public involvement

To include the patient's perspective in the research process, we shared the initial draft of the instructions to authors with three of The BMJ's patient and public reviewers. These reviewers were invited to share their thoughts on the importance of the items proposed, and any additional spin practices and phrases they frequently observe in abstract's conclusions that can mislead readers and patients. We then revised the instructions based on their feedback and piloted it with three PhD students in the clinical department at the University of Amsterdam to generate the final version of the instructions to authors (Box 1).

Control group: usual practice

Manuscripts allocated to the control group received the usual decision letter email without the additional instructions (Appendix B).

Random assignment and allocation concealment

Eligible manuscripts were assigned with a unique individual identifier (ID) by one researcher (MG), and allocated to the assigned group at three timepoints, until the planned sample size was reached. The random assignment sequence was generated by researchers not involved in the selection or assessment of the manuscripts (SS, PB). The researchers (SS, PB) kept a record of the randomised list of manuscript IDs for the purpose of verification, and the lead investigator (MG) was given access to the copy.

The sample of eligible manuscripts was prepared by MG in July and December 2019. The initial set of eligible manuscripts allocated (n=154) was selected from a consecutive sample submitted to BMJ Open between June and July 2019. The subsequent set of eligible manuscripts allocated (n= 30) was selected from a consecutive sample submitted between September and October 2019. Decisions about eligibility were made by MG, prior to and without knowledge of the group allocation.

Random allocation of the first 154 manuscripts was performed in a single block as follows. A first block of 150 eligible manuscripts was allocated by SS to assigned groups (allocation ratio 1:1) on July 22 nd , 2019. In the first 150 manuscripts assigned, two manuscripts allocated to the intervention group did not receive the additional spin instructions in the decision letter, thus resulting in a balance of 73 to the intervention and 75 to the control group. To account for this, on July 30 th , 2019, 4 additional manuscripts selected consecutively from the initial list of eligible manuscripts were allocated by PB to assigned groups (3 to the intervention group and 1 to the control group) for a balance of 76 manuscripts per group.

We monitored the editorial decision status of manuscripts in the first sample allocated until mid-December, 2019. Of the 154 manuscripts randomised, 93 manuscripts were selected for revision. To reach our planned sample size, 30 additional manuscripts were allocated in a second single block by SS to assigned groups (15 manuscripts per group) on December 20 th , 2019. Of the 30 additional manuscripts randomised, 15 manuscripts had been selected for revision by February 12 th , 2020.

In the first sample of 154 manuscripts, we assessed all eligible study designs sent for peer review, regardless of whether any of the peer reviewers had already completed their review of the manuscript. In an effort to decrease the waiting time during the editorial decision period, we only assessed eligible study designs sent for peer review in the second sample of 30 manuscripts if at least one peer reviewer had already completed their review.

Blinding

To minimise bias, outcome assessors (BY, ML) were blinded to group allocation. Outcome assessors were also blinded to authors' names and affiliations, and the editorial decision letter with the peer reviewers' comments. The editors at BMJ Open sent the intervention emails, and therefore could not be blinded to group allocation.

After submitting a manuscript, all authors received an automated email confirming it had been received and that BMJ Open is striving to improve its peer review process and their manuscript may be included in a study. However, authors were not informed of the purpose of this specific study.

Outcome assessment

For each included manuscript, two investigators (BY, ML), trained in the field of epidemiology, with expertise in systematic review methodology and critical appraisal, independently assessed spin in the abstracts' conclusions of the revised manuscripts. As previously stated, we defined spin as reporting that contains 'misrepresentation, overinterpretation, or inappropriate extrapolation of results' in the abstract conclusion [START_REF] Boutron | Misrepresentation and distortion of research in biomedical literature[END_REF][START_REF] Chiu | Spin' in published biomedical literature: A methodological systematic review[END_REF]. BY and ML formally assessed the revised abstracts' conclusions against each of the four types of spin, using the data extraction form presented in Box 2. This assessment was primarily based on the abstract alone, but if further information was deemed necessary the full-text manuscript was consulted. To ensure consistency of coding, we conducted a pilot of 10 manuscripts prior to the start of the study. The agreement for the pilot between the two investigators was 80% or higher for each of the four spin items. The level of agreement between the two investigators (BY, ML) for scoring the primary and secondary outcomes are outlined in Appendix C.

All manuscript versions were available on ScholarOne. MG provided BY and ML the deidentified abstracts of the submitted manuscripts and the de-identified abstracts and full texts of the revised manuscripts following peer review. After data extraction, BY and ML discussed all discrepancies, to obtain consensus.

Outcomes Primary outcome

The primary outcome was the presence of spin in the revised abstract conclusion (yes/no). If an abstract contained one or more of the four pre-specified types of spin, we classified the abstract as 'spin present'.

Secondary outcomes

The secondary outcomes were: the presence of each type of spin in the revised abstract conclusion (i.e., 4 secondary outcomes), and a change in wording in the revised abstract conclusion from what was originally submitted (yes/no). It is important to note that if the wording of the abstract was changed by one or two words, in a manner that did not alter the conclusion, we scored it as unchanged.

Ethics and trial registration

This study was exempt from an evaluation by the local ethics committee at Amsterdam UMC as it did not recruit patients. We additionally asked BMJ for any ethical concerns, whereupon The BMJ confirmed that the work is part of quality improvement of its processes. All submitting authors at BMJ Open were notified that BMJ has a programme of research into peer review and that their paper may be entered into a study. MG was given access to confidential manuscript data under a confidentiality agreement. The study protocol was registered at Open Science Framework (OSF) prior to recruitment.

Statistical analysis Sample size justification

We allowed for detecting a 15% absolute difference in the proportion of articles with spin (primary outcome) between the intervention and control group (a reduction from 30% to 15%) with a power of 80% and a two-sided alpha of 5%. This required a sample size of at least 98 manuscripts. The estimate of 30% for the prevalence of spin was based on a recent systematic review of spin by Chiu et al. [START_REF] Chiu | Spin' in published biomedical literature: A methodological systematic review[END_REF].

To allow for manuscripts not invited for revision and not resubmitted within 3 months of the editorial decision letter, we randomised 184 manuscripts in our study, in order to achieve a target sample size of 108 manuscripts.

Analysis

We expressed the effect of the intervention as the absolute difference in the proportion of manuscripts with spin, with a 95% confidence interval based on the normal distribution approximation. All manuscripts resubmitted after invitation for revision were analysed in the group to which they were allocated. The statistical analysis was performed using R software (R Foundation for Statistical Computing, Vienna, Austria).

Results

Overall, 108/184 (59%) of allocated manuscripts were selected for revision, and could be evaluated for spin (Figure 1). Five manuscripts allocated to the intervention group did not receive the additional instructions to reduce spin but were included in the intention-to-treat analysis.

Of the 108 evaluated manuscripts, 84 reported an observational study, 17 reported a systematic review, meta-analysis or overview of systematic reviews, while 5 reported a randomised controlled trial. Two manuscripts did not specify a study design in the abstract. The baseline characteristics of the evaluated manuscripts are shown in Table 1.

Primary outcome

The proportion of manuscripts with spin in the revised abstract conclusion was 6% lower in the intervention group (31/54, 57%) than in the control group (34/54, 63%; 95% CI: 24% lower to 13% higher); the difference was not statistically significant (Table 2).

Secondary outcomes

Two of the four types of spin were more often observed in the control group: 'interpretation not consistent with study results', and 'unjustified recommendations for practice'. However, 'selective reporting' was more frequently observed in the intervention group; there was no difference between the groups in the proportion of manuscripts 'including information not supported by evidence' (Table 2).

The wording of the revised abstract conclusion was changed by authors in 63% (34/54) of manuscripts in the intervention group compared with 48% (26/54) of manuscripts in the control group, a difference of 15% more in the intervention group, [95% CI: 4% lower to 33% higher] (Table 2).

Although we did not formally assess spin in the initially submitted manuscript, it was possible to identify if a specific type of spin was present in the submitted version. In a number of cases, authors introduced slight modifiers but failed to remove spin. As an example, in one meta-analysis, the authors revised the conclusion from "The meta-analysis found a higher prevalence of (…) compared to the general population, with substantial regional difference." to "The meta-analysis found a relatively high prevalence of (…) although there was significant heterogeneity between gender and across regions." However, despite the change in wording, the two types of spin detected in the revised abstract conclusion (selective reporting and unjustified recommendations for practice) remained unchanged from the initial submitted version.

Discussion

The editorial instructions for reducing spin in the abstract's conclusion of research manuscripts tested in this study may have led authors to revise the wording of their conclusions, but the changes in wording did not lead to a significant decrease in the prevalence of spin. In a number of cases, the changes to wording led to the introduction of modifiers but did not remove the presence of spin.

To our knowledge, this is the first randomised controlled trial of an editorial intervention to reduce spin. Despite the fundamental role of peer review, current editorial practices are not preventing the high prevalence rate of reporting biases and spin [START_REF] Boutron | Reporting and interpretation of randomized controlled trials with statistically nonsignificant results for primary outcomes[END_REF] [7] [START_REF] Chiu | Spin' in published biomedical literature: A methodological systematic review[END_REF]. Various efforts have been undertaken to mitigate the issue of bad reporting as it directly impacts patient care [START_REF] Dancey | From quality of publication to quality of care: translating trials to practice[END_REF][START_REF] Moher | Reporting guidelines: doing better for readers[END_REF]. The EQUATOR Network, launched in 2008, holds a library of more than 400 reporting guidelines to help authors, peer reviewers, editors, and other stakeholders improve the reporting of published articles [START_REF] Moher | Reporting guidelines: doing better for readers[END_REF][START_REF]Enhancing the QUAlity and Transparency Of health Research[END_REF]. However, despite initial evidence of effectiveness for some of the reporting guidelines [START_REF] Turner | Consolidated standards of reporting trials (CONSORT) and the completeness of reporting of randomised controlled trials (RCTs) published in medical journals[END_REF][START_REF] Stevens | Relation of completeness of reporting of health research to journals' endorsement of reporting guidelines: systematic review[END_REF], there are also associated challenges with their implementation that are being addressed [START_REF] Moher | Reporting guidelines: doing better for readers[END_REF]. Simply disseminating instructions or guidelines may not be sufficiently effective. In a recent study evaluating the appropriate use of reporting guidelines of health research, Caulley and colleagues showed that major reporting guidelines are frequently used inappropriately, indicating that authors may need additional education [START_REF] Caulley | Reporting guidelines of health research studies are frequently used inappropriately[END_REF]. Automated tools aiming to improve reporting are starting to appear to help authors and editors [START_REF] Hopewell | Impact of a web-based tool (WebCONSORT) to improve the reporting of randomised trials: results of a randomised controlled trial[END_REF] [START_REF] Moher | Reporting guidelines: doing better for readers[END_REF].

The validity of our study may have been affected by potential limitations. First, we only evaluated the first resubmitted version after review and further changes may have been made to other versions before acceptance. Second, the authors were asked but not required to address the instructions and these could have been overlooked by authors. Third, we only evaluated the presence of spin in the revised abstract conclusion. Although the randomization process would guarantee that all different types of articles with spin in both groups only differ based on chance, in a relatively small trial such as ours an assessment of spin before and after the revision could have been informative for evaluating the effects of the editorial intervention. Fourth, for feasibility purposes, the editors could not be blinded to allocation of the intervention. As editors aim to keep the journal to a high standard of reporting, they may have also addressed spin practices in their decision letter in the control group, thus potentially diluting the effect of the intervention. We designed our intervention to be concise and applicable to all types of study designs, which may have rendered the instructions less specific and clear for authors in identifying and removing spin in their abstract conclusion. Our pre-defined primary outcome was the complete absence of spin, whereas it is possible that some authors made word changes to reduce the level of spin and this was not assessed. Therefore, prior to completely dismissing the intervention based solely on our small study, the effectiveness of this intervention in reducing the level of spin should be tested in a larger study, particularly given the relative ease of implementation across a large sample of manuscripts and that we demonstrated its feasibility.

The success of any intervention aiming to improve the quality of research articles depends on their effectiveness, feasibility, adoption and appropriate use [START_REF] Munafò | A manifesto for reproducible science[END_REF]. Future research could also evaluate the reasons why authors fail to follow editorial instructions such as those included in our intervention. For instance, it is possible that authors are not fully aware of what spin is, and why it is important to avoid it. Van der Steen and colleagues theorise that "the motivations and subsequent behaviour leading to reporting bias, may result from a natural tendency to publicise our successes" [START_REF] Van Der Steen | Causes of reporting bias: a theoretical framework[END_REF]. In addition, authors may have been trained in a culture where spin practices are omnipresent, and regarded as a necessary element in the reporting [START_REF] Van Der Steen | Causes of reporting bias: a theoretical framework[END_REF]. Recognition of spin could be facilitated if instructions for authors could contain specific examples of typical wording to be avoided when writing conclusions. Qualitative studies to better understand the perceptions of authors when receiving the intervention could also be helpful to improve its content. Based on a better understanding of possible reasons, we can develop more effective interventions to restore balance between study results generated by research finding and conclusions made by study authors. There are other stakeholders in the publication process; studies could also evaluate the effect of peer reviewers being explicitly instructed to check for spin and/or editors highlighting spin in a standalone section of feedback.

Conclusion

Spin in biomedical research is a major contributor to avoidable waste in research and, through exaggerated claims, may endanger the health of patients or encourage the introduction of ineffective interventions [START_REF] Boutron | Misrepresentation and distortion of research in biomedical literature[END_REF]5]. Despite the study being designed to detect a decrease in spin, we found no evidence that it did. Thus, we need to consider other methods to inform authors of the manifestations and impact of spin.

Box 1: Instructions for authors to reduce spin

With your revision, please carefully check and confirm that your abstract conclusion:

Focuses on the primary aim and primary outcome(s) of your study (e.g. avoids selective reporting or focusing on subgroup, secondary or exploratory analysis) Includes only information supported by evidence and in accordance with the results of your study (e.g. avoids claims of significant effect with nonstatistically significant outcomes) Avoids any interpretation that is not consistent with your study design or the results (e.g. avoids causal claims in studies with non-randomised designs, or inappropriate extrapolation of results to different populations or outcomes than investigated in your study) Avoids recommendations for practice not justified by study findings (e.g. calls for action that have not been evaluated)

Box 2: Outcome assessment form

Spin items to look for in abstract conclusion

Present?

Selective reporting or focus on outcomes or analyses other than the primary outcomes and analysis.

e.g. selective reporting or focus on subgroup, secondary or exploratory analysis.

Information that is not supported by evidence or in accordance with the study results.

e.g. Claiming a significant effect with non-statistically significant outcomes.

Interpretation that is not consistent with the study design or the results. e.g. causal claims in non-randomised study designs (without any efforts to improve exchangeability/comparability), or inappropriate extrapolation of results to different populations than were investigated in the study.

Recommendations for clinical practice not justified by study findings (e.g. calls for action that have not been evaluated). 

Manuscripts selected for revision (n=54)

Decision letter sent to authors included:

• Editor & reviewers' comments (n=54)

• Additional instructions to reduce spin (n=49); 5 manuscripts allocated to intervention did not receive the additional spin instructions.

Manuscripts selected for revision (n=54)

Decision letter sent to authors included: by the reviewer(s) in the space provided. You can use this space to document any changes you make to the original manuscript. In order to expedite the processing of the revised manuscript, please be as specific as possible in your response to the reviewer(s).

You will receive a proof if your article is accepted, but you will be unable to make substantial changes to your manuscript, please take this opportunity to check the revised submission carefully.

IMPORTANT: Your original files are available to you when you upload your revised manuscript. Please delete any redundant files before completing the submission.

Because we are trying to facilitate timely publication of manuscripts submitted to BMJ Open, your revised manuscript should be submitted within two weeks. Manuscript ID (Document not available) entitled "(Document not available)" which you submitted to BMJ Open, has been reviewed. The comments of the reviewer(s) are included at the bottom of this letter. The Editorial Office have also checked your manuscript for any minor formatting issues and these will be listed at the end of this email.

The reviewer(s) have recommended revisions to your manuscript. Therefore, I invite you to respond to the reviewer(s)' comments and revise your manuscript. Please remember that the reviewers' comments and the previous drafts of your manuscript will be published as supplementary information alongside the final version.

To revise your manuscript, log into https://mc.manuscriptcentral.com/bmjopen 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 may also click the below link to start the revision process (or continue the process if you have already started your revision) for your manuscript. If you use the below link you will not be required to login to ScholarOne Manuscripts. <link> 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. Please also highlight the changes to your manuscript within the document by using the track changes mode in MS Word or by using bold or coloured text. Once the revised manuscript is prepared, you can upload it and submit it through your Author Center under file designation "Main Document -marked copy".

In addition to the "Main Document -marked copy", please provide a clean copy (without track or highlighted changes) of the revised manuscript. Please upload it through your Author Center under file designation "Main Document".

When submitting your revised manuscript, you will be able to respond to the comments made by the reviewer(s) in the space provided. You can use this space to document any changes you make to the original manuscript. In order to expedite the processing of the revised manuscript, please be as specific as possible in your response to the reviewer(s).

You will receive a proof if your article is accepted, but you will be unable to make substantial changes to your manuscript, please take this opportunity to check the revised submission carefully.

IMPORTANT: Your original files are available to you when you upload your revised manuscript. Please delete any redundant files before completing the submission.

Because we are trying to facilitate timely publication of manuscripts submitted to BMJ Open, your revised manuscript should be submitted within 28 days. If it is not possible for you to submit your revision by this date, we may have to consider your paper as a new submission.

Once again, thank you for submitting your manuscript to BMJ Open and I look forward to receiving your revision.

Sincerely, Adrian Aldcroft

Editor in Chief, BMJ Open BMJ, BMA House, Tavistock Square, London, WC1H 9JR E: aaldcroft@bmj.com W: bmjopen.bmj.com Editorial Requests:

With your revision, please carefully check and confirm that your abstract conclusion:

-Focuses on the primary aim and primary outcome(s) of your study (e.g. avoids selective reporting or focusing on subgroup, secondary or exploratory analysis)

-Includes only information supported by evidence and in accordance with the results of your study (e.g. avoids claims of significant effect with non-statistically significant outcomes) -Avoids any interpretation that is not consistent with your study design or the results (e.g. avoids causal claims in studies with non-randomised designs, or inappropriate extrapolation of results to different populations or outcomes than investigated in your study) -Avoids recommendations for practice not justified by study findings (e.g. calls for action that have not been evaluated) *************** <additional editorial requests >
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